Annex 29
to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration
(Re-Registration) and for Expert
Evaluation of Materials about
introduction of Changes to Registration
Materials during the Validity Period of
Registration Certificate (item 4 section
V)

Preclinical study report

1. Name medicinal product (number of
license if available )

APRETUDE, film-coated tablets, 30 mg

1.1.Type of medicinal product
according on which the registration
was conducted or planned

Medicinal product with complete dossier (stand-alone
dossier).

1.2. Conducted trials

X Yes o No justify, if no

\2. Pharmacology

2.1. Primary pharmacodynamics

Nonclinical Virology: CAB inhibits HIV integrase by binding
to the integrase active site and blocking the strand transfer step
of retroviral DNA integration which is essential for the HIV
replication cycle.

CAB has low nM activity against wild type human
immunodeficiency virus type 1 (HIV-1) and HIV-2 in a variety
of cell lines, regardless of subtype. CAB has little or no
activity against non-HIV viruses. Human serum increased the
PA-EC50 >400-fold to 101 nM for PBMCs against HIV-1.
CAB was additive or synergistic when assayed in combination
with other antiretroviral agents.

When HIV-1 Strain IIIB was passaged in the presence of CAB
for 112 days, viruses having >10-fold reduction in
susceptibility to CAB were not observed, but a 8.4-fold
maximum fold change was observed for the passaged virus
with IN substitutions T124A and S153Y.

» Passage of the wild type HIV-1 NL432 in the presence of
6.4 nM CAB and increasing to 160 nM CAB selected for no
substitutions in the IN region by Day 56 (FC=0.85-1.3).

= Passage of the Q148K mutant in the presence of 6.4 nM
CAB selected for E138K, Q148K (FC=89-260) on Day 28
and was present throughout the remaining passages up to
160 nM CAB with no additional substitutions selected up to

Day 56.




* Passage of the Q148K mutant in the presence of 32 nM CAB
selected for E138K, Q148K (FC=53-190) on Day 14. Virus
with V721, E138K, Q148K (FC=410) was also isolated at Day
56.

+ Passage of the Q148R mutant selected E138K, Q148R and
L74M, Q148R (FC=3-11) on Days 28 and 42, respectively, in
the presence of 6.4 nM CAB, increasing to 160 nM CAB.

» Passage of Q148H in the presence of 6.4 nM CAB selected
G 1408, Q148H (FC=2) on Day 14 and a mixture of G1408,
Q148H; E138K, G1408, Q148H (FC=17) and L74M, VT5A,
G1408,Q148H (FC=21-160) by Day 42.

» Passage of the Q148H mutant in the presence of 32 nM CAB
selected for G140S, Q148H by Day 28 and T122N, G140S,
Q148H (FC=16), G1408S, Q148H, M1541 (FC=2.2) and G568,
G1408, Q148H, G149A (FC=55-130) by Day 56.

Twenty-five HIV-1 viruses with single or 2 or more mutations,
were produced from wildtype virus NL-432 using site directed
mutagenesis. CAB showed anti-HIV activity (susceptibility) with
FC <5 against 22 of 25 INI-resistant mutant viruses with single
mutations; for DTG there were 24/25 mutant viruses with FC <35.
While both CAB and DTG had >5-FC with G118R, only CAB had
=5 FC with Q148K and Q148R. F121Y and T124A caused no
increase in FC for either CAB or DTG. N155H resulted in 1.7 FC
to CAB and 0.99 FC to DTG.

Among the multiple site directed mutants, the highest FC was
observed with mutants containing Q148K or Q148R. E138K,
Q148H each gave just 0.92 FC to CAB while E138K, Q148K gave
81 FCto CAB. G140C, Q148R and G140S, Q148R gave 22 and
12 FC to CAB, respectively. While N155H alone did not alter
susceptibility to CAB, the combination of N155H and Q148R gave
61 FC to CAB.

Mechanism of Action: CAB inhibits HI'V integrase by binding to
the integrase active site and blocking the strand transfer step of
retroviral Deoxyribonucleic acid (DNA) integration which is
essential for the HIV replication cycle. CAB is a potent in vitro
inhibitor of HIV integrase and inhibits the integrase catalyzed viral
DNA strand transfer with IC50 values in the nanomolar range (3.0
to 13 nM).

The antiviral mechanism of CAB on HIV replication was
investigated using quantitative PCR, in vitro passage, and direct
binding dissociation studies. CAB demonstrated equivalent
potency against 2 nonnucleoside inhibitor resistant, 2 nuclecside
inhibitor resistant and 2 protease inhibitor resistant HIV-1 mutant
clones (one with 3 and one with 6 mutations) compared with the
wild type strain. In addition, passage studies with CAB selected
mutations within the integrase enzyme; some of those mutations
recreated as site-direct mutant HIV virus conferred moderate levels
of CAB resistance when compared to wild type virus.




In Vitro Antiviral Activity against Wild-type HIV-1 Strains in
PBMC, MT4 and CIP4 Cell Lines: CAB activity against Ba-L
HIV-1 in peripheral blood mononuclear cells (PBMCs), HIV-1
strain 11IB in MT4 cells and pseudotyped HIV-1 in cell line derived
from 293T cells (CIP4) cells was examined.

For PBMC assays, cells were stimulated with phytohemagglutinin
and interleukin-2 and infected with HIV-1 strain BaL or HIV-1
strain NL432, Following incubation with CAB for 4 or 7 days, the
antiviral activity was assayed by reverse transcriptase (RT) activity
resulting in effective dose 50 (EC50s) of 0.22 nM (Bal)) and 0.53
nM (NL432). For MT-4 assays, cells were infected with HIV-1
strain 11IB and incubated with CAB for 4 or 5 days followed by cell
viability analyses with CellTiter-Glo or MTT resulting in EC50s of
0.57 and 2.1 nM, respectively. For pseudotyped HIV (PHIV)
assays, the infected cells were incubated with CAB for 2 days and
when assayed for cell viability by Steady Glo gave an EC50 of 0.74
nM.

Effect of Human Serum and Serum Proteins: The effect of
HSA (20 or 40 mg/mL), a-acid glycoprotein (AAG)

(2 mg/mL) and human serum (extrapolated up to 100%) on
the antiviral activity of CAB was.evaluated in the PHIV or
MT-4 assay systems. HSA was the predominant CAB
binding component compared with AAG. Maximum fold
shift observed with MT-4 assays were a 660-fold shift, and a
190 fold shift and extrapolated to 100% human serum
provided a mean consensus 425-fold shift in the EC50 values
for CAB [and a resulting PA-EC50 of 106 nM for PBMCs in
100% serum.

Evaluation of Cytotoxicity in Antiviral Assays: Cytotoxicity
assays with CAB were conducted in parallel with the antiviral
assays. Overall, the cytotoxicities measured in these assays were
distinct from the antiviral potencies and provided selectivity ratios
from 6300-fold to 22,000-fold indicating that the observed antiviral
activity of CAB was not due to cytotoxicity.

Evaluation of Cytotoxicity in Human Cell Lines and Peripheral
Blood Mononuclear Cells: Cytotoxicity assays were conducted in
proliferating human leukemic and lymphomic cell lines and PHA
stimulated and unstimulated human PBMCs from the same donors,
with resulting cell cytotoxicity (CC) IC50s for CAB in proliferating
M-9, U-937, MT-4 and Molt-4 cells of 6.4, 5.0, 9.2 and 13 pM,
respectively and in unstimulated and stimulated PBMCs of 120 pM
and 42 uM, respectively. When compared to the antiviral activity
of CAB IC50 of 1.3 nM in PBMCs the selectivity index for

antiviral activity was =10,000.

Susceptibility of Multiple Subtype B Clinical Isolates of HIV-1:
The susceptibility of 13 clinically diverse HIV-1 subtype B isolates

to integrase inhibition by CAB was tested with MBI PhenoSense




assay. The mean IC50 for viral replication of the clinical isolate
based viruses was 1.3 nM (range 1.0 to 1.6 nM).

Susceptibility of a Panel of HIV-1 and HIV-2 Isolates in
PBMCs and Monocyte Derived Macrophages: The antiviral
activity of CAB was tested against a panel of HIV-1 isolates (3 in
each group of M subtypes A, B, C, D, E, F and G, and 3 group O
isolates) and 4 HIV-2 isolates in PBMC assays. CAB was highly
active with broad activity against all HIV-1 (geometric mean EC50
of 0.26 nM and range of 0.02 to 1.06 nM) and HIV-2 (geometric
mean EC50 of 0.12 nM and range of 0.10 to 0.14 nM) isolates
tested). In the monocyte-derived macrophage assays using 4
Subtype B isolates, the geometric mean EC50 was 0.92 nM and
values ranged from 0.29 to 1.64 nM.

Activity against non-HIV Viruses: CAB was evaluated for
antiviral activity against a panel of 11 non-HIV viruses. In general,
CAB did not exhibit significant antiviral activity in this panel.
Some activity was observed against rhinovirus (EC50 = 12.6 pM).

Isolation of CAB Resistant HIV-1 Mutants: Virus cultures were
derived by co-culturing MT-2 cells with Molt-4 cells persistently
infected with HIV-1 strain IIIB. This strain has ~40% T124A
polymorphism in integrase in viral stocks used for passage. The
culture media from the co-cultures, including resuspended co-
cultured cells, was used for initiating passage of resistant variants.
Every 3 or 4 days the cells were examined for apparent cytopathic
effects and supernatants were used to infect new MT-2 cells in the
presence of increasing CAB concentrations (up to 5-fold). Infected
cell DNA was prepared and HIV proviral DNA sequence was
determined.

At selected intervals (14, 28, 42, 56, 70, 84, 98 and 112 days),
susceptibility to CAB was measured using the supernatant from
passaged cells (briefly expanded in fresh M8166 cells) in assays
using HeLa-CD4 cells carrying a reporter B-galactosidase gene.
Viruses with >10-fold decrease in susceptibility to CAB were not
observed during the 112 day passage: The following IN mutations
emerged after passaging wild type HIV-1 (with T124A
polymorphism) in the presence of CAB: Q146L (FC range 1.3 to
4.6), S153Y alone and in combination (FC range 2.8 to 8.4), S153F
(FC range 6.3 to 6.4), and 1162M (FC=2.8). As noted above, the
detection of T124A is selection of a pre-existing minority variant
that does not have differential susceptibility to CAB. These data
are consistent with direct targeting of the HIV-I integrase in cells
and provide a relative fold resistance level for virus with these
substitutions.

Wild type HIV-1 NL432 and molecular clones with single amino
acid substitutions (E92Q, Q148H, Q148K, Q148R, and N155H)
within the [N open reading frame were passaged sequentially under
increasing concentration of CAB for up to 56 days. Passaged virus




populations were analyzed for genotypic changes on Days 14, 28,
42 and 56, and for phenotypic fold change (FC) on Day 56 samples.

Starting with mutants at IN position 148 (H, K, or R), the following
additional mutations emerged after passaging with CAB: G568,
V721, L74M, V75A, T122N, E138K, G140S, G149A, and M154L.
CAB FC for various combinations of these mutations with
Q148H/K/R ranged from 2.2 to 410, relative to that observed for
INL432.

Passage of the wild type HIV-1 NL432 in the presence of 6.4 nM
CAB and increasing to 160 nM CAB selected for no substitutions
in the IN region by Day 56 (FC=0.85-1.3). Virus could not be
replicated during passage of wild type HIV-1 NL432 in the
presence of 32 or 160 nM CAB.

Passage of the Q148K mutant in the presence of 6.4 nM CAB
selected for E138K, Q148K (FC=89-260) on Day 28 and was
present throughout the remaining passages up to 160 nM CAB with
no additional substitutions selected up to Day 56. Passage of the
Q148K mutant in the presence of 32 nM CAB selected for E138K,
Q148K (FC=53-190) on Day 14. Virus with V72I, E138K, Q148K
(FC=410) was also isolated at Day 56.

Passage of the Q148R mutant selected E138K, Q148R and L74M,
QI148R (FC=3-11) on Days 28 and 42, respectively, in the presence
of 6.4 nM CAB, increasing to 160 nM CAB. Virus could not be
replicated from the Q148R mutant passaged at 32 and 160 nM.

Passage of Q148H in the presence of 6.4 nM CAB selected G1408S,
Q148H (FC=2) on Day 14 and a mixture of G1408S, Q148H
(FC=2), EI138K, G1408S, Q148H (FC=17) and L74M, V75A,
G140S, Q148H (FC=21-160) by Day 42. Passage of the Q148H
mutant in the presence of 32 nM CAB selected for G140S, Q148H
by Day 28 and T122N, G140, Q148H (FC=16), G140S, Q148H,
M154] (FC=2.2) and G568, G1408S, Q148H, G149A (FC=55-130)
by Day 56. Passage of the E92Q or N155H mutant viruses in the
presence of CAB did not lead to additional substitutions.

Comparative Assessment of Resistance: HIV-1 viruses (25 with
single mutations, Table 16, and Table 17 with 2 or more
mutations,) were produced from wildtype virus NL-432 using site
directed mutagenesis. CAB, DTG and RAL susceptibilities were
tested in HeLa-CD4 cell assay carrying a reporter p-galactosidase
gene driven by HIV-1 LTR. CAB showed anti-HIV activity
(susceptibility) with fold change (FC) <5 against 22 of 25 INI-
resistant mutant viruses with single mutations; for DTG there were
24/25 mutant viruses with FC <5. While both CAB and DTG had
>5-FC with G118R, only CAB had >5 FC with Q148K and Q148R.
F121Y and T124A caused no increase in FC for either CAB or
DTG. N155H resulted in 1.7 FC to CAB and 0.99 FC to DTG.

Among the multiple mutants, the highest FC for CAB was observed
with mutants containing Q148K or Q148R. E138K, Q148H gave




just 0.92 FC to CAB but E138K, Q148K gave 81 FC to CAB.
G140C, Q148R and G1408, Q148R gave 22 and 12 FC to CAB,
respectively. While N155H did not alter susceptibility to CAB,
N155H, Q148R gave 61 FC'to CAB.

. [The following IN mutations were associated with a CAB FC >2.5:

T66K; G118R; Q148K/R; T66K, L74M: E92Q, N155H; E138K,
Q148K/R; G140C/S, Q148H/K/R; T9TA, 11511, N155H; L74M,
N155H and Q148R, N155H.

2.2. Secondary pharmacodynamics

CAB was generally inactive against a panel of enzymes, receptors,
ion channels, transporters, and functional tissue assays. The only
effect greater than 50% was a 53% inhibition of binding in the
melanocortin-4 (MC4) receptor binding assay. There were no
abnormalities in body weights or food consumption in monkey
toxicity studies up to 39 weeks except in animals with severe GI
intolerability at the highest dose (1000 mg/kg/day). No
abnormalities in body weights or food consumpticn were noted in
rat toxicity studies up to 26 weeks. No other findings associated
with MC4 receptor agonism or antagonism have been observed in
toxicity studies with CAB, indicating a lack of apparent biological
activity at the MC4 receptor.

Therefore, CAB is considered a potent and selective integrase
inhibitor and is unlikely to have any significant off-target
pharmacological activity.

2.3. Safety pharmacology

As part of a rat 14 day oral toxicity study, the first 5 male rats from
each dosing group given 30, 100 or 300 mg/kg/day of CAB were
assessed for effects on neurobehavioral function (functional
observational battery) reflecting central and peripheral nervous
system activity. No effects occurred throughout the assessment
interval of up to 25 hours following dosing on Day 5. Systemic
exposure, Cmax and AUCO0-24, in male rats given a single oral dose|
of 300 mg/kg was 35.8 pg/mL and 708 pg.h/mL, respectively (Day
I systemic exposure data in males from the rat 14 day oral toxicity
study).

In a respiratory safety pharmacology study, single oral doses of
CAB at 30, 100 or 300 mg/kg were administered to male rats (Latin
square crossover design with 7 days between doses). CAB did not
produce any effect on respiratory functional parameters (respiratory
rate, tidal volume, minute volume, pulmonary resistance) or body
temperature when monitored throughout the day of dosing and up
to 7 days after dosing. A dose of 300 mg/kg was associated with a
mean Cmax and AUC0-24 of 35.8 pg/mL and 708 pg.h/mL,
respectively (Day | systemic exposure data in males from the rat 14
day oral toxicity study).

The effect of CAB at concentrations of 5.28 uM and the maximum
soluble concentration of 17.61 uM (2.14 and 7.14 pg/mL,

respectively) on hERG tail current was studied in HEK-293 cells




which had been stably transfected with hERG c¢cDNA. No
difference from vehicle was seen at either concentration of CAB
indicating that there was no effect on hERG channel tail current.

In a cardiovascular study, single oral doses of CAB were
administered at either 8, 25, or 1000 mg/kg to conscious, non-
restrained male monkeys (Latin square crossover design with 7
days between doses). A single oral dose of CAB at 1000 mg/kg
(for exposure comparison, Cmax was 67.0 pg/mL and AUCO0 24
was 1051 pg.h/mL on Day 1 in males in the monkey 14 day oral
toxicity study) produced a mild, transient increase in mean arterial
pressure (3.7 to 8.6%) and a transient increase in heart rate (16 to
23%) during the first 2 hours after dosing. No ECG waveform or
interval changes were associated with these pressure and heart rate
changes and no effects occurred at doses of 8 and 25 mg/kg (for
exposure comparison at 25 mg/kg, Cmax was 20.8 pg/mL and
AUCO0-24 was 233 pg.h/mL on Day 1 in males in the monkey 14
day oral toxicity study). In addition, following repeat dosing in
male and female monkeys at the same doses in the 14 day toxicity
study, CAB produced no effects on ECG tracings.

There were no findings from safety pharmacology studies that
would indicate an unacceptable risk for oral or IM administration of]
CAB to patients when administered in accordance with the
proposed indication.

2.4. Pharmacodynamic
interactions

Antiviral Activity in Combination with other Antiviral Agents:
CAB was tested for antiviral activity in combination with currently
approved antiviral drugs. In vitro combination studies identify
antagonism of antiviral activity indicating that certain drugs should
not be used clinically in combination. In this regard, the in vitro
combination data support the conclusion that the antiviral activity
of CAB is compatible with RPV, 3TC, TDF, and FTC.

The in vitro anti-HIV-1 activity of CAB was studied in
checkerboard format in combination with representative anti-HIV
drugs (RPV, 3TC, TDF, and FTC, in MT-4 cells with HIV-1 strain
[IIB. All were additive or weakly synergistic with CAB.

3. Pharmacokinetics

3. 1. Analytieal procedures and
validation reports

In pharmacokinetic and toxicity studies, plasma and tissue
homogenate CAB concentrations were measured following protein
precipitation with liquid chromatographic tandem mass
spectrometric (LC/MS/MS) methods. For toxicity and human
studies, the methods used for analysis were fully validated across
each calibration range. All methods and limits of quantification
were adequate regarding specificity and sensitivity to support the
pharmacokinetic analyses of CAB,

[n investigations where [*C] CAB was used, determination of the
radioactivity in in vitro or in vivo biological samples was carried

out by either direct liquid scintillation counting (LSC) or by LSC




following combustion of the sample. For analysis of radioactivity
concentrations in tissues, quantitative whole body autoradiography
was used. The profiling and identification of metabolites of CAB
was performed using LC-MS" and nuclear magnetic resonance
(NMR).

3.2, Absorption

The nonclinical pharmacokinetics of CAB are characterized by low
plasma clearance and low volume of distribution. Absorption was
rapid with a moderate to high oral bicavailability from a solution
formulation and low when administered as a suspension or capsule
formulation. In oral administration studies, systemic exposure to
CAB was dissolution or solubility limited leading to an increase in
exposure that was less than proportional with dose.

Single dose .
Intravenous: Following a single intravenous administration, CAB
(free acid) exhibited low plasma clearance in the rat, dog and
monkey (<2% liver plasma flow in dog and monkey). The low
steady state volume of distribution is consistent with the high
protein binding of the compound. The terminal half-life in dogs
and monkeys was 4.0 to 5.7 hours. The sampling regimen in the rat
was insufficient to characterize the pharmacokinetic parameters;
however, the CAB concentration time profile was indicative of a
lower clearance and longer half-life than in dogs and monkeys.

Subcutaneous and Intranmuscular: Following subcutaneous (SC)
or intramuscular (IM) administration of CAB (free acid) to rats and
monkeys, the compound was slowly released from the injection
sites. In general, there was a trend for higher Cmax values
following IM injection and longer apparent half-life values
following SC injection. The time above the PAIC90 (protein
binding adjusted 90% inhibitory concentration) was generally
longer following SC injection than following IM injection. In
general, no notable differences in the AUC values between the two
routes of administration were observed.

A series of pharmacokinetic and toxicokinetic studies have been
conducted with CAB (free acid) to evaluate the effects of particle
size, vehicle, and route of administration of the long acting
formulation to rats and monkeys. In these studies, the systemic.
exposure to CAB was evaluated following SC and IM
administration using suspension formulations in which the particle
size x90 ranged from 1.05 to 68.9 microns. In rats, no consistent
notable (>2-fold) differences in the dose normalized Cmax or Tmax
values between the small and large particle sizes were observed. In
monkeys, the larger particle size formulations resulted in
consistently lower Cmax values after SC injection at doses up to 10
mg/kg (no notable difference in the Cmax values after TM injection)
and longer Tmax values after SC and IM injections.




CAB (free acid) was also administered to minipig by intramuscular
dosing at 1.16 mg/kg in 2% (w/v) Polysorbate 20 (Tween 20), 2.0%
(w/v) PEG3350 and 3.5% (w/v) Mannitol. CAB had a long mean
terminal half-life of approximately 76 hours following
intramuscular dosing.

Oral: CAB (free acid) absorption from an oral solution was rapid,
reaching peak plasma concentrations within 4 hours with a
moderate to high oral bioavailability (44 to 83%) in fasted rats,
dogs and monkeys. When CAB was administered as a suspension,
the increase in systemic exposure (Cmax and AUCO-t) was less
than proportional to the increase in dose. The oral bioavailability
of CAB following suspension or capsule formulation of free acid or
sodium salt was lower (bioavailability range of 3% to 27%) and
suggested that the absorption is limited by dissolution rate or
solubility. At least 2% of dosed CAB was absorbed in mouse and
rat (dosed at 10 mg/kg sodium salt) and 29% in monkey (dosed at
30 mg/kg sodium salt), as determined by the amount of ["C] drug-
related material recovered in bile and urine in the BDC animals,

Repeat dose
Oral: The repeat dose toxicokinetics of CAB were assessed as part
of general toxicity and reproductive toxicity studies.

The increase in systemic exposure (Cmax and AUCO0-24) to CAB
was less than proportional with the increase in dose during repeated
oral administration toxicity studies in all species. Differences (>2
fold) in systemic exposure between single and repeated
administration, regardless of pregnancy status, or between the sexes
were generally not observed. In mice and monkeys, no notable
difference (>2 fold) in systemic exposure was observed between
single and repeated administration, consistent with expectations
based on the apparent half-life. However, in rats, exposures
following repeat administration were generally greater than those
after single administration consistent with the apparent lower
clearance.

Subcutaneous and Intramuscular Administration: Ina 13 week
SC and IM injection toxicity study, mate and female rats were
administered CAB (free acid) by SC injection at 5, 30, or 100
mg/kg/dose, or by IM injection at 2.5, 10, or 75 mg/kg/dose, on
Days 1, 31, and 61. The systemic exposure during the third
monthly SC dose interval increased less than proportionally to the
increase in dose. The systemic exposure during the third monthly
IM dose interval increased in approximate proportion from the low
to the mid dose and less than proportionally at the high dose,

The mean AUC values during the third monthly SC dose intervals
ranged from 2- to 3-fold higher than those during the first monthly
dose intervals, whereas the increase in AUC values over this




timeframe following monthly IM injections was minimal (1.1~ to
1.4-fold). This suggests that the apparent elimination half-life was
shorter from the IM injection site than from the SC site.

[No notable (>2 fold) differences in the CAB mean Cmax or AUC
values between the sexes were observed.

[n Vitro Absorption

HIV INSTIs are known to chelate with polyvalent cations, resulting
in decreased absorption. CAB demonstrated chelation with metal
cations.

3,3. Distribution

CAB has high passive membrane permeability, is highly protein
bound and is widely distributed and crosses the placental barrier,
The glucuronide metabolite of CAB (also referred to as CAB
glucuronide, M1 or GSK3388352) exhibited low plasma protein
binding.

Protein binding and blood cell association

The in vitro protein binding of CAB in serum or plasma was high
(>99%) across species (rat, monkey and human) consistent with the
ex vivo unbound fraction of <1% in plasma from healthy and
renally or hepatically impaired human subjects. In vitro protein
binding in human was independent of CAB concentrations over the
range of 1000 to 20000 ng/mL, but a lower unbound fraction of
0.47% (99.5% bound) was observed at 500 ng/mL. The association
of CAB-related material with blood cellular components was
minimal in both nonclinical species and human ranging from 0.44
to 0.57. The in vitro protein binding of CAB glucuronide was low
(=£33%) in rat and human plasma.

Permeability and transport

CAB was determined to have high passive membrane permeability
(256 nm/s at pH 7.4). The absorptive membrane permeabilities
also were high in the presence of fasted state simulated intestinal
fluid (FaSSIF) at pH 7.4 and pH 5.5 (P7.4pbs value of 1088 nm/s and
a Ps spans) value of 1374 nm/s, respectively). In vitro, CAB was a
substrate for the human efflux transporters P-glycoprotein (Pgp)
and human breast cancer resistance protein. CAB was not a
substrate of hepatic uptake transporters such as OATPIBI1,
OATPI1B3, OATP2B1 or OCT] based on studies in cryo-preserved
poaled human hepatocytes.

CAB glucuronide was not a substrate for Pgp or BCRP. The
canalicular and basolateral clearance of CAB glucuronide were
comparable and found to be 0.16 and 0.21 mL/min/kg, respectively.
In vitro, CAB glucuronide was shown to be a substrate for multiple
hepatic and renal transporters (OATP1B1, OATPIB3, OAT3,
MRP2, MRP3 and MRP4), but was not a substrate for OAT1 or
OATA4.




Based on in vitro data, circulating CAB permeates passively into
hepatocytes and is metabolized to the glucuronide which undergoes
both biliary and sinusoidal excretion. Biliary excretion of CAB
glucuronide is mediated by MRP2, while hepatic basolateral
excretion into sinusoidal blood was via both MRP3 and MRP4,
Although CAB glucuronide is a substrate of the hepatic uptake
transporters OATP1B1 and OATP1B3, metabolite clearance by
hepatic uptake from the systemic circulation is low (2.7% of
hepatic blood flow). Instead, circulating CAB glucuronide
undergoes efficient renal clearance, where uptake inte the proximal
tubule is mediated by OAT3 and subsequent secretion into urine by
MRP2 and MRP4, which would explain the minimal systemic
exposure in human.

Tissue distribution

After a single oral dose of ["*C]-CAB to Lister Hooded male rats,
radioactivity was slowly absorbed and widely distributed with most
tissues exhibiting their highest concentrations at 1 day post-dose.
Except for the gastrointestinal tract, tissue concentrations were less
than those in blood at all sampling times. The concentration of
radioactivity in the brain was low (~2% of the blood radiocarbon
concentration) due in part to restrictive protein binding,
Elimination of radioactivity was slow with most tissues containing
measurable levels of radioactivity at 28 days post dose.
Radioactivity was not associated with melanin in the uveal tract. In
pre- and post-natal rat studies CAB crossed the placental barrier
and the concentrations observed in F; pups con post-natal Day 10
suggested CAB was secreted in the maternal milk. Additionally,
fetal CAB concentrations increased proportionally with the increase
in maternal CAB plasma concentrations and there was no evidence
for the preferential accumulation of CAB within the fetuses
following repeated oral administration of CAB to the dams.

3.4. Metabolism

The comparative biotransformation pathways between humans and
the nonclinical species are presented in Figure 3.1. The
predominant (representing >90% of the plasma radioactivity)
circulating component in the nonclinical species was unchanged
CAB. In humans, CAB was the only radiolabeled component
observed in the plasma, however, subsequent analysis of samples
from a clinical study where non radiolabeled CAB was
administered orally detected very low circulating concentrations of
CAB glucuronide. The main metabolic clearance route in the
nonclinical species and humans was by conjugation to form CAB
glucuronide. The metabolic pathways in animal species used for
toxicology testing were relevant to the safety assessment of CAB
for human use.

In vitro biotransformation
The in vitro metabolic stability of CAB was high, indicating low

intrinsic clearance consistent with the low plasma clearance.




Following 24 hours incubation of CAB (10 puM) with
cryopreserved rat, dog, monkey and human hepatocytes no
metabolites were observed. A subsequent investigation with
cryopreserved rat, monkey and human hepatocytes using a CAB
concentration of 50 pM generated a single metabolite, CAB
glucuronide. CAB was shown to form CAB glucuronide using
pooled human liver, kidney and intestinal microsomes and
recombinant hUGTIAI and hUGT1A9 in vitro. Scaling the in
vitro data indicated that liver was the primary organ responsible for
the formation of CAB glucuronide.

The generation of a glutathione conjugate through oxidative
defluorination with rat, monkey and human {but not dog) liver
microsomes suggested evidence for the formation of an
electrophilic metabolic intermediate by bioactivation in vitro. This
was supported by the in vitro covalent binding of CAB associated
radioactivity to liver microsomes, which was moderate in human
and high in rat and moenkey (180, 984 and 794 pmol-eq/mg of
protein/h, respectively). However, in vivo in mice, rats, monkeys
and humans, metabolic products produced via this pathway
represented only a very small fraction of CAB metabolic clearance.
[n addition, no microscopic liver findings were observed in mice,
rats, or monkeys after repeat administration of doses of CAB at or
below the NOAEL. Based upon these data and the premise that in
vitro levels of covalent binding to human liver microsomes 2200
pmol-eq/mg of protein‘h are considered an indicator of the potential
for hepatotoxicity when compounds are dosed at 2100 mg/day, the
risk of hepatotoxicity in humans caused by metabolic activation of
CAB, when administered at clinically relevant doses, is considered
to be low.

[No notable metabolic conversion of CAB to any of its possible
stereoisomers occurred in vitro following incubations of CAB with
cryopreserved rat, dog, monkey and human hepatocytes.

In vivo biotransformation

In vivo, absorbed ['*C]-CAB (sodium salt) underwent
minimal metabolism in male mice, rats and monkeys.
Metabolic profiles in nonclinical species were qualitatively
similar to humans.

Metabolic profile

CAB was the predominant component in plasma of mice, rats,
monkeys and humans with CAB glucuronide being the only
metabolite observed. No metabolite was present in the plasma at
concentrations above the quantifiable limit (i.e. 5% of parent or
drug related material). Tn humans at steady state CAB was the only
quantifiable drug related material in the plasma; this was the same
following single oral administration (and that following
intramuscular or subcutaneous administration), indicating data




obtained after single dose administration was an adequate predictor
of the profile at steady state.

The predominant biotransformation product in mice, rats, monkey
and humans was CAB glucuronide (M1) and a glucose conjugate
(M2) was also observed (except mouse). These conjugated
metabolites, CAB glucuronide and M2, are not pharmacologically
active because they disrupt the two metal binding capability of the
carbamoyl pyridone motif of CAB thereby completely abrogating
any antiviral activity resulting from the active site binding to the
integrase enzyme. Although conjugates were the primary
constituents of the drug related material in bile of the nonclinical
species and observed in human bile, only unchanged CAB was
observed in the feces of all species. Thus, these CAB conjugates
are likely deconjugated in the intestine by host or bacterial enzymes
after secretion in the bile to reform CAB.

CAB was not quantifiable in the bile collected from any species
investigated or the urine from mice, monkeys or humans, while on
average accounting for <10% of the drug related material recovered
in rat urine. The only quantifiable metabolite observed in human
urine was CAB glucuronide and this was also the predominant
metabolite observed in the urine of the nonclinical species. Other
minor metabolites were observed in urine from humans and the
nonclinical species formed by glucose conjugation (M2), oxidative
defluorination and cysteine conjugation (M3), pentose conjugation
(M4) and oxidation (M6). Metabolite M2 and a metabolite formed
by oxidative defluorination and glutathione conjugation (M5) were
also observed in mouse and monkey bile.

In mice, monkeys and humans, oxidative defluorination with
glutathione or cysteine addition was present, indicating the
formation of an electrophilic arene oxide intermediate. In all
species, these products were a small fractional part (<5%) of the
overall clearance.

Following repeat oral administration of CAB for 14 days to healthy
human volunteers, no evidence for the in vivo epimerization of
CAB to any of its stereoisomers was observed.

3.5. Elimination

Following oral administration of ['*C]-CAB only unchanged CAB
was observed in the feces and was the predominant route of
elimination of administered radicactivity in all species. Following
oral administration of [14C] CAB, urinary excretion of
radioactivity was greater in humans (approximately 27%) than in
the nonclinical species (<11.1%).

Excretion of administered radioactivity was essentially complete in
all species. The radiolabel location was metabolically stable with
no notable sequestration or covalent binding of CAB to plasma or
excreta. Biliary excretion in mice and rats accounted for 1.60 to




1.79% dose and urine accounted for 0.33 to 0.42% dose while in
the monkey 14.5% dose was eliminated in bile and 14.7 % in urine.

The metabolite, CAB glucuronide, was the major drug related
component observed in both the urine and the bile but was not
observed in the feces. Therefore, CAB glucuronide is deconjugated
in the intestine, after secretion in the bile, to reform CAB

3.6. Pharmacokinetic interactions
(non-clinical)

[No nonclinical studies have been performed specifically to evaluate
potential interactions with drugs that may be co administered with
CAB. However, a series of in vitro studies conducted to evaluate
the clearance mechanisms and drug interaction potential of CAB
have shown a low propensity for victim or perpetrator of drug
interactions.

Potential effect of co-administered agents on CAB

In vitro and in vivo, CAB is primarily metabolized by UGT1A1
(fraction of total clearance in vitro 0.67) with a contribution from
UGT1AS9 (fraction of total clearance in vitro 0.33). In clinical
studies, co-administration of CAB and the weak to moderate UGT
inducers rifabutin to healthy human subjects did not reduce plasma
CAB concentrations to a clinically relevant extent. However,
rifampicin, a known strong inducer of UGT, caused a significant
reduction in the exposure of CAB. Co-administration of CAB with
strong inducers of UGT is therefore contraindicated. Oxidation of
CAB accounted for <1% dose in human therefore CAB is not
subject to CYP-mediated interactions.

No clinical studies have been performed to measure the impact of
inhibitors of UGT1A1 and UGT1AS on the exposure of CAB;
however, a CAB PBPK model was developed to predict the extent
of drug interaction with UGT1A1 or UGT1A9 inhibitors. The
predicted mean systemic increase in CAB exposure was less than
11% when co-administered with atazanavir or mefenamic acid,
UGTI1A] or UGT!1AS9 inhibitors, respectively. These predicted
changes are considered well within the safe exposure range based
on the reported safety margins for CAB therefore no exclusion of
UGT inhibitors is required when dosing CAB. These predictions
are supported by clinical studies in poor metabolizers of UGT1A1
(a surrogate for UGT inhibition) which resulted in a
recommendation that dose adjustment is not required.

CAB was a substrate for the efflux transporters BCRP and Pgp;
however, its high intrinsic permeability suggests a low potential for
drug interactions with BCRP and Pgp inhibitors that would result in
clinically significant changes to CAB exposure. In vitro, the
hepatic uptake of CAB was not mediated by the transporters
OATP1BI1, OATP1B3, OATP2BI or OCT1 in cryo-preserved
pooled human hepatocytes, therefore, there is low potential for drug
interactions with inhibitors of these transporters.




[n vitro, the metabolite CAB glucuronide was not a substrate for
Pgp or BCRP and therefore its disposition is unlikely to be affected
by co-administration of either Pgp or BCRP inhibitors. In vitro,
CAB glucuronide was shown to be a substrate for multiple hepatic
and renal transporters {OATPIB1, OATP1B3, OAT3, MRP2,
MRP3 and MRP4), but was not a substrate for OAT1 or QAT4.
Because there are multiple pathways for the disposition of CAB
glucuronide the potential for a clinically relevant drug interaction
via co-administered compounds that might inhibit one or more of
these transporters is reduced.

Effect of CAB on co-administered agents

[n vitro, CAB was a weak activator of human Pregnane X receptor
and there was no notable induction of CYP1A2, 2B6 or 3A4 in
human hepatocytes. CAB (sodium salt) demonstrated little or no
direct or metabolism-dependent inhibition (ICso values >100 uM)
in vitro of the enzymes CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19 and
2D6, but was a weak direct inhibitor of CYP3A4/5 (ICs;= 84 uM)
and a metabolism-dependent inhibitor of CYP3A4/5. However, a
clinical drug interaction study has demonstrated that CAB does not
affect the pharmacokinetics of midazolam, a sensitive substrate of
CYP3A.

[n vitro, CAB-is not a notable UGT inhibitor, except for UGT1A3
(ICs0 12 uM), therefore a mechanistic static mathematical model
was used to predict the effect of CAB on the exposure of substrates
of UGT1A3. The results of the model showed CAB has low risk of]
being a perpetrator of drug interactions with substrates of UGT1A3
(predicted AUC change 1.0-fold). Based on these data, there is low
potential for CAB to affect the pharmacokinetics of co-
administered drugs that are substrates of UGT enzymes.

In vitro studies have shown that CAB is not an inhibitor {(ICse of
>30 uM) of the hepatic or intestinal drug transporters Pgp, BCRP,
BSEP, MRP2, MRP4, OCT1, OCT2, OATP1B1, and OATP1B3.
In vitro, CAB inhibits the renal transporters MATE] or MATE2-K
(ICs0 values of 18 and 14 uM, respectively) and OATI1 and OAT3
with ICso values of 0.81 pM and 0.41 pM, respectively. A
mechanistic static mathematical model indicated that CAB has low
risk of being a perpetrator of drug interactions with MATE and
OAT substrates (predicted AUC change 1.01 and <1.26-fold,
respectively). In addition, PBPK modelling simulations predict no
risk of clinically relevant drug interactions (predicted AUC change
1.18) when OATI1/OATS3 substrates are co-administered with CAB
and there were no renal safety concerns when oral CAB was dosed
in combination with the sensitive OQATI/3 substrate tenofovir.
Therefore, CAB has a low potential for causing clinically
significant drug interactions involving drug transporters.




In vitro, CAB glucuronide is not an inhibitor (ICsy of > 300 uM) of
Pgp, BCRP, BSEP, MRP2, OATP1B1, OATPIB3, OATI, OAT3,
OCT2, MATE! and MATE2-K therefore confirming the [ow risk
of perpetrator drug interactions with these transporters.

Effect of CAB on folate transporters or folate receptor

An in vitro study that included CAB was conducted to assess
integrase inhibitors as potential inhibitors of human folate transport
pathways. In vitro, CAB did not inhibit proton-coupled folate
transport or reduce folate carrier activity up to the highest
concentration tested (100 pM). In the folate receptor o assay, CAB
demonstrated 36.7% inhibition at 25.8 uM; this observed in vitro
inhibition was not projected to be clinically relevant.

3.7. Other pharmacokinetic studies

No Other Pharmacokinetic Studies have been conducted; therefore,
this section is not applicable.

4. Toxicology

4.1. Single-dose toxicity

Single dose oral acute toxicity studies have not been conducted in
rats or monkeys with CAB; however, the potential for acute toxicity
was assessed in repeat dose studies at the highest possible systemic
exposure based on saturation of absorption (rat) or highest tolerable
dose (monkey). No adverse clinical observations were noted
following administration of CAB to rats at <1000 mg/kg/day in the
4 week toxicity study. CAB was not tolerated at a dose of 1000
mg/kg/day in the 14 day monkey toxicity study and resulted in
morbidity associated with clinical signs suggestive of GI effects
including body weight loss, emesis, loose/watery feces, inappetence
and moderate to severe dehydration.

A series of single dose toxicity studies were performed to assess the
effects of administration of oral, subcutaneous and intramuscular
doses of CAB, and to compare the toxicokinetics for the different
routes of administration; results were consistent with findings from
repeat dose toxicity studies.

4.2. Repeated dose foxicity

The toxicity of repeated oral gavage doses of CAB has been
assessed in rats and monkeys in studies of up to 26 and 39 weeks,
respectively. The main findings from all repeat dose toxicity
studies are discussed below,

Moribundity: Inthe 14 day monkey toxicity study, all male
monkeys given 1000 mg/kg/day were euthanized in moribund
condition on Day 14. Body weight loss, repeated emesis mostly
during Week 2, repeated loose/watery feces, inappetence, salivation
and discolored feces preceded morbidity which was generally
characterized by moderate to severe dehydration, decreased
activity, hunched posture and/or reluctance to move and was
believed to be secondary to the GI effects discussed below. Bone
marrow depletion with corresponding decreases in peripheral

leukocyte, reticulocyte and platelet counts occurred in male
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monkeys given 1000 mg/kg/day and was characterized by a
generalized decrease in cellularity of all precursor populations. No |
effects on bone marrow were observed in monkeys given 8 or 25
mg/kg/day or in females given 1000 mg/kg/day. No adverse effects
on bone marrow were observed in monkeys given <500 mg/kg/day
in the 4 week or 39 week toxicity studies. Additional findings
considered secondary to the debilitated condition of the male
monkeys given 1000 mg/kg/day in the 14 day study included
dilation of the distal convoluted tubules in one male with associated
minimal increase in serum urea and increased serum urea in one
other male given 1000 mg/kg/day in the absence of microscopic
renal findings. Given the severity of dehydration noted in male
monkeys in this group, increased urea values were attributed to
prerenal azotemia/dehydration rather than renal functional
impairment, and the tubular dilation noted in the one monkey may
have been associated with morbidity rather than a direct test article
effect. In addition, parotid and mandibular salivary gland atrophy
noted in males given 1000 mg/kg/day were also likely secondary to
weight loss and debilitation and were not considered direct effects
of the test article,

Because the 1000 mg/kg/day males were euthanized on Day 14
following the 4 hour toxicokinetic time point, systemic exposure
{Cmax and AUCO0-24) are given for Day 1 in males (67.0 pg/mL
and 1051 pg.h/mL, respectively). For comparison, in male
monkeys given 1000 mg/kg/day, the AUCO-4 was 132 pg.h/mL on
Day 1 and 224 pg.ymL on Day 14. There were no adverse effects
at doses up to 500 mg/kg/day (highest dose tested) in the 4 week
toxicity study and the 39 week toxicity study. Day 28 exposure in
the 4 week study at 500 mg/kg/day was similar to that achieved in
the 14 day study at 1000 mg/kg/day (gender mean AUC0-24 of
902.5 pg.h/mL at 500 mg/kg/day compared to 1051 pg.h/mL in
males on Day 1, and 961 pg.h/mL in females on Day 1, and

046 pg.h/mL in females on Day 14).

Findings considered associated with stress: In the 14-day
monkey toxicity study, minimal to moderate thymic lymphoid
atrophy was noted in all male monkeys given 25 or 1000 mg/kg/day
but was also noted in one control male and in one male given

8 mg/kg/day. Minimal to mild, diffuse hypertrophy of cells in the
adrenal cortex were present in males given >25 mg/kg/day and
females given 28 mg/kg/day. These thymic and adrenal changes
were not associated with a change in organ weights and were
considered non-adverse and likely a stress response.

Gastrointestinal effects: In the 14 day monkey toxicity study, the
morbidity in males given 1000 mg/kg/day, euthanized on Day 14,
was considered a consequence of test article-related effects on the
Gl tract. Treatment-related effects included: microscopic findings
of degeneration/ regeneration, glandular dilation and mucous




depletion in the glandular and fundic regions of the stomach;
degeneration/regeneration, glandular dilation, goblet cell
hypertrophy and increased thickness of the lamina propria of the
cecum and colon; and villous atrophy in the small intestine. GI
findings were associated with body weight loss, emesis,
loose/watery feces, salivation, lethargy and dehydration. No
adverse effects on the GI system were observed in monkeys given 8
or 25 mg/kg/day or in females given 1000 mg/kg/day.

Regenerative gastric changes were noted in a single female given
1000 mg/kg/day but were not considered adverse due to their
minimal severity, limited distribution within the GI tract and lack of]
accompanying clinical signs or weight loss. No adverse effects on
the GI system were observed in monkeys given <500 mg/kg/day in
the 4 week or 39 week toxicity studies. Day 28 exposure at

500 mg/kg/day (gender averaged AUCo0: 0f 902.5 pg.h/mL) was
similar to that achieved in the 14-day study at 1000 mg/kg/day
(1051 pg.h/mL in males on Day 1, and 961 pg.h/mL in females on
Day 1, and 946 pg.h/mL in females on Day 14). This suggests that
GI intolerance observed in the 14 day study was the result of local
drug administration and not systemic toxicity.

Cardiovascular effects: In a cardiovascular study in conscious,
non-restrained male monkeys, a single oral dose of CAB at

1000 mg/kg produced a mild, transient increase in mean arterial
pressure (3.7 to 8.6%) and a transient increase in heart rate (16 to
23%) during the first 2 hours after dosing. No blood pressure or
heart rate changes were observed in monkeys given single oral
doses of 8 or 25 mg/kg. There were no adverse effects on the heart
(organ weight or histopathology) and no ECG waveform or interval
changes occurred after single or 14 consecutive oral doses of CAB
of up to 1000 mg/kg/day, after approximately 3 weeks at

<500 mg/kg/day (Crnax 61.6 pug/mL, AUCo.24 902.5 pg.h/ml, Day 28
systemic exposure data in males from the monkey 4 week oral
toxicity study), or after approximately 38 weeks of dosing in
monkeys at <500 mg/kg/day.

Studies to support parenteral administration: CAB was
administered by monthly SC injection (5, 30 and 100 mg/kg/dose),
monthly IM injection (2.5, 10 and 75 mg/kg/dose), or by weekly
SC injection (100 mg/kg/dose) to rats for up to 3 months, followed
by non-dose periods of up to 75 days to characterize toxicity and
toxicokinetics of a parenteral (LA) formulation of CAB in order to
support clinical studies of CAB injectable suspension. There were
no adverse effects noted and no new target organ toxicities
identified via these routes of administration. Dose-proportional
signs of redness and swelling were present following SC or IM
injections at all dose levels. These were accompanied by local
inflammatory reactions (erythema and edema graded very slight to
severe) in animals given 75 mg/kg/dose (monthly IM injections), at
all doses in female animals given monthly SC injections




(=5 mg/kg/month) and in males given 230 mg/kg/month, and at a
higher incidence in animals given 100 mg/kg/dose monthly and
weekly SC injections. Treatment-related histology findings were
limited to granulomatous inflammation and mixed inflammatory
cell infiltration at the corresponding injection sites, with correlating
macroscopic changes. These changes were dose-dependent and
were most severe in animals receiving 100 mg/kg/dose SC once
weekly and having the shortest non-dose period. The NOAELs for
monthly administration were 100 mg/kg/dose SC and

75 mg/kg/dose IM. Exposures at the NOAELSs (AUC 1440-21600 =
AUCs0.90days) correspond to ~38X the human AUC.y for a 400 mg
IM dose (2461 pg.h/mL).

In a single dose IM combination study in monkeys given CAB
fsodium salt; 10 mg/kg) and RPV (60 mg/kg), both CAB and RPV
were well tolerated after a single dose administration and were
quantifiable through 61 days after dosing when given alone and in
combination.

4.3. Genotoxicity:
- In vitro

CAB did not cause gene mutations or chromosomal damage in two
definitive in vitro tests (Ames test and mouse lymphoma assay}, or
in an in vivo oral rat micronucleus test. Therefore, based on these
data, CAB does not pose a genetic toxicity risk to humans.

- In vivo (including supportive
toxicokinetics evaluation)

CAB did not cause gene mutations or chromosomal damage in an
in vivo oral rat micronucleus test. Therefore, based on these data,
CAB does not pose a genetic toxicity risk to humans. Analysis of
plasma samples taken from satellite animals dosed at 2000
mg/kg/day and sampled 9 hours after administration confirmed
systemic exposure to GSK 1265744 (range: 152932 to 157162
ng/mlL).

4.4. Carcinogenicity:

Long-term studies

The carcinogenic potential of CAB was assessed in mice and rats
following oral administration for 2 years. Based on
recommendations from the FDA Executive Carcinogenicity
Assessment Committee, the doses studied in mice were 2.5, 10, and
75 mg/kg/day for males, and 2.5, 5, and 35 mg/kg/day for females,
and the doses studied in rats were 0.25, 2.5, and 75 mg/kg/day.
CAB was not carcinogenic in oral 2 year rat or mouse
carcinogenicity studies.

When compared to the expected human exposure for a 30 mg oral
dose, the systemic exposures (AUC) for CAB at the highest doses
tested were >7 times higher for mice (either sex) and >30 times
higher in female rats and >19 times higher in male rats.

Short- or medium-term studies

Short-term, dose range finding studies were conducted in mice
prior to conducting the long-term mouse carcinogenicity study.
Otherwise, only long-term carcinogenicity studies were conducted.

Additional studies

[No additional carcinogenicity were conducted as no additional
studies were considered necessary to determine the carcinogenicity

risk for cabotegravir.




4.5. Reproductive and early
embryonic development toxicity:

Fertility and early embryonic
development

CAB did not affect male mating and fertility parameters in the rat
or embryofetal development of offspring of untreated females
mated to CAB-treated males at doses up to 1000 mg/kg/day
(highest dose tested). In a rat oral female fertility, early embryonic
and embryofetal development study at 0.5, 5 or 1000 mg/kg/day,
CAB administration at 1000 mg/kg/day resulted in decreases in
mean male and female fetal body weights (up to 6%), but no test
article-related fetal malformations or variations at any dose. The
INOAEL for female fertility was 1000 mg/kg/day and the NOAEL
for rat embryofetal development was 5 mg/kg/day.

Embryotoxicity

In a rabbit oral embryofetal development study, there were no test
article-related effects at.any dose and the NOAEL was
2000 mg/kg/day (AUCq2496.1 pg.h/mL and Cpax of 7.5 pg/mL).

Prenatal and postnatal toxicity

In a rat pre- and postnatal (PPN) development study, there was no
test article-related effect on Fo female body weight, food
consumption, parturition, or lactation at doses up to 1000
mg/kg/day. However, decreases in F; pup survival and viability
resulting in reduced litter sizes during the first 4 days of life were
observed at doses of 1000 mg/kg/day (viability index of 87.4%
versus 98.9% in control). There was no test article-related effect on
F) growth and development, including pre- and post-weaning body
weight, sexual maturation, neurobehavioral function, reproductive
performance, or survival, growth, and development of F, generation
offspring. The NOAEL for maternal (Fo) reproductive function was
1600 mg/kg/day and for the pre- and post-natal development of the
offspring in rats (F1) was 5 mg/kg/day (Cmax in F1 pups on post-
natal Day 10 (PND 10) was 58.4 ug/ml in males and 52.6 pg/ml
in females, suggesting the presence of CAB in maternal milk).
Additional data showed that fetal concentrations increased
proportionally with an increase in maternal plasma levels and that
there was no evidence of preferential accumulation of CAB within
individual fetal compartments.

In a follow up study, CAB (up to 1000 mg/kg/day) was
administered to pregnant rats during the period of organogenesis
through Lactation Day 7. Pups were cross-fostered at birth and
nursed by control mothers and a similar incidence of stillbirths and
neonatal mortalities were observed. There was no effect on
neonatal survival of control pups nursed from birth by CAB-treated
mothers. There were adverse effects in which CAB delayed the
onset of parturition and which led to increased fetal mortality
(stillbirths) and neonatal deaths immediately after birth (at >30
times the systemic exposure at the maximum recommended human
dose (MRHD) of 30 mg/day orally, or 400 mg IM dose (exposure
data from 26 week rat study). There was no fetal mortality when

rat fetuses were delivered by caesarean section.




Studies in which the offspring
{(juvenile animals) are dosed and/or
further evaluated

In accordance to ICHSI11, a weight of evidence approach was taken
considering the age of subjects to be studied in the pediatric clinical
trials and totality of the non-clinical data which showed no adverse
effects suggestive of a risk to pediatric subjects. Based on this
assessment conduct of additional nonclinical investigations was not
deemed to be required to support the clinical pediatric program.

4.6. Local tolerability

Local tolerance studies have been performed for worker health and
safety purposes. In vitro, CAB is a non-irritant to skin and ocular
model systems, There was no indication of contact sensitization in
a mouse local lymph node assay when CAB was administered
topically.

7) Additional Toxicity Studies:

Antigenicity (production of
antibodies)

As a small molecule CAB would not be expected to evoke
antigenicity and due to the lack of signals in repeat dose toxicity
studies, antigenicity studies were not performed.

Immunotoxicity

CAB was given once daily by oral gavage to male and female rats
at doses of O (vehicle control), 0.5, 5 or 1000 mg/kg/day for

28 days. Rats were immunized with a single IV dose of the T cell-
dependent antigen, keyhole limpet hemocyanin (KLH), following
12 daily doses of CAB. A CAB-related decrease in the anti-KLH
IgG antibody response was observed in males given

1000 mg/kg/day. Since the effect in males at 1000 mg/kg/day was
minimal, and no effects were observed on the female anti-KLH IgG
response or on the anti-KILLH IgM response in either sex, CAB is
not considered immunosuppressive under the conditions of this
study. Based on the T cell-dependent antibody response (TDAR)
assessment, the no observed effect level (NOEL), under the
conditions of this study, is 5 mg/kg/day in males and

1000 mg/kg/day in females.

In a further investigative TDAR study, CAB was given orally to
rats (10/sex/group) at 5 or 1000 mg/kg/day for 39 days with
additional recovery animals added at 1000 mg/kg/day group. Rats
were immunized intravenously with 300 pg of KLH on Days 12
and 26 (3 hours post dosing with CAB) and following a 4-week off-
dose period on Days 68 and 82 (recovery animals) for evaluation of
TDAR. No CAB-related effects on anti-KLLH IgM or 1gG antibody
response were observed during the dosing period; therefore, TDAR
samples collected during the off-dose period were not evaluated.
Based on the TDAR assessment, the no observed effect level
(NOEL) under the conditions of this study is 1000 mg/kg/day.
Overall, the data indicate there was ho immunotoxicity in rats
treated with CAB.

Mechanistic studies

Phototoxicity: In the absorption spectrum for CAB (sodium salt
and free acid), there are peaks at the boundary of the ultraviolet

(UV) light (UVA/UVB) region with a lambda max at 257 nm and
others at 306-307, 318-319 and 335 nm (and one other at 366 nm




for sodium salt only) with a tail extension to approximately

390 nm. Quantitative whole body autoradiography studies in
pigmented rats following oral administration of CAB demonstrated
a wide tissue distribution of drug-related material with over 50% of
the tissues still containing low but quantifiable radioactivity 28
days following a single dose. There was little evidence to suggest
any binding of drug-related material to the melanin containing
tissues in the eye and skin. No toxicities have been identified in the
eye or skin during routine repeat dose toxicity studies of up to

26 weeks duration in the rat (albino) or 39 weeks duration in
monkeys. In these studies, potential toxic effects on the eye and the
skin were assessed at the end of the study by macroscopic and
microscopic examination. Additionally, biomicroscopic (slit lamp)
ophthalmoscopy was conducted in rat and monkey toxicity studies.

Dependence

Based on the absence of signals in repeat dose toxicity studies,
dependence studies were not considered necessary.

Metabolites toxicity

[No metabolites occurred which would require further toxicologic
characterization.

[mpurities toxicity

There were no other studies performed which might be applicable
to this section as all impurity were qualified in repeat dose toxicity
studies.

Other

Based on the absence of signals in repeat dose toxicity studies,
there were no other studies performed which might be applicable to
this section.

5. Preclinical study coneclusions

CAB inhibitED HIV integrase by binding to the integrase active
site and blocking the strand transfer step of retroviral
Deoxyribonucleic acid (DNA) integration which is essential for the
HIV replication cycle. CAB is a potent in vitro inhibitor of HIV
integrase and inhibits the integrase catalyzed viral DNA strand
transfer with TC50 values in the nanomolar range (3.0 to 13 nM).

CAB has low nM activity against wild type human
immunodeficiency virus type 1 (HIV-1) and HIV-2 in a variety of
cell lines, regardless of subtype. CAB has little or no activity
against non-HIV viruses. Human serum increased the PA-EC50
>400-fold to 101 nM for PBMCs against HIV-1. CAB was
additive or synergistic when assayed in combination with other
antiretroviral agents.

CAB showed anti-HIV activity (susceptibility) equivalent to wild
type virus (fold change [FC] <5) against 22 of 25 INI-resistant
mutant viruses with single mutations. Of the 17 INI-resistant
mutant viruses with 2 or more mutations, 8 showed susceptibility to
CAB (FC<5). Exposure of MT-2 cells infected with HIV-1 1IIB to
CAB for up to 112 days did not produce any highly resistant
mutants (>10-fold increase in [C50). No amino acid substitutions
in the integrase region were selected when passaging the wild type
HIV-1 NL-432 in the presence of 6.4 nM CAB through 56 days.




Following single [V administration of CAB to dogs and monkeys,
the plasma clearance (<2% of hepatic plasma flow) and steady-state
volume of distribution (<0.35 L/kg) were low, with half-life values
of 4 to 6 hours. Following oral administration as a solution, the
oral bioavailability of CAB was good (44 to 83%) and consistent
with its high passive permeability. However, when administered as
a suspension, or in solid dosage forms, the bioavailability appeared
limited by dissolution rate or solubility which resulted in a less than
proportional increase in systemic exposure of CAB relative to dose.
In mice, rats and monkeys, no consistent notable (>2 fold)
difference in oral systemic exposure between sexes was observed.

In rats and monkeys given a single SC or IM injection, CAB was
slowly released from the injection site with a mean apparent plasma
half-life ranging from 12 to 29 days (SC) or from 8 to 12 days (IM).
The mean half-life of CAB was 76 hours following a single IM
dose (1 mg/kg) to minipig.

The protein binding of CAB in rat, dog, monkey and human plasma
and serum was high (>99%). CAB is a substrate for Pgp and
BCRP, but due to its high permeability, no alteration in absorption
would be expected by co administration of either Pgp or BCRP
inhibitors. After oral administration of ['*C]-CAB to rats,
radioactivity was slowly absorbed and then largely confined to the
systemic circulation albeit widely distributed to other tissues.
Radiolabeled drug-related material was minimally associated with
cellular components of blood. Elimination of radioactivity was
slow with most tissues containing low but quantifiable radioactivity
at 28 days. Association of radioactivity to the melanin-containing
tissues in the eye and skin was not observed.

[n general, the metabolism of CAB in the nonclinical species
reflects that observed in humans, with CAB being the principal
component circulating in plasma. The major metabolite of CAB in
all species was CAB glucuronide, which was formed primarily by
UGT1AT1 (with some involvement from UGT1A9) and was
eliminated in the urine and bile. Additional studies in human (IM,
SC and PO) confirmed that the metabolism and excretion of CAB is
independent of route of administration. Metabolic conversion of
CAB to its stereoisomers was not detected in rat, dog, monkey or
human hepatocytes, or in human plasma following repeat oral
administration for 14 days.

Across all species, elimination of drug-related material occurred
predominantly via the feces (58.5 to 94.5% of the dose). In
rodents, absorbed radioactivity as determined by the amount of
drug-related material recovered in the urine and bile (limited to
approx. 2% dose), was predominantly secreted into the bile while
renal excretion was minimal. In monkeys, the absorbed
radioactivity (approximately 30% dose) was eliminated via both the
biliary and renal routes.




[n vitro data indicates that circulating CAB permeates passively
into hepatocytes and is metabolized to CAB glucuronide which
undergoes both biliary and sinusoidal excretion. Biliary excretion
of CAB glucuronide is mediated by MRP2, while hepatic
basolateral excretion into sinusoidal blood was via both MRP3 and
MRP4. Circulating CAB glucuronide undergoes efficient renal
clearance, where uptake into the proximal tubule is mediated by
OATS3 and subsequent secretion into urine by MRP2 and MRP4,
which would explain the minimal systemic exposure of CAB
glucuronide in human,

In vitro studies have been performed to assess the risk of
perpetrator PK drug interactions with CAB. No clinical drug
interaction risk was identified for co-administered substrates of
CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 3A4, UGTI1ALl, 1A3,
1A4, 1A6, 1A9, 2B4, 2B7, 2B15, and 2B17, Pgp, BCRP, BSEP,
OATI1, OAT3, OCT1, OCT2, OQATP1BI1, OATP1B3, MATEI,
MATE 2-K, MRP2 or MRP4 at a clinical oral dose of 30 mg CAB.
As CAB is metabolized by UGT1AT1 and a clinical study has
confirmed a drug interaction with the UGT1A1 inducer rifampin,
the co-administration of CAB with strong inducers of UGT is
contraindicated.

There was no observed PK interaction between CAB and RPV
when co-administered IM to rats or monkeys. In vitro, there was
no evidence of clinically relevant inhibition of folate transport or
folate receptor with CAB.

In toxicology studies, there were no drug-related adverse effects in
rats given CAB orally at doses up to 1000 mg/kg/day for 26 weeks.
In the 14 day monkey toxicity study, a dose of 1000 mg/kg/day was
not tolerated by male monkeys and resulted in morbidity associated
with clinical signs suggestive of GI effects including body weight
loss, emesis, loose/watery feces, and moderate to severe
dehydration. There were no adverse effects in monkeys given CAB
up to 500 mg/kg/day in the 4 week or 39 week toxicity studies.

Day 28 exposure at 500 mg/kg/day (gender averaged AUCO0-24 of
902.5 pg.h/mL) was similar to that achieved in the 14-day study at
1000 mg/kg/day (1051 pg.h/mL in males on Day 1 and 961
pg.h/mL in females on Day 1 and 946 pg.h/mL in females on Day
14). This suggests that GI intolerance observed in the 14 day study
was the result of local drug administration and not systemic
toxicity.

When CAB was administered by monthly SC injection (5, 30 and
100 mg/kg/dose) and monthly IM injection (2.5, 10 and 75
mg/kg/dose) to rats for up to 3 months, the NOAEL values were
100 mg/kg/dose SC and 75 mg/kg/dose IM. Exposures atthe
NOAELSs (AUC1440 2160h = AUC60-90days) correspond to ~38X
the human AUC(0-t) for a 400 mg IM dose (2461 pg.h/mL).

CAB had no effects on male or female fertility in rats. In PPN
studies in rats, CAB at 1000 mg/kg/day (>30 times the systemic




exposure at the maximum recommended human dose [MRHD] of
30 mg oral or 400 mg IM dose) delayed the onset of parturition,
and in some rats, this delay was associated with an increased
number of stillbirths and neonatal mortalities immediately after
birth. There were no alterations to growth and development of
surviving offspring. When rat pups born to CAB-treated dams
(1000 mg/kg/day) were cross-fostered at birth and nursed by
control mothers, a similar incidence of stillbirths and neonatal
mortalities was observed. There was no effect on neonatal survival
of control pups nursed from birth by CAB-treated mothers,
suggesting effects were related to in utero exposure not lactational
exposure. A lower dose of 5 mg/kg/day CAB (>10 times the
exposure in humans at the MRHD of 30 mg oral or 400 mg IM
dose) was not associated with delayed parturition or neonatal
mortality in rats. When CAB (1000 or 2000 mg/kg/day) was
administered orally to pregnant rats and rabbits during
organogenesis, there was no effect on survival when fetuses were
delivered by caesarean section. CAB crosses the placenta and can
be detected in fetal tissue. No adverse effects on embryofetal
development were observed in rabbit fetuses up to 2000 mg/kg/day.
In rats, alterations in fetal growth (decreased body weights) in the
presence of maternal toxicity (decreased body weight gain,
transient reductions in food consumption) were observed at 1000
mg/kg/day but no test article-related fetal malformations or
variations at any dose.

Data suggest that CAB does not present a genotoxic hazard to
humans nor were there any safety pharmacology findings of
concern for clinical use. Overall, the data indicate there was no
immunotoxicity in rats treated with CAB. CAB was not
carcinogenic in the 2 year rat or mouse carcinogenicity studies.

Applicant (registration
certificate holder)
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Karen Grainger
VP, Head of Regulatory Affairs
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HonaTok 29

no ITopaaxy npoBeAeHHS €KCIIEPTH3H
peecTpanifiHux Matepianis Ha NiKapeski
32c00M, LLIO MOJAIOTHCS HA JCpIKaBHY
peecTpauiio {epepeecTpauito), a TAKOK
EKCIEPTHU3HM MATEPIaniB PO BHECEHHA
3MIH 10 peecTpaliffHUX MaTepianis
npoTAroM Iif peecTpalliiiHoro
nocBiguenHa (MyHKT 4 posainy V)

3BiT Npo AOKNIHIYHI gocnigyKeHH:A

1. Hazea stikapebkozo sacody (3u
RaAGHOCHT - ROMEP peccmpayiiinezo
noceiduens)

AIIPETHOM, Ta0nerky, BKpHTI IniBKoBO0 00010HKOI0, 0 30 MT

1) mun nikapcorozo 3acoby, 3a AKHM
npogoduaca abo nranyemueca
peccmpaiiin

Jlikapcoiuii 3aci6 3a NOBHUM NOCLE (ABTOHOMHE NOCLE), THIIHIA
nikapeskiii 3acif, HoBa Alloua pevoBuHa.

2) [Iposedeni docnidaicennn

X Tak 0 Hi sxwo Hi, oGrpyHTYBaTH

2. @Papmaxonozis

1) nepaitnHA dapMaKoAHHAMIKA

Torkniniuna sipyconoris: CAB inriGye inrerpauiio BT, 38'sa3ywounce
3 aKTHBHUM caiiroM inTerpasy Ta 610KyouM npolec inrerpauil
perporipycrol JJHK va etani nepenaui naHwora, Wo Mag BRXIMBe
3HAUCHHA ANA LMKy penaikauii BIJL

CAB Mmae HH3bKY HM aKTHBHICTE NMPOTH AMKOrO THNY BipyCy
iMynonediunty moauuu Tiny | (BUI-1) Ta BLJI-2 y pisHHX KNITHHHRX
niniax, HezanexHo Bia nintuny. CAB Maiime He Ma€ akTHBHOCTI TIPOTH
Bipycie, He mos's3aHux 3 BUI. fhoaceka cuposatka 38inemye PA-ECS50
y nonan 400 pasis go 101 uM s PBMC mporu BUI-1. CAB 6ys
AIMTHBHKHM a0 cHHepriyHUM NpH aHanisi B koMGiHaLT 3 iHMIMMH
AHTHPETPOBIPYCHHMU TIPENIAPATAMM.

[1pu npoxomkenHi wramy BlJI-1 [1IB y npucythocti CAB npoTarom
112 axis He Byno BUABNEHO BIpYCIB 3i 3HIKEHHAM yyTnHBocTi 10 CAB
Oinbwe wiw y 10 pasis, ane makcumansHa 3Mina yytmeocti y 8,4 pain
crnocrepiranaca Ans nacaxosatoro sipycy 3 [IN-2aminamu T124A Ta
S153Y.

+ Tlepenecenna NL432 BIJI-| auxoro Tuny 8 npucyTHocT! 0,4 M
CAB i a6inbwenns no 160 uM CAB, sigiGpanoro fes samin B
obnacri IN o ana 56 (FC=0,85-1,3).

= [Ipoxomxenus Q148K v npucyrrocri 6,4 M CAB, siai6panoro ana
E138K, Q148K (FC=89-260) na 28-if neHs i 6yB npucyTHiH
NpoTAroM pelTH nacaxis 10 160 HM CAB 6e3 :oaHUX N00aTKOBHX
3aMiH, BlOiGpaHux f0 56-ro auHs.

o Tipoxomwenns Q148K y nmpucythocti 32 uM CAB, siaiGpanoro ans
E138K, QI48K (FC=53-190) wa 14-#i nenb. Bipye 3z V72, E138K,
Q148K (FC=410) Takox OyB BROiNeHHHA Ha 56-ii AeHR.

+ Tpoxomuenns QI48R, subpanoro EI38K, Q148R ta L74M, Q148R
{FC=3-11) na 28-ii Ta 42-if nHi BignoeinHo, y npHcyTHocTi 6,4 HM

CAB, s6inswenoro ao 160 uM CAB.




» Tlpoxonxerns Q148H y npucytrocti 6,4 tM CAB Bnlﬁpa.no G1408,
Q148H (FC=2) na 14 peus i cymiw G140S, Q148H; EI138K, G140S,
Q148H (FC=17) 1 L74M, V75A, G1408S, Q148H (FC=21-160) no ana
42,

= ITpoxomuenns Q148H y npucytHocti 32 uM CAB, erinibpasoro ana
G1408, Q148H no 28 aus, i T122N, G140S, Q148H (FC=16),
G1408, Q148H, M13541 (FC=2,2) i G568, G1408, Q148H, G149A
(FC=55-130) no ana 56.

lpamuste n'sTk Bipycis BUJI-1 3 onuieto abo 2 1 Sinblue myTauismu 6yan
OTPHMaHI 3 AHKoro THny eipycy NL-432 3a nonomoroto cait-
cnpaMoBaHoro Mmytarcuesy, CAB norazas antn-BLJI akTHBHICT
(uyTnusicTs) 3 MK <5 npory 22 3 25 eritiknx no [HI myTanTHUX Bipycis
3 oaHHHYHYMH MyTauismi: aa8 DTG Gyno suasneno 24/25 mMyTaHTHUX
Bipycis 3 PK <5. Xoua i CAB, i DTG manu >5-FC 3 G 18R, Tinsxu
CAB map >5 FC 3 QI48K i Ql48R. FI121Y i TI24A ne BHknuKkamu
36inbwenna FC wi ana CAB, i ana DTG, N155H npuseis xo 1,7 FC no
CAB i 0,99 FC no DTG.

Cepen MyTaHTiB, CNIPAMOBAHUX Ha KiJibKa caiiTie, HaiBuwmii FC
criocTepiraBes 3 MyTanTamH, wo micrars Q148K aGo Q148R, E133K,
Q148H koxen gae muure 0,92 FC ana CAB, Toai ak E138K, Q148K
nann 81 FC ana CAB. G140C, Q148R i G140S, Q148R nann 22 12 FC
CAB pinnoejgHo, Xoua cam N155H He 3mintosae yytaneicts no CAB,
komBinania N155H i Q148R naeana 61 FC no CAB.

Mexanism gii: CAB iuriGye interpazy BIJT, 3p'a3y10umch 3 aKTHBHAM
caitToM {HTErpa3n Ta GNOXYIONH €Tan NEPEHECEHHA NAHIIOrA
peTporipycHoi aesokcHpuGoHyKnenoBol kucnotH (JAHK), axnii €
BECNHBWM A8 uMicny pendikauii BT, CAB € notyxuum inriGitopom
inrerpasu BUT in vitro i npurdiuye garanizosane {HTerpazoto
nepeHeceHHs Aaduora Bipychoi JTHK 3i s3nauennamu IC50 B
HAHOMONspHOMY Aianazoni (Bia 3,0 ao 13 uM).

AuTksipycunii mexaniam ennusy CAB ua periikauiio BIJT

HIOCNLIKY BAITH 32 KONMOMOrow kinekicoi ITJIP, nacaxyeanus in vitro ta
[nocaimxeHHs ancouiawii npavoro ae'asysanua. CAB npogeMmoHcTpyRas
eKRiBANEHTHY e eKTHBHICTE MPOTH 2 CTIfIKUX A0 HEHYKITE03naHUX
iHriGiTopis, 2 crifikux 40 HyKkneoznaHux iHriGiropis Ta 2 crilikux no
iHriGiTopie NpoTeasy MyTAHTHHX khoHiB BLJT-1 {oaun 3 3 Ta onnu 3 6
MyTauisMH) y nopisasuui 31 wramom gukore Ty, Kpim Toro,
nocaimKkeHHA nacaxkysadHa 3 CAB siniGpann myTauii 8 dhepmenti
iHTerpazy; geaki 3 LMX MyTauii, BIATBOpeHT Y BHIIAAI MYTAKTHOTO
Bipycy BLI 3 npamum caittom, 3abesneunnu nomipHui piseHs
pesucTenTHocTi N0 CAB nopisnaHo 3 eipycoM aukoro Tvmy.

ANTHBIpYCHA AKTHBHICTE in vitro nporn wramis ankoro Tuny BLI-
1 y wiirunanx ainiax PBMC, MT4 ta CIP4: Hocaimxysanu
awcrrsHicts CAB npotu Ba-L BUJI-1 B MoHoNYKNeapHux KAITHHEX
nepudepnunol kposi (PBMC), wramy BIJI-1 I1IB B kniturax MT4 ta
ncesporunoeoro BLI-1 B kaiTHHHIM MiNiT, oTpuManii 3 knituy 293T
(CIP4).

Ons avanizy PBMC xnitunu cTuMymoranu giToreMariioTHHIHOM Ta
iHTepnenkinom-2 ta ingixyeaan wramom BIJI-1 BaL ao wramom BLJI-|
NL432, Ticna jnkyGauii 3 CAB npotarom 4 aGo 7 axie nportusipycry
AKTHBHICTL BU3HAMANM 33 AKTHBHICTIO 3BOPOTHOYT TpaHckpunTas (3T), B




pe3yneTati uoro eekrisna nosa 50 (EC50s) cranoskna 0,22 uM (Bal)
i 0.53 nM (NL432). [na avanizy MT-4 knitunu indikysanu wramom
BLJI-1 111B Ta inxySysanu 3 CAB nporsarom 4 abo 5 anis, nicna 4oro
MPOECAKNAN AHANI3 MHUTTERATHOCT] KNITHH 32 sonomoroto CellTiter-Glo
ado MTT, orpumaswm EC50s 0,57 Ta 2,1 vM eignosiano. Jing ananisy
neesaorunosora B (PHIV) indikosaui knitunn inkyGysanu 3 CAB
MPOTATOM 2 OHIB | NMpH anamizi KUTTEIAATHOCT] KIITHH 38 JJONOMOTOIO
Steady Glo orpumyeans EC50 0,74 uM.

Bnjinn moickhkol cHpOBaTKH Ta cuposaTKOBHX Giakin: Brmus HSA
(20 abo 40 mr/mMn), ai-xHenoro rnikonpoteiny (AAG) (2 mo/mi) Ta
MoACkKOT cHpoBaTiy (excTpanonsoeaduii no 100%) Ha npotuBipycHy
akTHBHicTs CAB ouinioBany B ananiTuuHMx cucremax PHIV aGo MT-4,
HSA 6ys nepepaskatouHm koMnoHeHTom 38'a3yeaHna KAB ropisuano 3
AAG. Maxcumasnshuii 3cys, wWo criocrepirages B adanizax MT-4,
cTaHOBHB 660-kpaTHUI 3¢YB, a 3cyB ¥ 190 pasie, excTpanonnosaHHii Ha
100% moaceKky cHpoBaTKy, JaB CepelHE KOHCeHCycHe 425-kpaTHe
3MiumteHHa 3Hauens EC50 nna CAB [i pesynetyroue 3Hayenns PA-EC50
106 uM mna PBMC y 100% cuposatui].

Ouinka DHTOTOKCHYHOCT B AHTHBIpYCHHX anadnizax: JocnimxeHus
UMTOTOKCHMHOCTI 32 sonomoroo CAB npoBoguny napanessHo 3
NPOTHRIPYCHUMH AOCAIKEHHAMM, 3aranoM, UHTOTOKCHUHICTS,
BUMIPAHA B LIMX ZOCAIMKEHHAX, BiapisHAnacs Bia npoTusipycHoi
edexTnBHoCTi | 3a0e3neuyrana koediuieHTH cenekrusyocTi 8ig 6300-
kpaTHOT 1o 22 000-kpaTHel, o CBiAUUTE TIPO Te, WO NpOTHBipYCcHE
axTuBHicTs CAB He Oyna 3yMOBAeHa UMTOTOKCHYHICTIO,

OUiHKA UHTOTOKCHYHOCTI KNITHHHAX ainiil NoARHK Ta
MOHOHYKEAPHHX KAiTHH nepudepuunoil kposi; Jocnimkenna
LIMTOTOKCHYHOCTI MPOBOAMIIH Ha nponidiepyiounx nedkeMi4HMX Ta
UTiM(OTOHKX KNITHHEMX JIHISX AIOZHHH, 2 TAKOXK HA CTHMY ILOBAHUX Ta
HecTuMynboBaHuX PHA nroaceknx PBMC Big THx camux foHopis, IIpH
usoMy oTpumadi IC50 ana CAB y nponidepyiounx knirunax IM-9, U-
937, MT-4 ta Molt-4 cranosunu 6,4, 5,0, 9,2 Ta 13 MxM BianosigHo, a B
HECTHMYILOBAHUX Ta CTHMYNEOBAHMX kniTHHAX PBMC - 120 MM Ta 42
MKM, BinnoeinHo. VY nopisHanui 3 npoTHBipycHolo akTuBHicTIO CAB
[C50 1,3 uM 8 PBMC inaexc cenexTHBHOCTI ANA IPOTHBIpYCHOT
aKTHBHOCTI cTanoBuE>10 000,

UyrausicTe kKiabKkox kainianux isoasris ninruny B BLJI-1;
UyTtmusicts 13 knikiuno piznux izonsris BUI-1 cy6runy B ao
inribysanus inTerpasu 3a aonomoroo CAB TecTyBanu 3a nonomoroo
meTony MBI PhenoSense. Cepenniit noxasnuk 1C50 nns sipycrof
pennixauil Bipycis Ha 0CHOBI KNiHiYHKX (30maTis cranosus 1,3 1M
(aianason Bin 1,0 oo 1,6 aM),

UyvrnupicTi naneni izoasTtis BLJI-1 ta BUI-2 8 PBMC Ta
PTOHOLHTAPHNX noxinunx makpotarax: TIpoTHRIpYCHY AKTHBHICTS
CAB Tectypanu ua nadeni izonarie BUI-1 {no 3 e kosxuiit rpyni M
nigrumie A, B, C, D, E, F i G ta 3 isonaru rpynu O) Ta 4 isonarax BIJI-2
B PBMC-ananizi. CAB BHABHBCA BUCOKORKTHBHHM 3 LIUPOKHM
cniekTpom Ail npoty BCix npoTecTosanux izonatis BIJI-1 (cepeane
reomeTprune 3Hauerts EC50 0,26 uM I gianasou sig 0,02 no 1,06 uM)
Ta BUI-2 (cepeae reomerpuuie 3nauedds EC50 0,12 uM | pianazow sig
0.10 no 0,14 HM). B ananizax maxpodaris, oTpuMaHHX 3 MOHOUMTIE, 3




BUKOPHCTaHHAM 4 i3onaris nigruny B, cepenHe reoMeTpHuHe 3HAUEHHA
EC50 cranosuno 0,92 HM, a 3HaueHus sapirosanu sia 0,29 1o 1,64 1M,

AKTHBRICTB npoTn He-BLJI-sipycie: CAB ouiHioBanu Ha
NpOTHBIPYCHY aKTHBHICTL NPOTH Nanesi 3 11 sipycis, He nos’azaHuX 3
BIJ1. 3aramom CAB He BuaBnaB 3Ha4HO! npoTHRIpYCHO! akTHBHOCTI B
wiit nauneni. Jeska akTHBHICTD cnocTepiranacs npoTu puHOBipycy
(EC50 = 12,6 mxM).

Bupinesuns CAB-pesuerenTanx mytauntis BLJI-1: Bipycui kynsTypu
Gy u OTpUMaH] LINIXOM CIABHOTO KYJIETHBYBAHHR KNiTHH MT-2 3
kniTHHAMH Molt-4, nepcuetentho indikosannmu BLI-1 wrramy HIB.
Lleit wram mae ~40% noniMopizmy T124A B inTterpazi y sipycHux
(LITAMAX, WO BHKOPUCTOBYFOTHCA ANA NAacCAXyBaHHA. [loxuBHE
CEepPefoBHILE 3 KO-KYNLTYP, BKAKIHAIOUH PECYCIIEHAOBAHI KO-
KyNbTHBOBAH KNiTHHN, BUKOPHUCTOBYBANK AN iHILIIOBAHHA Nacaxky
pesucTeHTHHX BapianTie. Koxcni 3-4 ani xniTHHYM pocnimxysany va
HAABHICTh BUAMMHMX LMTONATHUHHX e(eKrTiR, 4 CynepHaTanT
BUKOPHCTOBYBANH And iHdixyBaHHA HOBHX KITiTHH MT-2 y NpucyTHOCTI
spocrarounx konnedrpauiii CAB (no 5 pazis). Orpumano JHK
indicopanol kNiTHHY Ta Bi3HAYeHe nochigosHicTs Bipychol JHIK BIJL

Hepes nerni npomixicn vacy (14, 28, 42, 56, 70, 84, 98 1 112 anin)
uyTasicte 1o CAB BuMiptoRanu 3a ROOMOroK HaLOCANOBOT PIMAN 3
NacaoBaHuX KIITHH (KOPOTKOYACHO KCMIAHA0BAHKX ¥ CBDKMX KNITHHAX
M8166) B ananisax 3 Buxopucranssm wiitud HeLa-CD4, wo vecyTs
peropTepHuil red B-ranaxktosuaasn. Bipycis iz >10-kpaTHnm
SHIDKEHHAM 4y TaHBoCTi J0 CAB He cnoctepiranu npotarom 112-
neHHoro nacaky: Hactynui mytanii IN BUHEKIH mic/d nacasy AHKOro
runy BIJI-1 (3 noniMopdizmom T124A) y npucytnocti CAB: Q146L
(nianason FC Bin 1,3 1o 4,6), S153Y okpemo Ta B KoMOGiHauil (nianaszon
FC ein 2,8 no 8,4), S153F (nianasox FC Bin 6,3 0o 6,4) ta 1162M
(nianazon FC=2.8). flk 3asxauanoca BHILE, BUABAEHHA T124A - ue
BinGip By icHYfOUOIe MIHOPUTADHOTO BapiauTy, AKUI He Mac
inucpepennianeuol uyrnusocti ae CAB. Lli aaHi yaromsyorses 3
NpsSMUM TapreTyBanHAM iHrerpazu BIJI-1 B kniTunax i 3aBeszneuyors
BiAHOCHMIT piBEHD CKIAZHOT PE3HCTEHTHOCTI BipYCy 3 LHMI 3aMiHaAMH,

BlJI-1 NL432 1uKoro TUNY Ta MONIEKYIIPHI KAOHH 3 3aMiHaMy omHiey
aminoxncnotn (E92Q, Q148H, Q148K, Q148R ta N155H) y siakpuriii
pamui 3untyBadHa IN nocnizoBHO NEcyBANH Min 3pOCTAOUOKD
korueHTpauieto CAB npotarom 56 anie. [epedeceni Bipycni nomyaauii
AHAMI3YBAIN HA CEHOTHNIUKHI 3MiHK Ha 14, 28, 42 { 56 aHi, a TAKOH Ha
cenorunosi amiHn (FC) Ha 56 nexs 3paskis.

TMoynnarouu 3 myTauTiB y IN nosuuii 148 (H, K a6o R), nacrynsi
mofaToR! My tamil 3’ semca micns nacysanng 3 CAB: G568, V721,
L74M, V75A, T122N, E138K, G1408. G149A ta M 1541, CAB FC nna
pizHUX koMBinauif unx myTauii 3 Q148H/K/R konveasea Bin 2,2 Ao 410
MOPIBHAHO 3 THM, LLO COOCTEPIracThea ans NL432,

[epenecenna NL432 BUJI-1 aukoro tvny B npucyTHOCTI 6,4 WM CAB i
3Oinbwenna 1o 160 uM CARB, pigiGpanoro 6es samin B obnacti IN oo
nHa 56 (FC=0,85-1,3). Bipyc He moxe ByTn permikosauuil nig yac
nacayky aukoro Tuny BIJT-1 NL432 y npucyTHocri 32 abo 160 1M CAB.

[Mpoxemxenua Q148K y npucytHocti 6,4 HM CAB, siniGparoro ans
E138K, Q48K (FC=89-260) Ha 28-i neHb i Gys npucyTHIH nporarom
pewty nacaxis 20 160 nM CAB Ge3 s0oAHHX 100ATKOBMX 3aMiH,




BiniGpanux o 56-ro aug. [poxomxenus Q148K v npucyTHoCcTi 32 HM
CAB, ginibpanoro ana E138K, Q148K (FC=53-190) ua 14-ii aeHb.
Bipyc 3 V72I, E138K, Q148K (FC=410) Takox OyB BHAineHHH Ha 56-ii
NEHB.

IMpoxonxenna Q148R, suGparioro E138K, Q148R ta L74M, Q148R
(FC=3-11) na 28-i Ta 42-i_ani signosiato, y npucytrocri 6,4 uM CAB,
ROimewenoro ao 160 uM CAB. Bipyc ne Mir GyTu pennikopanmii 3
myTaHTa Q148R, nacasaroro rpu 32 i 160 uM,

[poxomrenua Q148H y npueyrhoeri 6,4 1M CAB suGpanc G1408,
Q148H (FC=2) na 14 nens i cymiw G1408S, Q148H (FC=2), E138K,
G140S, Q148H (FC=17) i L74M, V75A, G140, Q148H (FC=21-160)
no ana 42. INepedecenns mytanta Q148H y npucyTtHoceri 32 uM CAB,
Binibpasoro ans G1408, Q148H no 28 aus, i T122N, G140, Q148H
(FC=16), G1408, Q148H, M 1541 (FC=2,2) i G565, G140S. Q148H,
G149A (FC=55-130) no ona 56. [eperecenns MyTaHtHux Bipycis
£92Q abo N155H y npucytrocti CAB He npusBeno ao A01aTKOBUX
3aMi.

Mopisuansua oninka pesucrentHoeTi: Bipyen BIJI-1.(253
OAMHHYHHMH MyTaLiamMM, Tabmiug 16 i Tabnuus 17 3 2 aGo Ginslue
MyTauisMu) Gynu oTprHMani 3 Bipycy NL-432 muioro tuny 3a
ITOTOMOTOI0 CAHT-CIPAMOBAHOro MyTareHesy. CHpHHHATAMBICTL A0
CAB, DTG i RAL nepesipsan 3a A0MOMOrow0 KITITHHHOIO aHanizy
HeLa-CD4, wo micTuTts penopTepHuii rex B-ranaktoznaask, keposanui
BUI-1 LTR. CAB npounemonctpysae anTr-BLJ] akTHBHICTS
(wyTnneicTe) 3iaMiHoio kparrocti (FC) <5 npotu 22 3 25 INI-
PE3HCTEHTHHX MYTAHTHHX BIpYCiB 3 OAMHMYHHUMHY MyTaLlisiMy; ana DTG
Oyno 24/25 myTarrux sipyeis 3 FC <5, Xouwa i CARB, i DTG manu >3-
FC 3 G118R, tinbku CAB mae >5 FC 3 Q148K i QI148R. FI21Y i
T124A He euknnkany 36inewenns FC ni ans CAB, 1i ana DTG. N1355H
npussie o 1,7 FC a0 CAB i 0,99 FC no DTG.

Cepen kinbkox mytanTtis Halisnuuil FC ang CAB cnocrepirases 3
MyTaHTaMu, 1o MicTars Q148K afo QI48R, EI38K, Q148H manu
nuwe 4,92 FC ana CAB, ane E138K, Q148K panu 81 FC ana CAD.
G140C, Q148R 1 G408, Q48R nanu 22 12 FC CAB einnosigqo. Y
ot vac ak N155H se aminosas uytnusicrs 1o CAB, N155H, Q48R
imam 61 FC anx CAB. )

Hactynni myTadii IN Gynu nos’szasi 3 CAB FC =2,5: T66K; G118R;
QI43K/R; T6OK, JTI74M; E92Q, NI55H; EI138K, QI148K/R; G140C/S,
QI48F/K/R; T97A, I5IL, N155H; L74M, NI55H i Q148R, N155H,

2) BTOpHHEA dapMaKoIHHAMIKA

CAB ©ye 3arajoM HeakTHBHUM W00 Naueni (hepMenTiB, peLenTopis,
iOHHWX KAHAMIB, TPAHCMOPTEPIB Ta PYHKUIOHANLEHHMX TKAHMHHHX TECTiB,
ConHum edekToM, WO nepesrysas 50%, Gyno npurHideHHa
3B'A3yBaHHR Ha 53% B ananisi 38'43yBaHHA 3 pELEnTOPOM
METaHOKOPTHHY-4 (MC4). ¥V nocnimikedHAX TOKCHYHOCT] Ha MaBmax Ao
39 TixHis He Gy0 BUARIEHO BiaXuneHs v Maci Tina aBo cnomuBaHHi
{1, 32 BHHATKOM TBaPHH 3 TAIKKOIO Henepenocumictio GI npu
3acTocYBaHHI HakBuwol noaun (1000 Mr/kr/neHs). ¥ nocnimxennax
TOKCHYHOCT] HA LIypax A0 26 THkHIB He GyI0 BUABNEHO BiAXHNEHE ¥
Maci Tina 4 cnokkBanHi Dki. Yomnux [HWKX pesynwTaTie, NOB'A3AHHX

3 aroni3mom afo anrtaroniamom peuenrtopis MC4, He criocTepiranocs B




OCALmKEHHAX TokcHYHoeT] CAB, wo ceimuurs npo sincyTHicTs
oueBHIHOT GlonoriyHol akTHBHOCT Ha peuentopax MC4,

Takum qrHoM, CAB BBaxacTLCA NOTY:KHUM | cenexTHBHIM IHriGiTopoM
{HTErpasH i HaBpAa 4K Marpme Oy ap-AKYy 3HAMHY HEUiNBOBY
hapMakonoriuny aKTHBHICTE.

3) hapmaxosoria Gesnexn

Y pamkax 14-1eHHOro AOCTIMKEHHS NEPOPaTLHOT TOKCHUHOCTI Ha
wypax nepiui 5 ulypis-caMuis 3 KOKHOT rpyny, aki oTpumysanu 30, 100
abo 300 mr/xr/nens CAB, 6ynu ouiHedi Ha npeamer BnauBy Ha
nefiponoseninkosy dynkuito (fgytxuionansua Gatapes crnocTepeKeHs),
110 BIAODpPaKaE AKTHBHICTL LEHTPANLHOT T nepudepHUHOT HepBoBOT
cncremu. Hoanux ediextie ve cnocrepiranocs npotarom intepsany
OLIHKK A0 25 roftk nicng npuiiomy npenapaty Ha S5-if feHb. CHeTeMHa
excriozuiis, Cmax ta AUC0-24, y camuie Wwypis, 9ki oTpumypanu
0HOPAa30By nepopanshy nesy 300 Mr/xr, craHosuna 35,8 mir/mi ta 708
MKI/TOI/MIT BIRIOBIZHO (faHi cHETEMHOT exenosHuil wa 1-if news y
camuie 3 14-1eHHOrD AOCAIMKEHHS NEPOPANLHOT TOKCHUHOCTE Ly piB).

Y thapmaronoriunomy nochinmenui pecnipatopHoi Geaneky onHopasosi
nepopanbii no3u CAB y 30, 100 abo 300 mMr/kr BBOOMAM WLy paAM-CAMLLIM
(MaTuHehbKHi KBAAPATHHMI NEPEXPECHUA AN3a8iH 3 7 AHAME Mix A03aMK).
CAB He BnavBag Ha yHKITOHANBHI TOKA3HUKH AMXAHHS (HacTOTA
IUXAHHA, AuxanbHull 06'eM, xBunuHrHA 06'eM, nerenesnit onip) a6o
[TEMNEPATYPY TiNla NPH CNOCTEPEXEHHI NPOTArOM AHA npuiomy Ta a0 7
inHiB micna npuifomy. Hoza 300 Mr/xr acouirosanacs 3 cepenniMu
3naueHnamMu Cmax Ta AUC0-24 35,8 mir/mn ta 708 mkr. roa/mn
BIIMOBIAHO (AaH] cHCTEMHOT ekcriozHUIT Ha |- neHs y camuis 3 14-
VICHHOrO ROCTIIMEHHS NepopansHoT TOKCHIHOCT ¥ LYPIE).

Brnane CAB y koHueHTpauii 5,28 mxM Ta MakcumManhHiil po3uMHHIH
koHueHTpaufi 17,61 MxM (2,14 ta 7,14 mxr/ma signosinHo) na
xsocTosuit ctpym hERG aocaimysany Ha wiithuax HEK-293, aki Symn
craBinuHo rpancdikosani k] JHK hERG. He Gyno suARNEHO skOAHUK
BiAMiHHOCTEH BiL TpPaHCnopTHOrO 30c00y 33 060X KoHUeHTpauiH CAB,
1110 CBITYHTE MPO BiACYTHICTL BINIMBY HA XBOCTOBHH CTPYM KaHany
HERG.

Y CepLEeBo-CYAMHHOMY A0CnimxeHH] oaHopasosi nepopansHi noid CAB
BBOJULNH Y Ao3ax 8, 25 abo 1000 mr/kr nputomunM, HeoBMemeHNM
CaMLsiM MaBIl (NaTHHCbKWE KBAAPATHHIT NepexpecHHi TH3aiH 3 7 AHAMH
mine npuitomamu). OgHopazosa nepopansHa goza CAB 1000 mr/xr (ina
nopieHsHHA ekcnoauui’ Cmax cravosuna 67,0 Mxr/mn, a AUCO 24 -
1051 Mkr. ron/mn Ha 1-if ners y caMuiB y 14-1eHHOMY A0CTiGKEHH
TIepOPAnbHCI TOKCUUHOCTI Ha MABNAX) CTIPHYHHANG JIETKe TPaH3IHTOpHE
NiABHIMEHHA cepeyHBOr0 aprepiansHoro tHeky (Bin 3,7 1o 8,6%) Ta
TPAH3HTOPHE MiIBUIIEHHA YACTOTH CEPLUEBHX CKOpoueHs (Bia 16 no
23%) npoTarom nepuiix 2 roarH nicna npuiiomy npenapary. Xoani
aminy thopMi xBuni ado iHTepsany EKI ne 6ynu nos'saani 3 LuMH
3MIHAMH THCKY T UACTOTH CEPLEBHX CKOPOUEHS, | #OOHUX edQeKTiB He
cnocTepiranaca npu nosax 8 ta 25 Mr/kr (fUis NOPIBHAHHA eKCMO3NLUIT
npu fo3i 25 mrfkr Cmax cradosuna 20,8 mxr/mn, a AUCO0-24 - 233
MKkr/ron/mMn na 1-if nenn y camuie 8 14-geHHOMY A0CHiAXEHH]

nepopaibHol TOKCHUHOCTI Ha Masnax). Kpim Toro, nicas noeropHoro




BBEIEHHA CAMUAM i CaMkaM MaBI Y THX CAMHX 033X ¥ [4-LeHHOMY
inocrigxedui Tokewunocti CAB ue snnisas na EKT

He GyJio oTpHMads pauux drapMakonoriunnx gochimxkens 3 Ge3nekn, S
O BKA3YBAMM HA HEMPUHHATHUH PH3MK 1pH nepopasisHoMy abo 8/B
seeneHHi CAB nauicHtam npu 3actocysanH] sianosiano no
3ANPOMOHOBAHOID NOKAZAHHSL,

4) hapmaxoauHamivwui B3aemonii

[IpoTuBipyclia AKTHBHICTB Y noeanAItE 3 IHIIHME IpoTHBIpYCHUMNY
areaTaniu: CAB Gyno npoTecToBaHo Ha NPOTHBIPYCHY aKTHBHICTb ¥
NOEAHAHHI 3 Hapa3i 3aTBEPKSHHMH NPOTHBIPYCHUMH TIPENAPaTaMH.
KomGiroBaHi nocninsxenHs in vitro BUSBIAIOTL aHTAroHiIM
[POTUBIPYCHOT AKTHBHOCTI, 110 BKAZYE HA TE, 110 NEBHI NPENapaTy He
CIlJ 33CTOCOBYBATH B KNIHIUHIX yMOBax y koMGiHaWIT. Y 3B'13KY 3 UMM
inani komBikauit in vitro niaTeepmLy 10TE BHCHOBOK NPO Te, LLO
npoTuBipycHa altisHicTs CAB cymicna 3 RPV, 3TC, TDF i FTC.

Axtuenicts CAB npotu BUI-| in vitro puB4any B waxosomy gopmari B
MoEAHAHHI 3 penpe3cHTaTHBHHMY npemaparamu npoTH BUT (RPV, 3TC,
TDF i FTC, y knitnHax MT-4 3i wramom [11B BIJI-1). Yci nouu Gyam
annMTHBHEMH abo crabro cunepriudnmu 3 CAB,

3. Daprarorinemura

1) ananiTHuni MeToaMKH TA IBITH
mono ix aaigamiy

Y mocnifxenHsixX GapMakokIHETHKH Ta TokcUuHOCTI kKoHueHTpauii CAB
ly 1ria3Mi Ta rOMOTEHATI TKAHHH BUMIPIOBAJH MicAs ocamxkeHns Ginkin 3a
10MoMaroio PiiHHHO-XpoMaTorpadivHOro TaHAEMHOro Mac-
cnekTpoMeTpHuHoro merony (LC/MS/MS) Iins nocnigxenn
TOKCHUHQCT] Ta OCTIAKEHb HA JIFOIAX METOMI, O BUKOPHCTOBY BAIIHCS
Inns aHanizy, OynH NOBHICTIO BANinOBAHI B KOMHOMY JlianasoHi
caniOpysanng, Yci meToan Ta Mexi kinbkicHoro BHaHadens Gynu
AAeKBATHHMH WOAC crietMiuHOCT] Ta MY TNKBOCTI ANA OIITPHMKH
hapuakokineTHuHOro ananisy CAB.

Y nocnimiennax, ae suxoprerosysain [14C] CAB, susHauennsn
panicakTHBHOCTI B GiomoriuHux 2paskax in vitro a6o in vivo npoBomuu
00 NPAMHM PITHHHO-CUMHTHIALIARMM nigpaxydkoM (LSC), abo sa
inornomoroto LSC nicns cnasuosanssa 3paska. s ananizy konuenTpaniii
PaNiOAKTHEHHX PEUOBHH B TKAHKHHAX (yAa BHKOPHCTAHA KillbKicHa
asTopaniorpacgis Bekoro Tina. [lpodimoratns ta inenrdivauiro
meraGonitis CAB nposonuny 3a zonomororo LC-MSn ta saepHoro
MarHiTHoOro pesoHancy ( NMR).

2) BeMOKTYBAHHA

Hekniniuna dapmakokineturka CAB xapaktepH3y €ThC HUILKHM
NAa3MOBHM lTipeHcoM i MaanM ob'emom poznioginy. BemokTypauus
Oy na WBHAKOIQ 3 MOMIPHOIO a0 BUCOKOIO §i0A0CTYITHICTIO NpH
NepopanLHOMY NMPHHOMI PO3THHY Ta HU3BKOIO TTPH BBEASHHI Y BMIIA]
cycnensil abo kancynu. Y JocnifKeHHaX Tepopanbioro 3acToCy RaHHA
cHcremHa excno3nuin CAB Gyna obmenena pozuvHendsy abo
PO3UHHHICTIO, [0 PUIBOAMIO 10 3BinbWeHAs excno3uLit, ska Gyna
MCHLL Hiz NPonopuUiliHo 40 A03H.

OpnHopasosa go3a

Buyrpituusosenno: [licns 0aHopazoBore BHYTPILWHEOREHKOIO
penelHs CAB (BinbHa KHCI0TA) NPOAEMOHCTPYBAB HU3BKHIT KJTipeHe
nnasmM y wypie, cobax i Masn (<2% noroky nuasMu B nevinui y cobak i
maen). Husbkuii crauioHapuuii o6'eM posnoftiny y3ropxyerses 3
BHCOKHM 3B'A3yBRaHHAM cnonyxr 3 GinkamMu. KiHueswii nepion




HAriBEWBEIEHHA ¥ cofak Ta Masn ctanosuB Bif 4,0 00 5,7 rouu.

PesicHm BinGopy npol y wypis 6ys HexoCTaTHIM ANA XapaKTEPHCTHKH
(bapmakoxiHeTHUHUX NapaMeTpie;, ooHAK YacoBHii npodins koHUeHTpauil
CAB prazyeas Ha Huxuuil kKnipedc 1 10BWMIA Nepioa HanissMBEReHHR,
Hi y cobax i Masm,

Mimukipne Ta suyTpimnson'azoso; Tlicaa niawkiproro (SC) a6o

BHY TpiltHboM 3308000 (IM) eBepenns CAB (BinLHOT KHCTOTH) IypaM i
MaBnam CrioNyKa NOBiMbHO BUBINBHANGCA 3 MicUb iH ekuii. 3aranom
crnocTepiranacs TeHAeHUiR A0 BULIHX 3HadYeHs Cmax nicna
BHYTPLLINLOM A30R0T iH eKUIT Ta Binbw TpHBanoro nepiony
HaniBBHBENEHI micna Nimukipuol in'ekuil. Yac, sxuit nepesuinysas
PAICI0 (90% jnriGiTopHa KOHUEHTPALIA 3 MONPABKOKO HA 3B A3y BAHHRA 3
Binkom), 3a3snyaii Gye noswukmM nicns niawkiprol in’ekuii, Hix nicna
BHY TpiLIHBOM *A30B0T iH eruil. 3aranosm nomiTHIX BiaminHOCTEH ¥
sHaueHHax AUC mixc 1BoMa UUTIXaMi BBEAEHHS He CTIOCTepiranocs.

byno nposeeHo pan GpapMakoKiHETHUHUX 1 TOKCHKOKIHETHUHHX
nocninxeds CAB (BinsHa KMCNOTa) [UTS OUIHKH BIJHBY po3mipy
HACTHHOK, TPAHCNOPTHOro 3acoly Ta cnocoBy BREeAeHHA Npenapary
Tpieanci A wypawm i Masnam. Y LMX S0CHIMKEHHAX CUCTEMHKH BONUB
CAB ouintopany nicia 8/s Ta /M BBENEHHA 3 BHKOPHCTAHHAM
cycnenziii, B AkUX poamip yacTHHok x90 cranoBus Bia 1,05 no 68,9 Mk,
Y wypis He crocTepiranoca nocaineBHuX NOMITHHX (>2-kpaTHux)
BiMIHHOCTEH y HOPMOBAHUX 1103010 3HaYeHHAX Cmax abo Tmax i
MaTHMH Ta BETHKHMH PO3MipaMH 4acTHHOK. Y MaB NpenapartH 3
OiNbLIKMM POIMIPOM YACTHHOK MPUIBOIMIUTH A0 cTaGiNLHO HHMMHX
3Haveds Cmax nicns in'exidi SC y nozax mo 10 Mr/kr (6e3 nomitroi
pizHIU ¥ 3nauenHax Cmax nicnn in'exuii IM) Ta AcBUIHX 3Hauens Tmax
nicns in'ekuii SC Ta IM.,

CAB (BinsHY KHCIOTY) TAKOM BBOAWAM MiHI-CBHHKAM LIIIXOM
BHYTPILIHLOM ' A30BOTO BEENGHHS B 03l 1,16 mr/kr y 2% (mac./06.)
nonicopBary 20 (Tween 20), 2,0% (mac./06.) PEG3350 i 3,5% (mac./06.)
manity. CAB Mae zoeruii cepeasiit kinuesuii nepion HaniBBHBenEHHS
npuasko 76 roauH nicns BHyTPILHBOM A30B0OT0 BREACHHS.

Nepopanbui: Bemokryranna CAB (BinbHOT kHCAOTH) 2 nepopansHoro
pPO3uHHY Gyna IWBHAKOIO, AOCATAIONH NIKOBHX KOHLEHTpauill y mrasmi
MpOTATOM 4 FOAKMH .3 NOMIPHOID TA BHCOKOIO EpopanbHOI0
GiopoctynnicTio (ix 44 1o 83%) y wypis, cobak Ta MaBn HaTiecepLe.
[1pit 3acrocysanni CAB y surnaai cycnensii s6inswenms cucremuoi
excrnosnuil (Cmax ta AUCO-t) 6yao MeHww Hik nponopuifinum
sGinbentio fo3n. epopaneka Giogectynnicts CAB nicra npuiiomy
cycneusii abo kancyn BinbHOT KMCNOTH aBo HaTpiesol coni Gyna HHKkuoD
(alanaloH Giosoctynuocti Bia 3% A0 27%), LG CRIAYKTE NPO Te, LIO
BCMOKTYBAHHA OOMEKYETLC LIRMIKICTIO POIYHHEHHS AB0 POZUMHHICTIO.
Ulonaimenmte 2% noszoranoro CAB abcopGysanocs y Mmuweii i wypis
(mosn 10 Mr/xr narpiepol coni) i 29% y masn (no3u 30 Mr/kr HaTpiesoi
coni}, sk Bu3HaveHo kinskicmio ['C) maTepian, nos’ ssakuii 3
HAPKOTHKAMH, BUABNEHHH Y oBUi Ta ceui teapun BDC.

IMoeTopua no3a
Iepopannbnoe: Tokcukoxinetiky nosTopHnrx 102 CAB ouiHosanu B




pamMKax MOCALLKEH, 3arabHOT TOKCHYHOCTI Ta PEnpony KTHBHOT
TOKCHUYHOCTI.

Minpuwenns cucremuol excrozuuii (Cmax ta AUCD-24) no CAB 6yio
MEHLL HixK TPOTIOPLIAHEM 31 30INBWEHHSM 03K 11iA 9ac JochiikeHs
TOKCHUHOCTI PH NOBTOPHOMY NEPOPANLHOMY 3ACTOCYBAHHI Y BCiX BHAIB
TBApH, BiaminuocTet (>2 pasu) y cuctemuiil excrniosuuii Mixk
ONHOPA30BHM Ta GaraTopa3osuM NPHHOMOM, HE3ANEKHO Bid cTaHy
BariTHocTi a6 MiX CTATAMM 3aranom He ciiocTepiranoca. Y muuwesd i
MaBM He CNOCTepiranocs NoMiTHOT pizHuui (> 2 pa3H) ¥ CUCTEMHiH
EKCTIO3MLIT MiDk ONHOPA3OBMM | TOBTOPHMM BBENEHHAM, WO BiLMOBIRAC
0uYiKYBAHHAM, 3ACHOBAHMM Ha YABHOMY nepioal HaninsueeneHHa. OnHax
Y ULYpiB KCMOSHLIS TTCas MOBTOPHOr0 BESASHHUA 3a3BHuaii Gya
BinbUIOD, Hizk (icns OLHOPAZOROIO BREACHHSA, W10 BIANOBIAAE OUEBHIHO
HHIKUOMY KNipeHCy.

[linripue Ta By TPiMHLOM 1308e BBeAeHHs: Y |3 THKHEBOMY
TOC/IAMEHHI TOKCHYHOCT] NIAWKIPHOT T4 RHYTPIHBOM 220807 i’ exuil
camusm i camkam arypis sBBoannn CAB (BifbHy kncnoTy) Wiaxom
nizmkiprol in'exuii 5, 30 aGo 100 Mr/kr/no3y abo mnaxom
BHYTpiWHLOM 30801 iR ekl 2,5, 10 aBo 75 Mr /kr/nosy B ani 1,311 61.
CucTeMHa eKCNO3KLIR NII 4ad TPETLOrO MIiCAUHOTO iHTEpBany
mawKiprot 403K 3pocna MerLl HiK NponopUiifiHo 36iNbIEeHHIO A03H.

CHeTeMHa eKCTIO3HLIA NPOTATOM TPETLOTO MiCAYHOrO iHTEpBany
BHYTPiHboM 30801 103K 3pocTana npudAu3HO Npenopuiiino Bin
HU3LKOT 10 CepenHbol 403H Ta MEHIL HIK NPOnopUifHO NpH BHCOKii
nosi.

Cepenni anavenna AUC nia yac Tpetix micsuninx inteppanis
MiALIKIPHOTO BBEACHHA BYIH Y 2-3 pasH BHILUMH, HiK NI 4ac nepuIMx
MicaUHUX IRTEpRANIB 103yRaHNHs, TOAl AK 30iNBWeRHs 3uaveHs ALUC
MPOTACOM UBOFO TEPiCiy HACY NMICHs [MOMICAYHHX BHY TPILIHLOM ' A30RHX
in"ekuiil 6yno minimanbumum (pin 1,1 10 1,4- cxnaaxa). Lle csinuuts npo
Te, WO O4eBUANKHH nepio] naniBBHBEREHHA BYE KOPOTIIUM i3 MicCLA
BHYTPILIHLOM 130801 [H €KUiT, Hix 13 Micua nimoxipnol ik’ exwiT.

He cnocrepiranaca nomiTuux (> 2 pasis) BiaminHocTel cepeaHix
rHaveHs Cmax abo AUC CAB miw cratamu,

[ornuHaunHsn in vitro

Binomo, wo BIJT INSTI yTeoprorTE XeAaTH 3 TIOTIBATEHTHHMH
kaTioHamMK, [0 NPH3BOAHTL L0 3HIKEHHs BeMokTypaHus, CAB
NPOAEMOHCTPYBAB XCNATYBAHHA 2 KaTiOHAMH METATIB.

3) posmogia

CAB mac BuCOKY MacBHY MeMOpaHHy MPOHHKHICTE, J00pe 3B'A3yeThes
3 GiNKaMH, [WHPOKO PO3NOBCHIKYETHCA | IPOHKKAEC Yepes
nnaueHTapuuii Oap'ep. Nmokypouianwii metaGonit CAB (rakox
BinomHi ax CAB rmokyponin, M1 a6o GSK3388352) npoaemoncTpyBas

lcnaGre 3B’ a3yBanya 3 Ginkamu nuazmu.

3B'A3yBanHA 3 6inkamn Ta acouialin KnNiTUH KpoBi
38’a3ypanna CAB 3 Ginkamy in vitro B cuposarui a6o nnasmi xposi 6yno

BUCOKHM (>99%) y pisHnX BuziB (LLypH, MABITH Ta JKOOH), MO
BiANOBiIAE ex Vivo He3r’s3aHiii dpakuii <1% y nnaami 3a0poBux moneii




i3 nopyineHHaM $yHkUT HHpok afo nevinky. 3B8’a3ysanua O6inxa in vitro
[y MIOIMHY He 3anexano Big koHuentpauii CAB y aianasosi sin 1000 mo
20000 Br/mn, ane Hwk4a Hear’s3ana dpaxuiz 0,47 % (99,5 % 38°513aHa)
crioctepiranacs npy 500 ur/mn. Acoujauis CAB-nos’azaHoro
MaTepiany 3 KNITHHHHMH KOMMNOHEHTaMH KpoBi GyJia MiHIMATbHOIO AK Y
HekNiHiYHUX BUAiB, TAK | ¥ IOAHHK B aiamasoHi sin 0,44 no 0,57.
3e'a3ysanns CAB rmokypoHiny 3 6inkaMu in vitro 8yno HH3abkum
(<33%) y utazmi 1wy pis | moanHy,

MpoHMKHICTE | TpaHcnopT

Byno BuznaueHo, wo CAB mae BUCOKY nacuBHY MeMmOpaHHY
mponukHicTs (256 HM/c mpu pH 7,4). FlornuHanbsa npoHHKHicTs
MeMOpaHH Takox Bysa BUCOKOIO B MPHCYTHOCTI KHLLKOBO! PiAMKHA,
smMoaeasoBakol Hatiecepue (FaSSIF) npu pH 7,4 i pH 5,5 (3nauenns
P7.4(abc] 1088 mm/c i P5.5[s 1374 Hm/c, Binnosiano). In vitro CAB
OyB cyGcTpaToM ANt MOACEKUX ehMIOKCHHX TpaHcnopTepie P-
raixonpoteiHy (Pgp) i 6iaxa pesucTeHTHOCT] 1O paKy MONOYHOT 32103
iropHu. CAB He 6yB cyGcTpaTom nediHKOBHX TPAHCIOpPTEpiB
nornuHanyg, Takux aKk OATP1B1, OATP1B3, OATP2BI a6o OCTI,
RrifHO 3 JOCHiNKEHHAMH KPiOKOHCEPBOBAHHX 00’ €IHAHKX renaToUHTis
UTEORMHH.

CAB rmokypouia He Gys cyGerpatosm ana Pgp aGo BCRP,
KananbxoBuit | 6azonatepansHuil kniperc CAB rniokyporiny 6ynu
nNOpiBHAHHKUMH | cTaHoBHAHK 0,16 i 0,21 mn/xe/kr sinnosiano. In vitro
6yno nokazano, wo CAB-raiokyponin € cyberpaTom uia GaraTeox
nediHKoRKX | HHpKORKX TpancnopTepis (OATP1B1, OATP1B3, OAT3,
MRP2, MRP3 i MRP4), ane re € cyGerpatom ang OATI aGo OATA4.

3riaHo 3 MaHKMH in vitro, uupkymotounii CAB nacuBHO NpoHUKaE B
rernaToLnTH Ta MeTaboNi3yeThes A0 MIIOKY POHIRY, AKHIT BHBOAHTHEA AK 3
HOBUI0, TaK | uepes cuHycoinu. Exckpeuis CAB ruokypoHizy 3 xoeuio
onocepenxosyetbes MRP2, Toni sk neuinkora GasonatepanbHa
excKpeLis B CHHycoiaHy KpoB BiabyBaeTbes sk uepes MRP3, Tak | uepes
MRP4. Xoua CAB rinoxypoHin € cyGeTparoM mediHkoBMX
rpatcnoprepis 3axonnexns OATPIBI ta OATPIB3, xnipeuc
MeTaBosiTY NeuiHKOBUM 3aXOIIEHHAM I3 CHCTEMHOrO KpoBoobiry

HY3b KW (2,7% mediHKOBOro KpoBOTOKY). HaroMicTs mupKymotoumii
CAB-rnokypoHin 3a3Hae e)eKTHBHOr0 HHPKOROrQ KnipeHcy, ae
NOTMMHAHHA B MPOKCHMAabRUI KaHaneelus onocepeakosyerses OAT3 i
nopansia cekpenia g ceuy MRP2 | MRP4, o noAcHioe MiHiMansHUA
CHCTEMHHH BIUIMB Y MOMHHH,

Poanogin B TKaHWHaxX

[licna onHopasoeol nepopansHol no3u [14C]-CAB camuam wypie ninil
UTicTep 3 KaniQWOHOM PajioakTHBHICTE MOBIMBLHO MOrAHHANACA | IIHPOKO
po3noainanacd, npuoMy B GinbUIOCTi TKAHMH HAWBHINI KOHLEHTpaLil
CﬂOCTEPil’a.I'[HCH Hepel 1 JEHb nicns BBEOEGHHA J03H, 3a BUHATKOM

LY HKOBO-KMIIKOBOIO TPAKTY, KOHUEHTPALLT B TKAHKMHAX Byau
HUKUHME, HIXK y KpoBi, nia wac siaGopy npo6. KoHueHTpauis
panioakTHBHHX PEUOBHH B TONOBHOMY M0O3Ky Byna Hu3eK0w0 (~ 2% Bin
KOHUeHTpaUil paiioByrieto B Kposi), WO HacTKOBO 3y MOBIEHO
PECTPHKTHBHMM 3B'A3yBaHHAM Oinka, Bupenenns pagioaxtueHocTi Gyno
NoBiNTbHUM, BINbLWICTE TKAHMA MICTHIH BUMIDIOBAHI piBHI
paniocaxTHRHOCTI uepes 28 mHiB nicna noan. PanioakTHBHICTH He Gyna




NoB'AzaHA 3 MENAHIHOM B YBEANbHOMY TPakTi. ¥ mpe- Ta MOCTHATANLHHX
nocnigaxennax na mypax CAB npoHuKas Yepes nnaneHTapHuit Gap'ep, i
KoHLeHTpaLl, o crioctepirankea y wypart Fl va 10-# gens nicna
HAPOIKEHHS, cBinMaTh npo e, wo CAB euainaBea 3 MaTepHHCLKHM
monokoM. Kpim toro, deranshi xonuenTpauil CAB spocranu
nponopuifino 3i 36inswennam koHuentpauii CAB y nnasmi kpoei
maTepi, i He 6yN0 HOMHMX ZoKa3iB NeperakHOTo HakommHyeHHs CAB y
naoAiB Nicns NoBTOPHOTO NepepansHero BeeneHHs CAB Matkam,

4) meTaboiam

TNopipuanbHi WALKK GioTpaHchopMaLil M MOALMH TA HEKITIHIVHAMH
BHAAMM mpeacrasieni Ha pucyrky 3.1. [lepesaxarounm KOMNoHeHTOM,
WO UHPKYJIOBAR Y AOKAiHiuHWX dopmax (wo npencrasnae >90%
panioaktHBHOCTI rnasmn), Oye veaminennid CAB. ¥V mopeit CAB Gys
EAHAMM PanioaKTHBHO MiUEHMM KOMIIOHEHTOM, STKHil criocTepirascs B
Nna3Mi, OAHaK NOAANBLIMA aHANIZ 3Ppa3Kis i3 KAIHIUHOrO NOCAIMKEHHS,
ne e Miuenuit CAB BROAHIIN 11€POPAIIbHO, BUABHE [IyKe HU3LKI

UHPKY A10K0U] KoHUeHTpauil ritokypotiny CAB,

(OCHOBHUM ULJISXOM META0ORIUHOr0 KAipeHCy y HEKITIHIUHKHX BHATR |
moneii Gysna kor'oralis 3 yTBopeHHam rmokypoiny CAB. 1llnsxu
MeTaGoniaMy y TEapHH, AKi BHKOPHCTORYBANHCA AT TOKCUKOROTIUHHX
BHNpoOYBaHE, OyNH BaKIHBHMH IA OliHkK Geanexn CAB nna moaunm.

Biorpancthopmauin in vitro

MeraGoniuna crabinenicts CAB in vitro 6yna BUcoko10, 1O CBIAUUTH
npo HU3LKKEE BHYTPIWHIH Knipere, AkKi yIromKyeTbes 3 HHIbKHM
nnasmobHmM kAaipeHcom. Ilicns 24 rommy inkyGauil CAB (10 mxM) iz
KpiOKOHCEPROBAHHMH TEMaTOUHTAMH LIypa, cofaxH, MaBlH Ta MOAKHHH
meTadonitie He cnocrepiranoca. TNoaanswe QOCAIIKEHHS 3
KPIOKOHCEPROBAHHMM TEMaTOLMTAMM LIYPIB, MABN | TIOAWHH 3
BHKOPHCTAHHAM KOHUeHTpauiT CAB 50 MxM yTeopuno oanH merabostir,
CAB rmoxyponin. MNoxazawe, wo CAB yTeopioe rmokyporin CAB 3
BUKOPHCTAHHAM 00 €AHAHUX MIKPOCOM NEYiHKK, HHPOK i KHILKIBHAKA
Intoanuu Ta pexomdinanTHnx hHUGTIAL § hUGTI A9 in vitro.
MacwTaGyBaHHA ZaHMX in vitro noxazano, wo nevivka Gyna 0CHOBHUM
opraHom, BinnosizaneHHM 3a yTBopeHua CAB ratokypoHiny.

Y TBOpEHHA KOH'IOraTy rAyTaTiony NIIAXOM OKMCIIOBAALHOTD
InedTopupyBatHa mikpocomamit nedinky wypis, Masn i aauHu (ane He
cobaku) cBiAUNTL NPo yTBOpEHHA enexkTpodiinbhore Merafoniudoro
NpOMiMHOro nporykTy whsxom GivaxTusauil in vitro., Lle Gyno
MiATBEpIKEHO in vitro kKoBaneHTHHM 3B’A3yBannaM CAB-acouifiosaHoi
PALIOAKTHBHOCTI 3 MIKPOCOMAMH NEUIHKH, HKe GyJI0 NOMipHUM Y
MIOAMHH T3 BUCOKHMM y ypa Ta masnu (180, 984 ta 794 nmonb-exs/Mr
Ginka/ron Bianosiano). Onuak in vivo y Muweit, wypis, Masn § mmoneit
POy KTH MeTaBonisMy, NI0 YTBOPHOOTHEA [IHM LWIAXOM, CTAHOBIIATE
biie nyxe Many uacTiky meradoniuroro knipency CAB, Kpim Toro, y
muuwedt, wypis aGo Masn nican nostopHoro BeeaeHHs o3 CAB wa pisHi
alo Huwkye NOAEL He cnocTepiranocs MikpockoniyHUX BHABAEHL
RediHk. [pYHTYIOHHCH HA UNX faHWX | DEPELYMOBI, Lo in vitro piBHi
KOBATCHTHOrO 38 A3YBAHHA 3 MIKPOCOMAMH NEUiHKH NIOAHHK 2200
NMMO/b-SKE/ME 5iNKa/ToL BBAKAETLCS iHAKKATOPOM NoTeHUiiHOT
renaTOTOKCHYHOCTI, KON cnonyKK BEOAATL =100 Mr/noby, prsuk




renaToTOKCHUHOCT] ¥ Jonei, BUKAHKaHOT MetalonivHolo akTHRaLicO
CAB, npu BeelieHH] B KNiHiuHO 3HAYYLUNAX N03aX BBDIAETLHCH HHIBKUM,

MomiTHol GloTpaucopmauil CAB no Oy AB-9KOro 3 MOMKIABUX
crepeoizomepin nicas inkyGauil CAB 3 kpiokoncepsoBanumMu
reraTouMTaMi Wy pis, cofak, MaBn Ta AAMHH in vitro He Binbysanocs,

BioTpaHcdopmalia in vivo
In vivo, norauHaetbea [C]-CAB (naTpiena cine) 3a3nae MiHimanbHoro
merabonizMy y camuis Muieid, typis i Masn.

MeTaboniuni npodini y Hekniniunux suaies Synu axicHo nogiGuuMu o
noaeki.

MeTaboniuHuil npodinb

Y mnasmi KpoBi MuWe, uypis, maen | moaeit nepesanas CAB, a
riokyponin CAB 6ys eninim MeraboniToM, Wwo cnoctepirases. Mopex
MeTaGoiT He GyR NPUCYTHIN y Mnasmi y KOHUEeHTpaUisx, wo
NepesHITyIOTh KibKICHO BH3HaueHy Mexky (Tobto 5% Bim BUXinHoOro
Matepiany afo matepiany, nos'a3aHoro 3 NpenaparoM). Y moneil y
pieHoBaxkHOMY cTani CAB GyB €AMHUM KilbKiCHO BM3HEUEHUM
PEUOBHHOIO, OB’ A3aHOIO 3 AiKaMmy, y iasmi; ue Gyno Te came micns
0AHOPA30ROrO NEPOPANILHONC BReAeHH (i nicas BHYTPilIHEOM 130B0TO
260 NiILKIPHOTO BBENEHHS), LU0 BKA3YE Ha Te, L0 OaHi, OTPUMaHi ricas
BBE/IEHHA PA30BOT 103H, OyNH ANeKBATHHM NPELHKTOPOM Npodinio B
pIBHOBAXNCHOMY CTAHI.

INepeBaskHUM NPOAYKTOM GioTpaHcopmauil y muied, wypis, maen i
imoaeit 6ys CAB rmokypodia (M1), a Takox cnocTepiraBes KoR'iorat
rtokoad (M2) (kpim muwi). L koH'torosani MeTaGoMiTH, TAOKYPOHIA,
CAB Ta M2, ve ¢ GapMakosoriuHo aKTHRHUMH, OCKiTLKH BOHH
nopyLyoTs 3natHicts kapbamoin-nipuuoHosoro motuey CAB
30'53YBaTY IBA METAJI, TAKMM YMHOM MOBHICTIO CKACOBYHOUH Oy Ib-AKY
NPOTHRIPYCHY AKTHBHICTb, WO BHHHKAE B PE3YNLTATI 38'A3YBAHNA
AKTHBHOT NingHKK 3 hepmenToM iHTerpasorw. Xoua koH'toraTh Gynu
OCHOBHWMHK KOMMOHEHTaMH MATEpiany, MOB'A3aHOTD 3 MKaPChKHM
nacofom, y KoBUl HEKNIHIYAKMX Braie | cnocTepiranyes B 3oBYl NIOAMHY,
v drexaniax ycix pumin cnocTepirankics mume HesMidedi CAB. Takum
4HHOM, Ui koH'toratd CAB, iiMoBipHO, IEKOH IOTYIOTCA B KHILEUHUKY
ronosurmH abo BakrepiansHUMH depmenTaMu nicns cexpeuil B IoBY,
nns nepersopenns CAB,

CAB ne MocHa 6yNo BU3HAMHTH KinbKicHo B kkoBui, 3i6paxii Bin Oyap-
IKOTO JIOCHIAKY BAHOTO BHLY, 200 B ceui MMuIeit, masn abo mone#, xo4a
B CepenHbLOMY BiH cTaHoBHB <|0% noB’A3aHOro 3 NpenaparoM
marepiany, BUABNEHOTO B ceyi wypis. CanHMM MeTaGoniToM, AKHH
MOKHA BH3HAYHTH B ceui ioauH, Oye rmoxyponin CAB, i te Takox
GyB nepesamarot il MeTaboniT, AkMi cnocTepirases B ceul HeKAHIYHHX
BHAIB. THLI HezHauHi meTaGoniTH cnocTepiranuea s ceui moaek i
HekNiHiUH] BUAK, yTBOpeH] KOH IOrauieio raokosd (M2), oxucHHM
InediropyBarHaM i Ko iorauicto uueTeiny (M3). ko' iorawieto neHTo3M
(M4) i okncnennam (M6). Mertabonit M2 i metabaniT, yTeoperHi




OkHCHHM AgTopyBaHHAM i KoH'lorauieo rnyrariony (M5), Takok
criocTepiranues e xoeui miwedi | Masn.

Y muweid, maBn i nioneit cnocTepiranocs OKUCNIOBANLHE
ledyropHpyBaHH 3 HoAaBAHHAM rayTariony aBo uMCTETHY, WO BKA3YE Ha
yTEOPEHHA enekTPediALHOTO MPOMINMHOrO NPOAYKTY OKCUAY apeHy, Y
BCIX BHMLIB LU MPOLYKTIH CTAHOBNIN HEBEAHKY YacTKy (<5%) Bin
3aranLiioro kiipetcy.,

[Ticna GaratopazoBoro nepopansuoro zacrocysanus CAB npoTtarom 14
InHiB 3popoBrM AoOpoBobUAM He GY0 BHABNEHO MOIHHX O3HAK
enimMeprzanii in vivo CAB y Gyas-axuii 3 floro crepeoizomepis.

5) BUBeXeHHS

Hicns nepopanshorao npuiiomy [C]-CAB nuwe nesminaunii CAB
cnoctepirases y drexaninx | Gys nepesaskHHM UINAXOM BHBENEHHS
BBEAEHOT panioakTHeHOCTI ¥ BCix Buais. [Ticna nepopansHore BBeaeHHS
[14C] CAB sunineqHs pagioaxrusHocTi i3 ceueio 6yno GinsinM y
monefi (npubnuzno 27%), uik y serniniunux suais (<11,1%).

BupeacHHA BBeIeHOT panioakTHBHOCT] By O NPaKTUMHO NOBHHUM Y BCiX
Buais. Micue-paionokauiinct MiTks Gy10 Meraboniuno crafinbHum,
Bea nomiTHore ceBecTpyBanna abo kosanenTHoro 38'a3yBanna CAB 3
nnasmoro abo exckpeTamy. BuoineHus 3 xoBui0 Y Muwei | Wypis
ctaHoeHno Bia 1,60 0o 1.79 % no3u, a ceda —8in 0,33 no 0,42 % nozy,
rofi Ak y masn 14,5 % no3u sueoannocs 3 moswio i 14,7 % i3 cevero.
Merabonit, CAB rnickyponin, Gys OCHOBHHM NoB'A3anuM i3
NpenaparoM KOMIQHEHTOM, AKkUH cnocTepiraBes SK y ceul, Tak | B kOB,
anie He cnocTepirasen y kani. Takum unnom, CAB rmokyponin
neroH'IOryeTheA B KHILEMHHKY Micns cexpewil 3 #oBuio ans
pehopmysadun CAB

6) hapMmakokineTHaHi B3aemopil
(noxcniniuri)

DKoannx HexniniuHMX nocaimxeHs coetiansHo ana ouiHky notenuiitnol
B3aeMOAIT 3 IpenapaTtaMu, ki MONYThL 3ACTOCOBY BaTHEA pasom 3 CAB,
He npoeoaknocs. Tlpote cepia nocnignens in vitro, npoBeaeinx ans
OUIHKM Mexanizmis knipeHcy Ta noreHuiany nikapeekor pzaemonii CAB,
MOKA3ARA HU3bKY CXMALHICTL epTBH aB0 BUHYBATUA B3acMOMil 3
HAPKOTHKAMH,

[MoTenuiiinnii Bnws npenaparie, 10 32CTOCOBYIOTHCH PA3OM, HA
CAB

In vitro 1a in vivo CAB nepesato meraSonizyersea UGT1 Al (yactxa
3aranbHOTo KaipeHey in vitro 0,67) 3 sHeckom UGT1A9 (yactka
3aranbHOro knipeHcy in vitro 0,33). Y xnidiunux focnipxeHHax
onnovacHe 3actocyBaHHs CAB i cnaBkmx abo nomipHux iHoykTopis
UGT priabyTuHy 300p0oBHM JIHOARM HE 3HMKYBaNo kouueuTtpauii CAB
y mnasmi Ao KAiHivHO 3Hauywore cryneds. Opvak pudamniumy,
BiaoMHUi noTyxuuii inaykTop UGT, BHKIHKABR 3HAUHE 3HHKEHHA
excrosuuii CAB. Tomy onHouacHe 2acrocysanns CAB 3 cunsHHMH
innykropamu UGT npotunokasano. OxucneHna CAB cTanosuTs <1%
nesu B opraizmi moauHu, tomy CAB ne nignarae CYP-
onocepenxoBaHiii B3aeMomii.

PHonHux kniniynux JOCAIKEHD ANA BUMIPIOBAHHA BTANHBY iHriGiTopis
UGT1Al i UGT1A9 ua excniozuuiio CAB He nposonmnocs; onuax Gyna
pozpobnera Moaens CAB PBPK ana nporHoayeadna cTyneHs s3aeMoaii

nixin 3 inriditopams UGT1Al abo UGT1AY. Ilepenfauysane cepeare




cucTeMHe 30inswenHa excnozuuil CAB cranoeuno menwe 11% npx
OIHOHACHOMY 3acTOCYBaHHI 3 aTazaHasipoM abo MeteHaMiHoBOK
KHCNOTOR, iHribiTopamu UGT1A] abo UGT1AY sinnosinHo. L
NpPOrHO30BaHi 3MIHH BBAXKAIOTHLCR B MExkax Ge3neuHoro aianasony
excno3uuii Ha ocHoBl noesinomnaeHux 3amacie Geaneku ana CAB, ToMy He
notpiGHo Bukatouaty inridiropu UGT nin vac aosyeanua CAB. Ll
MPOrHO3M MiATBEPIKY IOTLCS KTiHIYHMMY TOC/TI AKEHHAMH 3 [TOBIbHUMM
meraGonizaropamu UGT] Al (cyporar iHridysanua UGT), aki npussenn
o pexeMendauii npo Te, WO KOpeKUin 103 He NoTpibHa,

CAB Oys cyberparom ana edmiokcHEx Tpancnoprepis BCRP i Pgp;
OfIHaK, HOro BUCOKA BHYTPILIHA MPOHUKHICT CBIOYNTS NMPO HHU3LKHI
noTeHwian nikapekkoi Bzacmoail 3 ikriGitopamu BCRP Ta Pgp, wo
npu3Beae 00 KNiHIYHO 3HAUYIHX 3MiH Biuey CAB. In vitro meuiHkoBe
nornuHakts CAB He.onocepeakosyeanocs Tpanenoprepamu OATPIBI,
OATP1B3, OATP2ZBI a6o OCTI y kpiokoHcepeoBaHuX 06’ eqHaHHX
rermarouMTax MIOLHHH, OTIKE, ICHYE HU3LKMIH NOTEHLIAN AR MiKapehkol
p3aemMoaii 3 iHriGiTopamu uMx TpaHcnopTepis.

i vitro metabonit CAB-rmokypoHin se 6yB cyScrparom pis Pgp abo
BCRP, Tomy ManolimosipHo, 1o Ha HOro AHCIIO3WLIIIO BITHHE
ONHOYacHe 3acToCyBaHHs iHriGiTopis Pgp a6o BCRP. In vitro 6yno
noxazano, wo CAB-rmokrypoHia € cySerparom ama 6araTeox
neuiHkoBMX i HUpKoBHX TpancnopTepis (OATP1BI1, OATPLB3, OAT3,
MRP2, MRP3 i MRP4), ane ne ¢ cyberpatom ana QAT ao OATY,
Ockinbku icHye nekinbka WNAXis BUBENEHHA ratokypoHiny CAB,
noTeHwian kniHivHo 3HaUY Ol NikapcsKo! B3aeMouil yepes cyMicHe
3aCTOCYBAHHA CMONYK, ki MOXYTh IHriBysatn onuH alo nekinbka 3 uMx
TPAHCIIOPTEPIB, TMEHILYETLCA.

Bnans CAB ra arenTH, 1[0 BBOAATLCA OAHOMACHO

In vitro CAB 0OyB cnakuM akTHBATOPOM MOACKKOTO peLenTopa
Pregnane X, i e 6yno nomithol iHAykuit CYP1AZ2, 2B6 aGo 3A4 B
renaTountax nopuHd. CAB (Hatpieea cine) npomemoHcTpyBan
HesHauHe afo BigcyTHe npame abo MeraGoniuHo-3anekHe iHriGyBaHHA
(3HauenHa IC50 > 100uM) in vitro ¢pepmentis CYP1AZ, 2A6, 2B6, 2C8,
2C9, 2C19 Ta 2D6, ane 6ys cnabium npamum inriGitopom CYP3A4/S5
(IC50 = 84 mxM) Ta MeTaboniuHo-zanexHuM iHriditopom CYP3A4/S.
Oanax kRiHivHE gocnimxeHHs B3acMmomnil ikapebkix 3acobiB nokazano,
o CAB ue Binueae na hapMaKoKkiHeTHKY Mizasomamy, Yy THBOrQ
cy6erpary CYP3A.

In vitro CAB He € nomiTHum inriGitopom UGT, 3a sunatkoM UGT1A3
(ICs0 12 MkM), omxe Gy/ia BUKOPHCTAHA MEXAHICTHUHA CTATHUHA
MAaTEMAaTHYHA MOJENL Ang nporuosysanHs BruMsy CAB Ha excnozuuiio
cyGerparis UGT1A3. Pesynwstari Moaeni noxasany, wo CAB mae
HH3BIGHH PH3KK OyTH BHHYBATUEM NiKapCLKUX B3aeMomii i3 cyberpaTtamu
UGT1 A3 (nporxososana 3mina AUC B 1,0-pazn). Buxonauu 3 upx
naHUX, icHY €' HU3bKHit notenuian CAB futd BrijiMBY Ha hapMaKkOKineTHKy
OOHOYACHO BBEAEHHX Nperapatis, AKi € cyberpaTamu dpepmentis UGT.

TocnimxeHns in vitro nokasanu, wo CAB He ¢ inriGitopom (ICsp >30
pM) neuinkoBHx 200 KHLUIKOBUX TpaHcnopTepis nixie Pgp, BCRP,
BSEP, MRP2, MRP4, CCT1, OCTZ2, OATPIBI ra OATPIB3. In vitro

(CAB inribye nupkosi Tpancnoprepy MATEL abo MATE2-K (3HauenHs




1C50 18 i 14 uM sianoeiano), a Takow QAT i QAT3 3i 3HaueHHAMH
[C50 0,81uM i 0,41 M signosiaso.

MexaHicTHYHA CcTaTHYHA MAaTEMaTHYHA MOAENE TTokasana, wo CAB mae
HHU3bKH pu3Hk GyTH BHHYBaTUEM NiXapChKHX B3aeMoAii 3 cybcTparamu

MATE Ta OAT (nporHososana amiHa AUC B 1,01 Ta <1,26-pazu
BianoBiaHo). B moparok, Monentosanua PBPK nepenbauac BincyTHicTb
pPH3MKY KNiHiuHO 3HauyLoT B3aemMoail nikapebikux 3acobis
(nporrozobana smina AUC 1,18) konu cySctpatn OAT1/0AT3
acrocosyBany pazoM i3 CAB, i He Bysio npobnem 3 Gesnekoro ana
HHPOK, Konu nepopansHuit CAB 3acTocoBysany B xoMGinauii 3
uytnueuM cySerpatom OATI/3 tenotdobipom. Takum uyurom, CAB mae
HU3BKHIl TOTEHUian InsA CNPHYHMHEHHA KIIHIYHO 3HaYy ol B3aemoail
nikiB i2 3amyueHHsIM TpaHCNOPTEPIB JiKiB.

In vitro CAB rntokypoHin He € inriGitopom (ICsp 2 > 300 pM) Pgp,
BCRP, BSEP, MRP2, OATPIBI, OATPIB3, OATI, OAT3, OCT2,
MATE] i MATE2-K, Takum “HHOM, MIATBEP/IKY 0K RU3bKUA pH3HK
B3ACMOIT 3 LMK NEPEHOCHHKAMH,

Bnane CAB na Tpancnoprepn doaary ado peuenrop goaaty
HocninxeHus in vitro, axe exmodano CAB, 6yno nposeneHo 414 OWiHKH
iHriGiTopie iHTErpazy AK MOTEHWi HHKMX IHrIGITOPIE TPAHCNOPTHHX
wnsxie moackkoro gonaty. In vitro CAB. He inribyBsaB 3B’AzaHui 2
NpoTOHaMK TpaHCNOpPT GONIEBOT KUCIOTH Ta HE 3HIKYBAB AKTHBHICTE
nepeHocHHKA (PONIEBOT KHCNOTH A0 HAHBHINOT NPOTECTOBaHO]
koHueHTpauii {100 pM). ¥ peuentopt donaty o ananis CAB
nponeMoHcTpyBas 36,7% ivriGysaunna npy 25,8 uM; e
CIOCTEPEKYBAHE IHMIOYBAHHA in VItro He BEAXKANOCH KITHIMHO
BHAUYLIHM.

7) inmi hapmaxorineTHuHi
ImocaisKeHHs

Monnumx iHWHX PapMakoriHeTHHHKX JoCAigKeHb HE TIPOBOAKNOCH;
oMy Lielf po3ain He 3acTOCORYEThES.

4. Toxcuronozin

1) TokenunicTe y pasi oaHOpazoBOIroO
BBeJeHHS

JochioxeHs FOCTROT TOXCHYHOCT] NPY NepopallbHOMY BBEAEHHI LIypaM

UM Masnam oxHoKpaTHoT Jo3u CAB He TPOBOANNOCE; OMHAK NOTEHLian
BUHHKHEHHS I'OCTPOT TOKCHUHOCT] OUIHIOBANM B JOCALIMEHHAX 3
MOBTOPHMMH J03aMH MPK MAKCHMANBHO MOMXITHRIH cHCTEMHIH
eXCIO3HUIT Ha OCHOBI HACHYEHHA BCMOKTYBaHHA (yp) abo HalBHio]
nepesocumol fo3u (masna). [licns eeenenus CAB mypam npu S1000
Mr/KT/neHb B 4-THIKHEBOMY HOCITIAMEHHI TOKCHUHOCTI, HeGamaHux
kniniyHux cnocrepexens suaeneqo He Syno. CAB He nepenocupesa B
ing3i 1000 mr/xr/pens y 14-aeHHOMY ROCHIMKEHHI TOKCHYHOCT] Ha
MABNAX | NPUIBOAME A0 TEXBOPIOBAHOCTI, NOB’A3aHOY 3 KIIHIMHHMH
O3HAKAMH, L0 BKa3YEOTk HA LEAYHKOBO-KHIIKOR] ef)eKTH, BKIIOUAIOUH
BTPRTY MacH Tina, GNOBOTY, pioKHit/BOIAHUCTRIT Kan, BiacyTHICTL
aneTHTy Ta naMipHuUit 200 TAHKKKI 2HEBOIHEHHS.

lna ouinkK edexTis nepopanbHOTo, MAIKIPHOTO Ta

BHYTpPilrHLOM "A30Boro seeaerHd CAB, a Taxosx ann nopisHsHHA
TOKCHKOKIHETHKH AN PI3HUX [INsXIB BBeASHHA Byno npopeneHo paa
OCIKeHB TOKCULHOCTI O/IHOPA30BOT 103H; Pe3YAbTATH

y3roNzKy BASIHCH 3 PE3YIRTATAMH AOCTIAKEHE TOKCHUHOCTL IpH
NOBTOPHHX BBEACHHAX.




2) ToicHuMicTs y pasi TOBTOPHHX
BBEJEHb

ToxcHuHiCTL Npy BReZeHH! noBTOpHEX 103 CAB uepes uinyHKoBHI 30K
Gyna oLiKeHa y WypiB Ta Masn y AOCNIMKEHHAX 10 26 Ta 39 THHKHIB
BiONOBiZAKO. OCHOBHI BHCHOBKH BCIX AOCIMKEHb TOKCHUHOCTI NpH
MOBTOPHUX BBEAEHH:X OOrOBOPIOIOTHCA HHIKUE.

Byupanus: YV 14-aennomy nocaimxensi TokcuuHocti Maen yci camui
maen, axi orpumysany 1000 mr/xr/nens, Gynu ninnani eeranasii y craui
cmepTi Ha [4-f news. BrpaTa mack Tina, nosTOpHE GnloBanHA
NepeBMKHO IIPOTATOM 2-ro THIKHA, MOBTOPIOBaHI Pi/lki/BONAKHCTI
dekanii, BiacyTHICTE ameTHTy, CNUHOBUAINEHHA Ta 3MiHA KONLOPY Kany
nepesy Balk 3aXBOpPIOBANNIO, ke, SK [IPaBHIID, XapaKTepH3yRanock
noMipHHM a00 TAKKKM SHEBONHEHHAM, BHHIKEHHAM AKTHBHOCTI,
3ropBreHoIo NOCTABOIO Ta/ab0 HeGaKAHHAM DYXATHCA i, K BBANKAKITE,
BYTH BTOPHHHNM [IOAO UITYHKOBO-KHIKOBHX eeKTiB, POSINAHYTHX
HiKde, BHcHaXeHus KICTKOBOTO MO3KY 3 BiINOBITHHM ZHHIKEHHAM
KiBKOCTI NEPUYEPHIHHX NeHKOUNTIB, peTHKyIouHTiB | TpoMGoumHTiR
cnocrepiranocs y camuis Magn, aki orpuMysand 1000 mr/xr/aens i
XAPAKTEPH3YBABCA 3AIANbHHM 3HMKEHHAM KNITHHHOCTI BCIX nonynauii
nonepeauukie. He cnocrepiranccs BnaMBpy Ha KiCTKOBHIA MO30K y Masn,
ski oTpumyBany § aGo 25 mr/kr/nens afo y camok 1000 Mr/kr/aens. ¥
MaBM HE CrOCTEPIirANoca HErATHBHOTO BIIUBY KA KiCTKOBHE M030K
<500 mMr/kr/neHb y D0CTimXEHHAX TOKCHUHOCTI MpoTaroM 4 abo 39
THxHiB, JlopaTkoBl BHCHOBKH BBAXAKOTLCA BTOPHHHHMH LIONO
BUCHAAEHOTO CTAHY CaMIliB Maen, ski otpumysanni 1000 Mr/ir/aeqs v
14 jenHe nocni e HHS BIUIKOYANO PO3IHPEHHA AHCTANLHHX 3BHBHCTHX
KaHANbLIB B OAHOMO CaMLAl 3 NOB AIAHUM MiHIMANBHHM NiABHILEHHAM
piBHA CEHOBHHM B CHPOBATLI KPOBI TA NiABHINEHHA PiBHA CEYOBHHH B
cHpoBaTIL KPOBI B 0OAHOrO IHWOro camuA, AKNi otpumysas 1000
MT/KT/AEHD 33 BIACYTHOCTI MiKPOCKOMIUNMX pe3ynbTaTiB HUPOK.
Bpaxosyioud TSxKicTh Aeriapatauil, sinmiueny,y camuis masn y uiit
rpyTi, niaevweni 3HaUEHHA CEYOBHHH NOACHIOBAH NPepeHaNbHO
azotemicio/merinpaTalticso, a He nopyweHHsM (PYHKUIT HHPOK, a
POSUIHPEHHS KaHaAbLIB, 3a3HaueHe B ofHicT MaBmy, Moriio Oy
NoR'A3aHE i3 3aXBOPIORAHICTIO, A HE MPAMUM HOCNINKeHHAM, edekT,
Kpim Toro, atpodin NpuBYIWIHHX | HUAHBOILENENTHUX CIIMHHKX 3AJ103,
nomMiteHa y camuis, sxi orpamyeatn 1000 mr/ir/aeHs, Takos, iMoBipHO,
Oyna BTOPHHHOIO BTPATOK Bard Ta BUCHAMKEHHAM [ HE BBAXKanacs
mpamum eiexToM A0CIituy BaHOT CTATTI.

Ockinbku camuis y 203i 1000 mr/kr/aens nianagann estanasii Ha 14-4i
neHb nican 4-roAMHAOT TOKCHKOKIHETHUHOT TOUKH Hacy, CUCTEMHA
excnozuuia (Cmax i AUC0-24) naetbes na 1-i nens y camuis (67,0
Mir/ma i 1051 Mkr. ron./mn)., Bignosiano). Jlns nopisHAHAS, y camuin
Maen, aki oTpumysany 1000 mr/kr/oeds, AUCO-4 cranosus 132 MKkr.
roa/mi y aeHb | i 224 Mkr. ron/may aens 14, Y 4-THKHEBOMY
lnocaimieHnT TokcHUHOET] Ta 39-THIKHEBOMY AOCTIAMEHHI TOKCHUHOCTI
te cnocrepiranocs noGiuHux edexTis npw jo3ax g0 500 mr/kr/nens
(madiBHa NpoTecToBaHa 103a), Excriozuuia Ha 28 aeup y 4-TiKHesoMy
nocnimxenni nipy SO0 Mr/xr/aenb 6ye noniGHuM 1o nocarHyToro B 14-
nernoMy gocnimxeHni npw o3i 1000 Mr/kr/nens (cepesne 3HaYEHHS
AUCO-24 3a crarrio craHesuTs 902,5 mer/ron/mi npu 500 Mr/kr/aeHe
nopisuano 3 1051 mkr/ron/ma y wonosikie y 1-# AeHb i 961 MKr. ron/mn
y caMOK y |-ii nens i 946 mxr. roa/mn 'y camor y 14-i IEHbB).




Pe3yibTaTH, AKI BBAKAIOTLCS OB’ A3aHAMA 3i cTpecom: Y 14-
mEHHOMY ZoCnimxeHHi TokcHyHocTi MaBn MiHiManeHa afo noMipHa
nimdoinHa atpodia TumMyca Gyna BiaMiuena y Bcix camuis maBn, ski
orpumyeanu 25 abo 1000 mr/kr/neHs, ane Tako crocTepiranaca B
0JHOTO CAMLIA KOHTPOABHOT MPYNH Ta B OIHOTO CaMlld, AKHH OTpHMYyBaB
8 mr/kr/aens. Midimankta abo nomipua, Andyssa rineprpodis KNiTHH ¥
KOPI HAIHHPKORMX 3aN103 Gy/a NpUCYTHA Y HONOBIKIB, Aki oTpHMYBanu
>25 Mr/kr/geds i paloTn camkam 28 mr/kr/goby. Lliaminu THMyca Ta
HaAHMPKOBHX 3a/103 He Oy M noe’asaHi 31 3MiHOK MacH opraHie i
BRAKANMCA HECTIPDUATIIMBUMH Ta, HiMOBIpHO, peakLUieto Ha cTpec.

Edexrn 3 60Ky INYyHKOBO-KHIWIKOBOro Tpakry: Y 14 aeHHomy
ocTimkeHHI TOKCHHHOCTI MaBIl 3aXBOPIOBAHICTh ¥ caMLB, Ak
orpumysany 1000 mr/kr/nent i ninnankx esraHasii Ha 14 news,
BBaAnacs HAac/liAKOM BIUTHBY AOCIHIiMKYBaHOTO Npenapary Ha

LNy HkoBO-KkHKeBUH TpakT. Edexty, mor’a3ani 3 nikysanuam,
BKAKOUANH: MIKPOCKOMIYHI BUABJICHHA AereHepallil/pereHepailii,
PO3LUUPEHHS 34103 | BUCHAKEHHA CNH30BOT ODOJIOHKH 3an03ncTol Ta
by HRANEHOT TiAAHOK MITYHKA; JereHepaLis/pereHepallia, po3HpeHHs
3aJ103, rinepTpodis kenuxonoaibHUX kNiTHH | 261bIMeHHA TORUTHHN
BNACHOI MAACTUHKH cninoi Ta 05oa0B0T KHLuKY; aTpodis BOpCHHOK ¥
ToHKi# kuwi. Pesyneraty Gl Gynu moe’s3aHi 3 BTPATOI MacH Tina,
GNIOROTOIO, PIAKUM/BOASHHCTHM KANOM, CIIMHOBHIISHHAM, MIABICTIO Ta
3HeBoOHeHHAM. JKoaHux noGiuHux edekTis Ha MMNYHKOBO-KHIIKOBY
CUCTEMY He CriocTepiranocs y Masn, siki oTpHMyBaik 8 afo

25 mr/kr/oeHs, abo y camok, aki orpumyeand 1000 mMr/kr/oeHs.
PeréHepaTHBHI 3MiHK 1unyHka GynM BinMiveHi B onwiel camkH, Aka
orpumysana 1000 Mr/kr/aeHs, ane HE BBAXKAAHCA HECTIPHATIIMBUMH
nepes TX MiHIMaNBHY TAXKKiCTh, 0OMeXKeHe [TOLTHPEHHS B 11Ty HKOBO-
KUIIKOBOMY TPaKTi T4 BIACYTHICTE CYNYTHIX KNIH{YHUX 03HaK abo
BTPATH BarH. ¥ MaBII HE CIOCTEPITAN0CH HEraTUBHOrO BIUTHEY Ha
LINYHKOBO-KUIIKOBY cuctemy <500 Mr/kr/neHs y JOCIIKEHHAX
TokcuuHocTi npoTtaroM 4 abo 39 Tisknis. Excnozuuis Ha 28 aeHb npH
nosi 500 mr/xr/aens (ycepeanene 3a crattio AUC243 902,5 pr/mn) 6ys
nomiGHUM 4o nocarHyToro B 14-geHHomMy pociimxeHHi npr 203 1000
mr/kr/neds (1051 ur/mn y wonosikis ¥ fienb | 1 961 pr/mn y xkivok y
nens 11946 pr/mn y winok Ha 14-i aeds). Lle cBiguuTs npo Te, mo
1Ty HKOBO-KHILKOBA HEMePeHOCHMICTE, AKka ¢rocTepiranaca nig yac 14-
eHHOro HocaifxenHs, Gyma pe3yIbTaToM MICLEBOI'O BBEIEHHS
npenaparty, a He CHCTeMHOI TOKCHYHOCTL.

Cepueo-cyanrHi ederxtn: Y cepliero-cyIMHHOMY JOCIIKEHHI HA
MPUTOMHHX, HE 3B'32HMX CaMUsX MaBIl pa3osa nepopaibha 103a CAB y
1000 mr/kr cnpHuUHANg NOMIpHE, TPAHZUTOPHE NiIBHIUIEHHS CEPENHbOrO
apTepiansHore THeky (Bia 3,7 no 8,6%) Ta TpaH3uTOpHE MiABHILCHHA
HACTOTH cepLeByx ckopoueHs (Ein 16 mo 23%) npoTaroM nepmux 2
COZHH ic/ad npuiloMy npenapary. Y maBr, ski oTpUMYBanH pasosi
nepopansui no3u 8 abo 25 Mr/kr, He criocTepiranocs 3MiH aprepiaipHOro
THCKy abo 4acTOTH cepUeBHX ckopodeHb, He Gyno moGiunnx edekris Ha
ceplie (Maca opraHy 4y ricTONATOJIOTIA), @ TAKOK He criecTepiranocs
aMin thopmy EKT um inrepranie nicns onHopasosoro abo 14
nocninoBHux nepopansiux 0oz CAB go 1000 mr/kr/aeHb npuGIH3HO
uepes 3 THHI <500 mr/kr/nedb (Cyae 61.6 pr/mn, AUCo24 902,5 mxr.
FOJ/MA, TaHi 0po CHCTEMHY eKCMO3HUII0 Ha feHb 28 y camuir 3 4-
THYKHEBOTO JOCNIIKEHHA NEPOPASILHOT TOKCUUHOCTI Ha MaBnax) abo




nicna npudansno 38 TrxkHiB NpritoMy O03u y MaBrt npu <500
mr/kr/zo0y.

Jlociike RHR IS DIATPHMKN NapenTepaanioro saenennn: CAB
BROLHAM WINAXOM IHOMicAuHOT nimukipRol in’ekwii (5, 30 i

100 mr/xr/no3a), momMicsunoi BHyTpilBEOM a30B0T i exkii (2,5, 10 i
75 mr/kr/no3a) abo wornxHesol ninwkipHot in'exkwit (100 mr/kr/ao3a)
ine mwypie nporarom no 3 micauis, niéna yoro cnigysanu nepioau Ge3
\no3yBaHHA A0 75 AHIB AT XAPAKTEPHCTHKH TOKCHYHOCTI T
ITOKCHKOKiHeTHKH napentepansHore (LA) cknapy CAB 3 Metow
MiATPHMKH KIHIYHHX Aochifokens cycneHsil ma in’exuiii CAB. He
Oyno BUABIEHO MOGIMHMX edeKTiB | HOBHX TOKCHYHHX RIJIHBIR HA
OpraHH-Mmiledi 3a JONOMOTO0 LMX WAXiB BBegeHHA. [Iponopuiiini
Imo3i 03HaKK NoYepBOHIHHA Ta HAGPAKY cnocTepiranues micas n/k abo
BHYTPIIHEOM *A30BMX iH’€xUii ¥ Beix fo3ax. Bouy cynposomxysannca
MiclUeBHMH 3aNaTBHUMH peakuiaMHu (epHTema Ta HADPAK Bin myHwe
FIErKOro MO THKKOrO) ¥y TBapHH, AKMM BBOAHAK 75 Mr/Kr/nozy
(womicaunt BHyTpiHLOM 82081 iHekUil), ¥ Beix mo3ax y camok, ki
OTPHUMYBAIH WoMicauni mipmkipni in’exkwii (=5 mr/kr/Micaus) i caMLiAM
>30 mr/kr/micaus, & npy eumii 4acToTi — TRAPHHAM, AKKM LOMicALA
Ta WOTHXKHA NimuKkipao BBoaaTs 100 Mr/kr/nosy. PesynbraTtn
ricronorii, mos’azaHi 3 nikyBaHHaM, OyIH 0OMeKeH] rpaHyIeMaTo3HHM
3ANANeHHAM | 3MilIAHOID 3aNaNLHOI KIITHHHOK iHinsTpanie y
BinIIOBIAHKMX Micusx iv'exuil 3 BianOBlIHMME MAKPOCKOTIYHHMH
aminamyt, Lli aminy 3anexanu Biz 0o3u ta Synu HailGinewr cepiosHuMH y
TBAPHH, AKi OTpUMyBanu 100 Mr/kr/003y niawkipHo OAHH pa3 Ha
THM¥OEHDb | Mani HalikopoTwHii nepion 6e3 nosn. NOAEL gas
LOMiCAUHOrO BBEACHHA cTaHeBHAN 100 Mr/kr/ao3y nizwkipyo Ta

75 mr/kr/noszy B/M. Excnosuuii Ha pieni NOAEL (AUC40-2160h ron =
AUCs0.90 anin) BlONoBinaoTs ~38X moncekoi AUC(0-t) mna gosu 400 mr
BHYTpilIABOBeHHO (2461 T, roa/mn).

YV pocnineHHi koMOiHOBAHOrO BBEASHHA GAHOPA30BOT 103H
BHYTPILIHLOM *I30BO Ha MaBnax, Aki orpumyeaad CAB (Harpicpa cins;
10 mr/kr) i RPV:(60 mr/xr), ax CAB, tax i RPV no6pe neperocunucs
Mica BBEACHHS ONHOPA30BOT IO3H Ta GYJIM KiNbKiCHO BU3HAUeH] uepes
61 neHe Nicns BBEACHHA AO3H, KOMH AAETHCA OKPEMO Ta B KOMOiHaLL,

3) reHOTOKCHYHICTh:
In vitro

CAB He BMKNHKAB TeHHUX MyTaUiii a60 XPOMOCOMHHX YILIKOMKEHD ¥
inBOX oCTAaTOWHKX TecTax in vitro (TecT EftmMca Ta Tect Ha aiMdomy
ML), @ TAKOK Y TecTi Mikposnaep wypis in vivo, akuil npoeoanscs
opaieHo. Tomy, BuxoasuH 3 unx sanux, CAB He CTAHOBHTB pu3HKY
FEHETHUHOT TOKCHUHOCT 1418 NHOAHHN,

in vivo (Brmoualoun ZOKATKOBY OLGHKY 3
TOKCHKOKIHETHIKH)

CAB He BRKAHKAB reHHHX MyTaUii 400 XPOMOCOMHHX MOWKQMKEHE ¥
MikposnepHoMy TecTi in vivo B nopomHuHi pora wypis. Tomy,
BUX0ARUH 3 LMX AaHux, CAB He CTAHOBHTL PH3MKY FeHeTHUHOT
TOKCUYHOCTI A1 NoAMHK. AHani3 3paskie nnasmy, B3ATHX Y TBApHH-
CYTYTHHKIB, Akl oTpumyBanu ao3y 2000 Mr/kr/nens i BigiGpanu uepes 9
rogvH nicna BBefeHHd, MiATREPAUB cHcTeMHMiT Bnans GSK 1265744

(niamazon: 152932 no 157162 ur/min).

4) KAHHEepPOreHRICTh:

J{0BrOCTPOKOBI JOCHIIKEHHA

KaHueporewHuii notenuian CAB ouiHiopany Ha Mulax Ta Wypax nicns
nepopanLHOro BBENEHHA NpoTarom 2 pokie. Biznosigno ao
peromeHaauiii Bukonasuoro xoMiTeTy 3 ouinkn xanueporentocti FDA,
NOCNiAKyBaHi LO0ZW HA MHIUAX cTanoBHAH 2,5, 10 i 75 Mr/kr/aens ans

camuis i.2,5, 5 i 35 Mr/xr/aens ans caMok, a JochipKyBaHi 2o3W y mypis




cranosuin 0,25, 2,51 75 mr/xr/nens, CAB ke §yB KaHIUeporeHHaM y
NepopatbHHX 2-piuHMX JOCAIIEHHAX KaHIEPOreHHOCTI Ha Wy pax abo
MHLIAX,

Y nopiBHAHHI 3 OYiKYBAHHM BIUIHBOM Ha MOIHHY AN NEpPOPasbLHOL AO3H
30 mr, crictemua excnozuuin (AUC) nns CAB npu HafiBnmmx
rpoTecToBaHyx f03ax Oyna B >7 pazis BULLOID AnA MHel (Bynp-akol
crati) i >30 pasis BUe y camox mypis i B8 >19 pazie ruine y camuip

LIy PiB.

KopoTroctpokosi abo pocnigkeHHs
cepeNHbOT TPHBANOCT]

I{OpoTKOCTPOKOB] AOCNINKEHHA BH3HAYECHHA Riana3ony 403 Gyau
npoaeneﬂi Ha MHLIax nepea ﬂpOBeﬂeHHﬂM ﬂOBI‘OCTpDKOBOI‘O
InocnifeHHs KaHUeporeHHOCTi MHiel, B iHmoMy BHRanky
NPOBOANNKHCA JIHUIE AOBIOCTPOKOBI AOCHIKEHHS KAHLEPOreHHOCTI,

loaaTKkoBi AociimKeHHs

lonaTkosHx A0CAlIXKeHb KAaHUEpOTEHHOCT] He TPOBOAHNCCSH, OCKIILKH
IIOAATKOBI AOCHIMKEHNSA HE BBDKATHCA HeOOXiHHUMH ANA BH3HAYCHHA
pH3HKY KaHueporeHHocT kalorerpasipy.

S) penpoOnYKTHBHA TOKCHYHiCTL Ta
TORCHYHIH BININE HA PO3BUTOK
NOTOMCTBA:

BIUIHE HA QEPTHABHICTS | panuiit
eMOpioHanBHUI PO3BUTOK

CAB He BNJIHBAB HA MAapaMETPH CNAPIOBAHHA Ta QepTHIBHOCTI camiip y
wypie 260 emOpiodeTansHii pO3BHTOK NOTOMCTBA HENiKOBAHHX CAMOK,
1IYHeHMX i3 caMusMu, axi orprMysann CAB, y nozax no 1000
mr/kr/nens (HalieMina npoTectoBana ae3a). Y pocnimieHHi
(bepriabHOCT] CamMoKk Wy piB NepopanbHO, paHHLOrO eMOpioHANLHOro T2
emGpiogeTansHoro possuTKy nph aosax 0,5, 5 abo 1000 mr/kr/neus,
peeaeHHA CAB y nosi 1000 mMr/kr/oens npyuzeeno A0 3HHKEHNHA
cepelHLOT MacH Tifa YoNoBiuMX i KiHouux nnozais (no 6% ), ane KOOHHX
BAI POIBHTKY MACHA UM 3MiH Y Oynb-axiii mo3i ve Gyno. NOAEL ansa
bikinouofl ¢epTunbHocTi ctatosne 1000 mr/kr/gens, a NOAEL nns
emOpIOhETaNBHOrO POIBUTKY ILYPIE CTAHOBHB 5 Mr/kr/neHs.

eMOpioToKCHYHICTD

Y mocaimxenni opansHoro emGpiodeTansHOro po3BHTKY KPONHKIB He
OyJ10 BHABJICHO ediexTis, OB A3aHMX i3 NOCHI 1y BARHUM NPENapaToM,
npu Oyab-akiit nozi, a NOAEL cranosus 2000 mr/xr/aens (AUCo24 96,1
pr/mit | Cuae 3 7,5 pr/mi).

MpeHaTanbHa Ta MOCTHATANEHA
ITOKCHYHICTD

Y moenimmwenti mpe- Ta nocTHataneHoro (PPN) pozeuTky wypis He Gyno
BHABAEHO KOOHOro ethexTy Ha Fg Maca Tina caMKku, COXHBAHHA 1,
nostory a0o naxrauis B fozax a0 1000 mr/kr/neds. OaHaK 3MEHIIYETbCS
F) BMskUBAHICTD TA XKHTTELHATHICT IUTHHYAT, 1O MPH3BENO A0
3MEHLIEHHS PO3MIpIiB NOCAiay MPOTAroM nepliux 4 AHIB KUTTI,
crioctepiranoca npy gosax 1000 mMr/kr/mens (inAeKkc ¥UTTEZOATHOCTI
87,4% npotu 98,9% y xontponi). He Gyno wozHoro ediexry,
noe’A3aHOrC 3 TECTOBOIO CTATTEID, Ha F| picT | po3BMTOK, BKAIOUAIOUH
Macy Tina Ao i nicna BiAny4eHHs, cTaTese 003piBaHH4,
Hefiponoseninkosy dyHKIIIO, peNpOAYKTHEHY etheKTHBHICTE abo
BWXUBAHHS, picT i possuTok F2 noromerso nokoninxa. NOAEL mma
matepi (Fo) penponyxtreHa yHkuUia crasoBuaa 1000 mr/kr/nexns Ta nis
Nnpe- Ta NOCTHATAIIBHOIO pO3BHTKY noTomersa y wypie (F)) cranoBuna 5
Mr/Kkr/nedb (Cuuee ¥ AMTHHYAT F1 Ha mocTHaTansuuif neHs 10 (PND 10)
craHoBMB 58,4 pr/mn y yonoeikis 1 52,6 pr/mn y siHok, 110 CBINUHTE
npo HaseHieT CAB y MaTeputeskomy mMonoui). JosaTkoei aaHi
rickasan, o deransHi KoHUeHTpaLil 36inbiryBanies nponopuiitHo 3i
30inbleHHAM piBHIB ¥ nutazmi kposi martepi ta o He Gyno poxasis
neperaXHOro HakonmuueHus CAB B okpemux eigainax nnona.




Y nonanswomy gocnizxenui CAB (zo 1000 mr/kr/neHs) 3acToconyBatH
BAMTHHM LIypaM Mia uac nepiofly opraHoreHezy Ao 7-ro aAHa naktaLlii.
LIyLEHAT NEPEXPECHO BUXOBYBAMTH NPH HAPOMMEHH] TA BUTOAOBYBANH
MaTCpAMHM KOHTPONLHOT IPYIIH, | cnocTepiranaca nogibHa dactora
MEpPTEOHAPOIXEHb TA HeOHaTANEHOT cMepTHocTi. He Gyno sxonnoro
BMIHBY HA BHIKMBAHHA HOBOHAPOLKEHWX KOHTPONbHUX AWTHHYAT, AKHX
3 HAPOUKCHHA BUTOJOBYBany matepi, aki orpumysany CAB. Bynu
nodiuHi edext, konn CAB 2aTpuMyBae no4aTok fonoris, mo
NPH3BOANIIO 10 30iNbLIeHHS BHYTPILIHBOYTPOGHOT CMEPTHOCTI
{MepTBOHAPOMKEHHS) | HeoHaTalbHOT cMepTHOCTI Biapasy nicns
HapOLKeHH (NPK CHCTEMHOMY BILHBL, W0 nepesdlye s 30 pazie
MakCHMamnbHY peKoMengoBaHy nosy ana jmonauiu (MRHD) 30 mr/nens
nepopanbHo ado ao3a 400 Mr BHYTpiluHEOM 13080 (faHi npo Bnnus 26-
THKHEBOIO AOCHIIKeHHA Ha mypax). [IpH HaponsreHH] ypsuHX MNoAis
LIIAXOM KECAPEBOro po3THHY He Oyno 3adikcoeaHo MOIHOT CMEPTHOCTI
nnogy.

lnocmimkeHHA, NPH AKHX [penapat
YBOOUTECS OTOMCTBY (HECTATEBO3PINMM
TBapHHaM) Ta/abo oLiHIOETECA BigmaneHa
nis

Bianoniznno no ICHS11 6yno sHropHeTaHo miaxis Ha OCHOBI Baru
10Ka3iB, BpAXoBYIOMH BiK cy0’exin, ski OyayTh nocrimicysaTHes B
NesiaTPHUHUX KNiHiMHuX BUIPOOYBaHHAX, | CYKYMHICTb AOKATHIMHHX
nanmx, axi noxazank BiacyTHicTs noGiunux edexTis, 110 ceinyaTs Npo
pu3vk ans piteil. Ha nincraei uiel oLivkH NpoBeneHHn A0NATKOBHX
NOKAHIMHKMX AoCnikeHs He Gy N0 BU3HAHO HeoOXinHUM st NiATPHMEH
kiHIUHOT neaiaTpHYHOT nporpami.

6) miciieBa nmepeHocHMicTh

Nocnimxenya micuepol nepeHocHMocTi ynM npoBeaeHi 3 METOO
oxopoxH npaui ta 6eanexy npaui. In vitro CAB He moapaznioe mxipy Ta
ouni MozmensHi cucTeMH, Y AochimxerHi nokanbHuX fliMdaruuHux
By3/1iB MUIIEH He OYJIO BHABJIEHO 03HaK KOHTaKTHO! ceHcHbinizauil npu
micueBomy sactocypanui CAB,

7) AoAaTKOBL AoC e HHH
TOKCHYHOCTI:

AHTHIEHHICTE (YTBOPEHHS AHTHTI)

OckinskK He ouikyeTbed, wo Mana Monekyna CAB BuknHkae
AHTHTEHHICTE, | Yepes BiACYTHICTE CHIHANIE ¥ HOCTIIMEHHAX
TOKCHYHOCT] NPH NOBTOPHUX A033X JOCIKEHHS aHTHIEHHOCT] He
[POBOJHIHCE.

{MYHOTOKCHYHICTB

CAB BBOAWNH OHH pa3 Ha 800y MEPOPAIEHO Yepe3 30HM, CaMLAM |
caMxam wwypie y no3ax 0 (koHTponb-Hocii), 0,5, 5 aGo 1000 mMr/kr/meHs
npotarom 28 gHie. Liypis iMyHisyBanu 00HOPA30BOIO
BHYTPILIHBOBEHHOIO J03010 T-KNITHHHOZATEKHOTO AHTHIEHY,
remouiadiny nimnera (KLH), nicns 12 ao6oeux zo3 CAB. V¥ uonosikis,
ki oTpumysany 1000 mr/xr/oens, cnocrepirancca noe’asane 3 CAB
3HHKenHA Bianosial antTin [gG nporu KLH, Ockinbky edexr y
uosioBikie y 403 1000 mr/kr/next Gy miniMansHuM, i He
criocrepiranocs KoaHoro suikey Ha Biamoeink anti-KJIT 1gG y xinox
260 Ha sinnosigs anTH-KJIT [gM y sonuoi ctati, CAB He BBaxaeTheA
iMyHOCYTPECHBHHM 32 YMOB LIbOTQ AOCTiKeHHs, Ha ocHOBI ouiHky
T-kaiTHHHO-3anexHOT Bianosiai anTuTtin (TDAR) piseHs BiacyTnocTi
edekty (NOEL) B yMOBax UBOTr0 LOCHIIUKEHH CTAHOBHTb 5 MI/KI/IeHs
v yonosikis Ta 1000 Mr/kr/neHt y kiHOK.

Y nopanswomy pocniaauuskomy pocaipxerHl TDAR CAB nasanu
nepopansso typam (10/ctarti/rpyni) y nosi 5 aGo 1000 mr/kr/neHs
npoTAroM 39 AHiE 3 Jo#aBaHHAM JOAATKOBHX TBAPHH, AKI ONyIKATH, Y
rpyni 1000 mr/kr/aens. LLypis BHyTpilWwHbLOBEHHO iMyHizyBaan 300 ur




KLH na oui 12 i 26 (uepes 3 roawnu nicna seeacuis CAB) i micna 4-
THIKHEBOTO nepioay Oe3 no3u Ha fHi 68 1 82 (TBapuHU, AKi ONYHYIOTE)
insm ouinkn TDAR. Tlpotarom nepioay f03yBaHHA He crniocTepiranocs
nos’azanux i3 CAB edexTis Ha Bignosigs antutia IgM abo IgG no
KLH; Tomy 3paskn TDAR, 3i6pani min-uac nepiony Ges nosu, ue
ouintopanu. Buxopsuu 3 ouinku TDAR, piseHnb miacyTHocTi
cnoctepexcysaHoro edexty (NOEL) 3a YMOB LILOIO A0C/iIKEHHSA
cTaHoBUTL 1000 Mr/kr/nenb. 3araioM LaH] BKa3yloTs Ha BiICYTHICTh
iMyHOTOKCHUHOCT] ¥ 11ypiB, AKki oTpHMyBany CAB.

InocHioEeHHs Mexanismis ail

doToroxkenunicrs: Y cnextpi BemokTyBanHa CAB (watpiera cins i
BisibHA KHCAOTa) € niky Ha Mexi ofnacTti ynuTpadionerosoro (UV)
ceitna (UVA/UVB) 3 nambna-makcumymom npu 257 HM Ta iHWHMK 1IpY
306-307, 318-3191 335 um (i onwH iHwwi npu 366 HM nHWe AnA
HaTpiesol coni) iz poswupenHaM xBocta npudnH3ao g0 390 HM.
KinukicHi apropaniorpadiusi 0OCHIIKEHHS BCBOIO TiNa Ha
MirMeHTOBaHMX LIypax nicns nepopantHoro BeeaeHHs CAB
MPOAEMOHCTPYBalH WHPOKHH PO3MOMIN TKaHKH, NOB'A3aHHUX 3
npenaparom, 3 Oinsw Hixk 50% TaHUH, AKi Bee e MiCTATS HH3BKY, ane
KinbkicHO BM3HAYeHy paaioakTHBHICTD uepes 28 nHIB nicaa ogHopazoBol
o3d, Byno mano aokasie, axi 6 ceigumny npo Oynb-AKe 38°A3yBaHHA
PEuOBHHH, NOB’3aH0] 3 NiKAMH, 3 TKAHMHAMY, 110 MICTATH MENaHiH, B
oui Ta wkipi. [1in 9ac pyTHHHHX LoCcHiZKEHE TOKCHUYHOCTI IPH
NOBTOPHWX J103ax 10 26 He 6yno BUABNEHO TOKCHHHOCT B o4ax abo
wiipi. TpHeanicTs y mwypie (anwGinocie) abo 39 Tinkwi y MaBn. YV oux
\mocHimKeHHAX TOTEHLIHHMA TOKCHUHME BIIKE Ha oui Ta WKipy
OUiHIOBANH HANPHKIHL JOCHII¥EHHA 33 JOMOMOICI0 MaKpPOCKONITHHOrQ
iTa Mikpockoniynoro mocnigmxernun. Kpim Toro, biomikpockoniusa
(winunna lamna) odrankMocKonia Oyna NPOBEASHA B A0CHI IKEHHAX
TOKCHYHOCTI] Ha ypax i MaBnax.

nikapchKa 3anexHiCTh

Uepes siacyTaicTs curiaais y A0CninKeHHAX TOKCHMUYHOCTI NpH
[OBTOPHHX BREACHHAX JOCHIHEHHS 32/I€3KHOCT] HE BBAMANIHCS
HreoOXiaqHHMYU.

TOKCHYHICTE MeTabomiTiB

He suasneHo #onHux meradonitie, aki BuMarany 6 nogansuwol
TOKCHKOJIOTIYHOT XapaKTePHCTHKH.

TOKCHUYHICTE JIOMIILIOK

He Oy n0 rpoBEAEHO HOAHMUX iHIINX AOCHIKEHD, Aki MoruH 6 6yTH
3aCTOCOBAHI A0 UbOLO PO3aiy, 0cKiNbKH BCi AoMitky GynH
kBanidikoBaHi y HOCAIIMEHHAX TOKCHYHOCTI NPH NOBTOPHHUX BBEACHHAX

iHwWe

Uepes BincyTHICTL CHIHARIB Y A0CAIAMEHHAX TOKCHYHOCTI NPH
MOBTOPHHX BBEASHHAX He (yJI0 NPOBEACHO (HIINY NOCIiMKEHE, IKi
Mornu 6 Oy Ty 3acTOCOBaHI 20 LBOTO PO3Ainy.

5. Biucuosku mono AoKAinivuHOrO
BHBUCHEHS

CAB iHribye inrerpasy BIJL, 38'a3yto4nch 3 aKTHBHHM CalTOM IHTErpasH
Ta GAGKYIOMH eTan HepeHeceHHs NAHLIora peTpoBipycHOT
inezokcHpubonykneitopol kucnotd (JIHK), axuil € Bancansum ana uukny
perutikanii BIJL CAB ¢ notysnusm inribitopom interpasun BUI in vitro
MPHIHIMYE KaTanizoBane iKTerpasoly mepeHecetHs nawLlora sipycHol
JIHK 3i anauennamy 1C50 8 nanomonaphomy aianasoui (eiz 3,0 no 13
HM),

CAB mae HH3pky HM aKTHBHICTB NPOTH AHKOIo THIY Bipycy
imynonehiunty noginy Tany 1 (BUJ1-1) ta BUI-2 y pisHux kniTHHHRX
niniax, Heaanexkno sig niatuny. CAB maitxe He Mae aKTHBHOCTI NpOTH
sipycie, He nos'zauux 3 BIJL. Jlioncska cHposatka 36insinye PA-ECS0

v ronan 400 pazis 10 101 WM aas PBMC npotu BIJI-1. CAB 6ys




AAUTUBHIM a0 CHHEPTiUHMM MPH aHanizi B koMBiHauil 3 iHWHMK
AHTMPETPOBIPY CHUMH NPENApaTamHu.

CAB npoaemotctpysae anTH-BIJT akTHBHICTb (HYTAHBICTL),
eKBiBaNENTHY Bipycy AuKkoro THny. (kpatiicts amiuu [FC] <5) nporu 22
3 25 INI-pe3cTeHTHHX MYTAHTHHX BipYCiB 3 ORHHUYHUMH MYTALigMH.
3 17 INI-pesHcTeHTHUX MYTAHTHUY Bipycis 3 2 abo Ginsire myralismu 8
noxazajn qytausicts ao CAB (FC<5). Bnaue CAB na knitTrean MT-2,
indpicopani BIN-1 LB, npotsirom 10 112 iHiB He CHPHYMHUB XKOAHHX
BHCOKOPE3IUCTEHTHUK MyTaHTie (>10-kpaTHe 30inbwenns [C50). IMig
uac nacysaHun BUJI-1 nukoro Tuny NL-432 y npucyrthocti 6,4 uM CAB
npoTtsaroM 56 nHie re 6yno ofpaHo aMIHOKHCIOTHMX 3aMiH B ofnacTi
iHTErpasy.

I'licna oanopazoBore BHyTpillHboBeHHOTO BBedeHHS GAB cobaka i
MaBnaM niasMoBHiA knipeHc (<2% noToKy Mna3Mu B neviHui) i
pisHoBaxHHH 05’ em posmosimy (<0,35 n/kr) Gynu HM3BKHMHK 3 nepionom
HaniBBHBEISHHA BIA 4 N0 6 roavH. [Tlicna nepopanbHOrO BBEASHHA Y
BUFIAA] po3udHy nepopannha Biogocryrimicrs CAB-Gyna xopowoio (in
44 no 83%) i sinnosinana Horo Bucokid nacMBHIH HpoHUKHOCTI. OnoHaK
[pH BBSASHHI ¥ BROTAN Cycnensil abo Teepanx Jikapebkux dopm
GiOAOCTYHICTE BUABUIACH OOMEKEHO0 WBHAKICTIO po3unHeHHs alo
PO3UKHHICTIO, L0 NPH3BER0 A0 MEHLL HiX PCNOpUiHHOro 36iblueHHs
cucTemHol excnosnuil CAB einnocHe A03M. Y MMuIeH, iypis Ta Maen
HE CNecTepiranocs NecNigosHoT NoMiTHOT (>+2-kpaTHol) pizHuul B
nepopanbuili CHCTEMHIH eKCTIOBMLIT M CTaTAMH.

Y nrypis i MaBn, AKi OTpRManH OXHOpa3oBY NimmkipHy ado

BHY TP HLOM A30BY iR exuito, CAB NOBINTLHO BUBINLHABCS 3 Micus
iHexuil i3 cepeaHiM ysBHIM NepionoM Hanisposnany B miasmi iy 12 go
29 nuiB (n/x) abo Bin 8 no 12 guis (B/m). Cepenniit nepion
HaniseiBenenus CAB cranosue 76 roguu nicns oaHopazosol
BHYTPiHbOM 130807 203K (1 Mr/kr) MiHi-CBHHKAM.

38’ asyeania CAB 3 Ginkamu B nmazmi Ta cHpOBaTUi KpoBi Wypis, cofak,
maBi | iHouTHK §yno sucoknm (>99%). CAB ¢ cyBerpatom wis Pgp i
BCRP, ane uepes Horo BUCOKY NPOHHKHICTE HE OMiKYETBCH HOOHHX 3MiH
Y BCMOKTYBAHHI NPH OAHOHACHOMY BBeieHH! iHriOiTopis Pgp ado BCRP.
[Ticns nepopansioro npuitomy [C]-CAB.y wypie panioakTHEHICTE
MOBINEHO MOMIHAANACS, 4 NMOTIM ZHATHOIO Miporo obMexy BaJiacs
CHCTEMHUM KPOBOOGIrom, Xoua i Wupoko nowvplosanacs B iHLi
TKaHWHW. PanioakTHBHO MiueHnit Matepian, nos's3anuii 3 nikamu, Oys
MiHIMaABHO NOB'A3aHMH 3 KAITHHHHMH KOMIIOHCHTaMH KPOBI.
BuseneHHa panioakTHBHOCT] Binbyeanocs MoBinbHO, 6i1bWICTL TKAHHH
MICTHAY HU3LKY, alle KiNbKiCHO BU3HAYeHY panioakTHBHICTL yepes 28
nHiB. 3B'M30K pagjioakTHBHOCT 3 MENAHIHOBMICHHMH TKAaHHHaMH OKa Ta
LTKipH He CNocTepirascs.

Baranom, merabonism CAB y poxniviunmx Bunis sinoBpaxae Toil, o
criocTepiraeTses y mogeH, npy iboMy CAB € 0OCHOBHHMM KOMIIOHEHTOM,
L0 KUpRyIoe B nnasmi. OcHosHum metaGonitom CAB y Beix Bunis yB
riokypoHia CAB, axkuil yreoproeases nepesaxio UGTIAL (3 aeskoio
yuacTio UGT1A9) i BuBOAMBCA 3 ceuelo Ta woBwo, JloaaTkoBi
ocnifKeng na Moanx (8/M, NiAWKIPHO Ta NepopansHo) NiLTBEPAHIN,
wo metabonism i useseHHst CAB He 3ai1€®NTL Bill WAAXY BBEASHHA.
Metaboniune nepereopeHHs CAB va itoro ctepeoizomepH e Syno
BHABJEHO B MEMaTOLHTAX Wy pa, cobaky, Maeny abo moauHu abo B




MAazmMi JFOMHH [1iCJ [IOBTOPHOTO [IEPOPANLHOTO BBEASHHS MPOTArOM
14 aHis.

Y BCiX BHAIB BUBEAEHHA PEYOBHH, OB A3aHUX 3 NPEMAPATOM,
BinOyBanoca nepesaxuo 2 karnom (Bin 58,5 no 94,5% 003u). ¥ rpHzynis
MOrNKHEHA PatioakTHBHICTb, AKA BU3HAYAETLCS KiNLKICTIO NOB AZAHOTO 3
npenapaToM mMartepiany, BHABAGHOrO B cedi Ta skoBui (0Omexena
npudnuzno 2% /103010), NEPEBAKHO CEKPETYRANACH B OB, TOAI AK
cKCKpelis HApkaMu Syna MiHIMANEHOK. Y MaBn noriuHeHa
pafioakTHBHICTE (ipunuzno 30% no3u) BUBONMAACA AK Yepe3 WOBY,
TAK 1 Yepes HUpKH.

Tladi in vitro BKa3y10Th Ha Te, Wo uupry vl CAB nacusHo
MPOHMKAE B FEMIATOLMTH Ta Metafonisyersen oo rmokyponiny CAB,
AKUH NiZAAETLCA AK KOBUHOMY, TAK | CHHYCOTIHOMY BHBEAEHHIO.
Exckpeuia CAB raroxypouiny 3 soeuio onocepeakosyerses MRP2, tozi
s TIeyiHKoBa SazonarepanbHa eKCKPENisn B CHHYCOTIHY Kpos
BiADYRacThes Al vepes MRP3, tak i vepes MRP4. [lupkyniowounii CAB-
CJIHOKYPOHI 3a3HA€ ePeKTURHOIO HUPKOBOTO KIipeHey, e MOTIMHAHHA
B IPOKCHMANBHHMI KaHanbeus onocepenkoryerses OAT3 i nonansina
cexpeuis B ceny MRP2 1 MRP4, mo noscHioe MiHiMaisHMH cHeTeMHui
BrME CAB-rMOKypoHiAY Ha JEoamHY,

Bynu nposeneni gocaiuxerHa in vitro 10 OUIHKH PU3HKY B3acMOail
hapMaKoKIHETUUHHX NPenapartis, 9Ki BUKIHKAIOTL ypaxenun, 3 CAB,
He Oyno sHsBReHO pH3KKY KAiHiMHOT Nikapcnkol B3aeMozil ans
cyberparis CYPIAZ, 2A6, 286, 2C8§, 2C9, 2C19, 2D6, 3A4, UGTIAI,
1A3, A4, 1A6, 1 A9 mpu oanouacHoMy 3acTocyBauHi, 2B4, 2B7, 2B15
Ta 2B17, Pgp, BCRP, BSEP, OAT1, OAT3, OCTI, OCT2, OATPIBI,
OATP1B3, MATEL, MATE 2-K, MRP2 a6o MRP4 y kniniunii
nepopaneHid nosi 30 mr CAB. Ocxintku CAB metaGonizyerscs
UGTI1AL a kaiHiuHe ZocsieKeHHS M ATBEPAKNO JIIKAPCbKY B3AEMOAIIO 3
inaykropom UGT1A] pudamniuniom, oanouacHe 3actecysadis CAB is
cunbHUMM iHayxkTopamr UGT npotunokasano.

He cnocrepiranocs dgapmaxortHeriunol s3aemonii mbx CAB i RPV npu
DILHOYACHOMY BBEAEHHI BHYTPILIHEOM’ 43080 [y paM abo Masnam. In
vitro He Oyno nokazis KMHIMAC 3HAUYWOrO iHriGyBAHHS TPAHCIOPTY
chonary abo peuenropa gosary 3a nonoMoror CAB.

- |Y TOKCHKOJOTIYHHUX AOCNIAKEHHAX HE BYN0 BUABIEHO KOJAHHX
noGitHux edekTis, NOB A3aHKX i3 NPUIAOMOM Npenapaty, ¥ uypis, axi
oTpHmysain CADB nepopaneno B fozax ac 1000 mr/kr/aent nporarom 26
THXKHIB., Y 14-neHHOMY Z0CNIANKeHH] TOKCHYHOCT] HA MABMNAaX camui
MaBM He nepeHockiin 103y 1000 mr/kr/oews | npuzsenn oo
3aXBOPIOBAHOCT], NOB’A3aHOT 3 KATHIYHUMMH 03HAKAMH, (L0 CBiAYATE npo
BOAKE Ha LUKT, simouaroun BTpaty mMacH Tina, Gniopanns,
piakuil/BoasHHCTHI Kan 1 noMipH] 10 TAKKI 3HEBOAHEHHA,

He ©ys0 noGiunmx cdexrie y Masn, aki otpumysann CAB ao 500
MT/KF/NeHD Mif 4ac 4-TKHeBHX aB0 39-THAKHEBIX A0CAIAKEHY
TokcHuHOCTI. Exenosuuis na 28 nexs npu ao3i 500 mr/kr/aeHs
(ycepennene 3naueHHs AUCO-24 3a cratTio ctanoBuTs 902,5 MK,
ron/mn) Gyna nogiGuoio Ao pocaruyTol B 14-neHHOMY AOCAIDKEHHT Mpy
1031 1000 mr/kr/mets (1051 mkr. rog/mn y camui B geds 1 i 961 mkr.
rojymn y camok B agnb | i 946 Mir. roa/mn y camox B aexs 14). Lle
CBIAUHTL NTPO'TE, WO MWNYHKOBO-KHIIKOBA HEMEPEHOCHMICTh, AKa




criocTepiraacs nig uac 14-neHHoro Aocnimxedns, 6ya pesyasTaTom
MICLIEEOrO BBENEHHS MPEraparty, a He CHCTeMHOT TOKCUYHOCTI,

Komu CAB seogunu wigxom womicaurol nigwkiproet in’exuil (5, 301
100 mMr/xr/n03a) i WOMICAYHOT BHYTPILLHLOM A30B0T it ekil (2,5, 101
75 MI/KT/1032) ANA Uypip npoTarom 3 Micsuis, suaucuns NOAEL
crartopuan 100 Mr/kr/no3y niawkipHo ta 75 Mr/kr/nosy e/m.
Excnosuuis npu NOAEL (AUC 1440 2160 ron = AUC60-90 nuis)
sianosigac rpuGizHo 38-kpathiit AUC(0-0) moauHu s
BHYTPiLHEOM’ 330801 1034 400 Mr (2461 Mkr, roa/m).

CAB ne rnusap Ha depTHAbHicTs caMuis abo caMoK y wypie., Y
nocninkenuax PPN na mypax CAB y nozi 1000 mr/kr/aens (>30 pasis
NEpeBHLIYE CHCTEMHY eKCNO3KLIKO MPH MAKCHMaNhHi i perxomennosaHii
nesi wns moaunn (MRHD) 30 mr nepopaneho abo 400 mr
BHYTPILWHLOM A30B0) 3ATPHMYBAB [TOUATOK [TONOTIB, A ¥ AeAKMX ULypiB,
us satpuMKa Gyna rmoe'a3ava 21 26ineUweHHAM KibKocTi
MEpPTBOHAPOLKCHNX | HEOHATANLHOT CMEPTHOCTI Biapaly nicas
HAPO/KEHHA. 3MiH Y poCTi Ta pOIBKTKY MOTOMCTBA, IO BHAKMIO, HE
Gyno. Ko wypensT, HapoDKeHUX Bif MATOK, Aki orpuMysani CAB
(1000 mr/kr/neus), MepexpecHo BUXOBYBATM NPH HAPOIKECHH] T4
BUrOAOBYBANH KOHTPOJLHI MaTepi, cnocrepiranacs noniGHa yacrora
MEPTBOHAPOMKEHE | HeoHaTanbHoT cMepTHOCTi. He Gyno xoaHoro
BIJIMBY HA BHAKWBAHHA HCBOHAPOIKEHUX KOHTPOALHUX JHTHHYUAT, AKHX
BUIOAOBYBAJIH Bifl HAPOMKECHHA MaTepi, Aki oTpumysann CAB, wo
CRIAUUTE (PO Te, 10 ederTy TYIU OB A3aHi 3 BHY TPILIHBOYTPOOHHM
BILIHBOM, 4 HE 3 jlakTauiliHiM enaveoM. Binsin Hu3bka nosa s
mr/xr/neas CAB (>10 pasis nepesHilye ekcrniosnuito y Mrolei npu
MRHD 30 mr nepopanero aGo 400 Mr BHYTPILIHEOBEHHO) He Byaa
[TOB'A3aH2 i3 3aTPUMKOIO MOJIOriE a60 HEOHATANBHOIO CMEPTHICTIO ¥
mypis. Konn CAB (1000 aGo 2000 mr/kr/aeHs) nepopalibHO BBOAWIM
BATITHUM TIYPaM | KPOJTMKAM I vac OPraHOreHesy, He OyJI0 KOMIHOTO
BNMMBY HA BMXCUBAHHSL, KON NU1iA HAPOIIKY BABCA LIAXOM KeCapesoro
posTHHy. CAB npotukae uepes naauenTy i Moxe GYTH BHABASHHA ¥
TaHMHAX mioaa. Y nnoais kponukis ao 2000 mr/kr/nens He
cnocrepiratocs nobiunnx edexrie va emopioderanbhuit poaputok. Y
Ly piB 3MiHK Y POCTI NI04a (IMEHLUESHHS MACH TiNA) 33 HAABHOCTI
TOKCHMHOCTI Ana matepi (3Menwenns 361L1IeHHs MacH Tina, THMYacose
3MEHLIEHHS CIOMKHBAHHA ki) criocTepiranics npy nosi 1000
MT/KI/IEHb, AT HE CIOCTEPIraiHes BaAH POIBHTKY Tiloaa abo rapiauil,
roB’s3aHi 3 A0CNI AN BAHWM nperapaTom, Oynk-fKa ao3a.

Tlani ceimyate npo te, wo CAB He npencraBisie reHoTOKCHHHOT
HebeIneKkH ana meaei, i He Gya0 woanuy papmMakenoriuHix BUCHOBKIB
Wono 5e3nexH, Wo BUKNHKAIOTb 3JaHENOKOCHHA 1A KAIHIUHOro
EHKOPHCTAHHA. 3arajioM AaHi BKA3YIOThL Ha BIACYTHICTL
iMyHOTOKCHYHOCTI ¥ wypie, aki otpumysany CAB. CAB ue Gys
KAHLEPOTEHHHM ¥ 2-piMHHX AOCTIEHHAX KAHUEPOTEHHOCTI Ha Wypax
abo MULIAX.

Quinka Ge3MeKH TIAPEHTEPANBLHOTO WIAIXY BBEASHHS 3aMPONOHOBAHOIC
TikapebKkoro 3acofy BEAKAETHCS ¢PHUEAHAHOION A0 3aranbHOl Nporpamu
rorninigHOT po3pobKH MepopaibHOrR 3aCTOCY BAHHA LIAX0M

MPOBEAEHHS OCTATOUHOTO | 3-TIIHEBOrO AOCH]KERHS ji’ eKuii wypam.
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Clinical Trial Report - 1
Study ID- ITZ111682

1. Name of medicinal product (registration certificate No, 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 Single Dose, Randomized Study to Assess the Relative Bioavailability
of Two Formulations and Food Effect on GSK1265744 in Healthy Male
and Female Subjects, Study ITZ111682

6. Phase of clinical trial Phase 1
7. Period of clinical trial from [30June2008] — [08 August2008]
8. Counfries, where clinical trial has been conducted (USA
9. Number of trial subjects planned: 45
actual: 45
10. Main purpose and secondary objectives of CT Primary:

e To evaluate the single-dose relative bioavailability of
GSK 1265744 10mg administered in either oral solution fasted, two
5 mg tablets fasted, or two 5 mg tablets following a moderate fat
content meal.




Secondary:

» To assess the safety and tolerability of GSK 1265744 administered
as single doses of oral tablets and oral solution.

11. Clinical trial design

This was an open-label, single dose, randomized, single period, parallel
study in healthy subjects to assess the relative bioavailability of
GSK1265744 10 mg administered as either oral solution, two 5 mg tablets
fed, or two 5 mg tablets fasted. GSK1265744 concentrations following
single dose administration of solution have been measurable for 14 days
or more post dose because of the long t1/2 and the low lower limit of
quantification (LLOQ) for the assay. Therefore, this study was parallel
design instead of cross-over design requiring long washout periods
between treatments.

Subjects were randomized to 1 of 3 treatments. Subjects in Treatment C
were fed a moderate fat meal prior to dosing. GSK 1265744 was
administered in accordance with the following table:

Treatment GSK1265744 Dose
A GSK1265744 10mg oral solution
B GSK1265744 two Smyg tablets, fasted
C GSK1265744 wo Smg tablets, fed

The study consisted of a screening visit, 1 treatment period containing a
single dose and serial plasma sample collections for 5 days, and a follow-
up visit within 7 to 10 days following administration of investigational
product. Screening procedures, used to determine eligibility, were
performed within 30 days prior to receiving the first dose. Subjects
participated in the study for up to 6 weeks.

12. Main inclusion criteria

Healthy men or women between 18 and 55 years of age, with a body

[weight >50 kg (110 Ibs.) for men and > 45 kg (99 1bs) for women and

body mass index (BMI) within the range 18.5-31.0 kg/m? (inclusive).




13. Investigational medicinal product, mode of administration and
strength

A - GSK1265744 10 mg solution, oral, single dose
B - GSK1265744 Two 5 mg tablets, oral (fasted), single dose

C - GSK1265744 Two 5 mg tablets, oral (fed), single dose

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

[Not Applicable

15, Concomitant therapy

Permitted medication: 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

Efficacy not evaluated in this study.

The primary endpoints of the study included assessment of plasma
GSK 1265744 AUC(0-0), AUC(0-t), C24 and Cmax.

The secondary endpoints of the study included plasma GSK1265744 t1/2,
tlag, tmax, and CL/F.

17. Criteria for evaluation safety

Safety and tolerability parameters, including adverse events (AEs),
concurrent medication, clinical laboratory screens, electrocardiograms
(ECGs), and vital signs assessments.

18. Statistical methods

To estimate the relative bioavailability of two GSK 1265744 formulations
tollowing the same single oral dose of 10mg of each formulation, and the
effect of moderate fat meal on the single-dose pharmacokinetics of

(GSK 1265744 oral investigational tablet, log-transformed values of PK
parameters were analyzed by analysis of variance (ANOVA). This
analysis considered treatment as fixed effect. The analysis was performed
using the mixed linear models procedure within the SAS/STAT module of
the SAS system. For each log-transformed PK parameter, point estimate
and its associated 90% CI was constructed for the treatment differences
between Treatments B-A and C-B and these differences and its 90% Cls

were exponentiated to obtain the ratios of geometric least-squares (GLS)




means and its 90% Cls.

i]e}nuuraphics

19. Demographic indices of studied population (sex, age, race, etc.) A B [ Total
Age in Years, Median {min -max} 350 4.0 28.0 300
20-55 18- 52 20-54 10-566
Sex, n (%)
Female: 3 (20%) 1{79%) 5 {336} g [{20%)
Male: 12(80%) | 14(33%) | 10(67%) | a6 (30%)
Body Mass Index {BHI), Median (min - max) 2714 2512 26.28 2823
19.8-31.1 | 199-307 | 19.8-308 | 18.8-311
Height, Madian {mir - max) 1750 175.0 1800 175.0
168-185 [ 163-196 | 163-188 | 18B-196
Weight, Median (min -max) 7850 26.60 79.80 7850
80.8-103 | 676048 | 64.0-1021 | 5§7.6-103
Ethnicity. n (%)
Hispanic of Latng. 3(20%) | 2(13%) | 2(13%) | 7{(15%)
Mot Hispanic or Latino: 12¢80%) | 13(87%) | 13 (87%%) | 38(84%) |
Race, n (%)
African American/Afican Heritage 1T | 2(13%) | 7{47%) | 13(29%)
Agian — East Asian Heritage 0 0 1 {755} 1{2%)
Asian — South Exs| Asian Heritage 1% | 10% 0 7 (4%)
White — While/CaucasianfEuropean Herilage 10(67%) | 10467%; | 7{47%) 27 [60%8)
Mixed Race 0 2 (13%) 0 2 (4%)
Treatment A= 10 mg GEK1265744 Solution Fasted
Treatment B=Two 5 mg GBK 1265744 Tablets Fasted
Treatmant C=Two 5 mg GSK 1265744 Tablets Fed
20. Pharmacokinetic results Selected PK parameters are summarized below.
Treatment | AUC{0-00) | AUC{O-} Cmax Tmax? c24 t12 Tlag?
(pgbiml) | (pghimb) | {pofml) | (h) (Mgiml} | th) th)
A 624 80.1 193 1.00 068 412 0.00
{n=15) [557,706] | [538,67.0] | [1.76,211] | (0.50-200) | [0.62,0.75] | [38.1,44.5] | (0.00-0.00)
{21) 20) (18) (18) (14)
B M7 428 1.13 250 051 335 0.00
{n=15) [36.7,545] | [352,520] | [1.00,1.28] | (1.50-350) | [0.44,060] | [355,41.9] | (0.00-0.00)
(37) (38) {23) (28) (19
c 516 49.4 118 400 059 422 0.00
(=15} [464,573] | [448,544] | [1.10,1.27] | (250-6.00) | [0.53.0.65] | [38.8,45.8] | (0.00-0.50)
(19) {18) (13) {18) (15)

1. median (range)

Treatment A= GSK1265744 10mg oral solution, fasted
Treatment B = GSK1265744 two 5mg tablets, fasled
Treatment C = GSK1265744 fwo Smq tablets, fed




Median GSK 1265744 tmax was increased from 1h for solution to 2.5h for
tablets administered without food, and median tmax was further prolonged
to 4h following administration of tablets with a moderate fat meal. Median
(GSK 1265744 terminal phase t1/2 was similar across treatments at 39-42h.

The results of the statistical comparison of GSK 1265744 plasma PK
parameters are presented in the table below.

Plasma GLS Mean Ratio [90% CI]
GSK1265744 PK B/A C/B
Parameter {N=15/15) (N=15/15)
AUC(0-05) 0.716 1.15
[0.610, 0.841] [0.982; 1.36]
AUC(O-t]| 0712 1.15
[0.609, 0.831] [0.988, 1.35]
Cmax 0.588 104
[0.528, 0.655] [0.933, 1.16]
G4 0.745 115
[0.650, 0.853] 1.01, 1.32]

Treatmeni A = G8K1285744 10mg oral solufion, fasted
Treatment B = GSK1265744 two S5mg tablets, fasted
Treatment C = GSK1265744 two Smg tablels, fed

The results of the comparison showed that the oral bioavailability of the
tablet was less than the oral solution. Under fasted conditions, plasma
GSK1265744 AUC(0-0), Cmax, and C24 were lower by 28%, 41%, and
25%, respectively, following administration of the tablet compared to the
solution formulation. GSK 1265744 AUC(0-) and C24 were increased
15% and Cmax was unchanged following administration of the tablet
formulation with food as compared to administration of tablets while
fasting.

21. Safety results

No serious adverse events, deaths, or withdrawals due to AEs were
reported during this study. The most commonly reported AEs were
headache (5 subjects) and nausea (2 subjects). All other AEs were
reported by 1 subject each. More subjects receiving Treatment C reported

_|AEs (5 subjects) compared to Treatments A (1 subject) and B (2 subjects).




No severe AEs were reported. Two moderate AEs (abdominal pain and
flatulence) were reported but were not considered related to
investigational product by the investigator; all other AEs were mild in
intensity.

All AEs Treatment A | Treatment B | Treatment C Total
N=15 N=15 N=15 N=45
Any AE, n (%) 1 (7%) 2 (13%) 5 (33%) 8 (18%)
Headache 1{T%) 0 4 (27%) 5 {11%)
Nausea 1{7%) 0 1(T%) 2 (4%)
Catheter site infection 0 1(7%) 0 1{2%)
Arthropod bite 0 1{{%) 0 1{2%)
Eye injury 0 1(1%) 0 1 (2%)
Abdominal pain 0 0 1{T%) 1(2%)
Flatulence 0 0 1(7%) 1(2%)
Vomiting 0 0 1 {T%) 1(2%)
Back pain 0 0 1 (7% 1(2%)
Pruritus generalized 0 0 1{T%) 1(2%)

Treatment A= 10 mg GSK1265744 Solution Fasted
Treatment B=Two 5 mg GSK1265744 Tablels Fasted
Treatment C=Two 5 mg GSK1265744 Tablels Fed

No clinical laboratory values were reported as AEs. There were no

Grade 3 or Grade 4 clinical laboratory abnormalities. One subject had
Grade 2 total bilirubin at screening and on Day -1 during Treatment C. All
other laboratory values were Grade 1 or less. No significant changes in
vital signs or ECGs were reported during the study.

22. Conclusion (summary)

» Tablet formulation under fasted conditions showed reduced rate
and extent of absorption of GSK1265744 compared to the oral
solution formulation. Plasma AUC(0-00), Cmax, and C24 were on
average 28%, 41%, and 25% lower following administration of
tablets compared to solution, and median tmax was delayed from
1h following solution to 2.5h following tablets.

o The presence of food increased GSK1265744 AUC(0~0) and C24

by 15% and had no effect on Cmax for the tablet formulation when




compared to tablets administered in the fasted state.

o (GSK1265744 was generally well tolerated in this study in healthy
subjects, No serious adverse events, Grade 3/4 AEs, deaths, or
withdrawals due to AEs were reported during this study. The most
commonly reported AEs were headache and nausea. No significant
clinical laboratory, vital signs, or ECG values were noted.

Applicant (registration certificate holder) é Cj\f\,\_

(signature)

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

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



38iT npo xainiude BANpoGyBanHs - 1
Koa pocripxenus - ITZ111682

1. Hasga nmixapcekoro 3a2coby (3a HasBHOCTI - HOMep peecTpatiiiHoro
TIOCBi qUEeHHS)

ATIPETIO]I, Tabnetky, BXpUTI NIiBKOBOIO 060moHKOI0, 10 30 Mr

2. 3asBHHK BiiB Xenckep HOK Jlimiten
3. BHpoOHHK [Bupobunnreo Hepozdacosanoro NPOAYKTY, KOHTPOIb SIKOCTI FOTOBOro
HPOAYKTY

["naxco Onepeiinc YOK Jlimiren, mo seae misnbuicts 5x Makco Beankom
Onepefiurnc / Glaxo Operations UK Lid (trading as Glaxo Wellcome Operations)
[Ipaitopi Crpir, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ
Benuka Bpuranig

IlepBunne Ta BTOpHHKE NaKyBAHHS, KOHTPOJIb AKOCTi FOTOBOI0 MPOAYKTY,
BHIYCK cepil

Asenifa ne Excrpemanypa 3, Mo, [ug. Annesaenyepo, 09400 Apanna ne
Ilyepo, Byproc / Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Arandal
de Duero, Burgos
lenanis

4. TlpoBegeni mocnynxenHs:

v’ Tak Hi, SKIIO Hi, 06rpyHTYiTe

1) Tun nikapcbkoro 2aco6y, 3a skuM mpoBozmunacs a6o IIaHYEeThCA
peecTpais

Ulikapebkuit 3aci6 2a MOBHHM 00ChE (aBTOHOMHE AOCHE), IHIIUH NiKapChKHE
3acif, HoBa niroua peyoBHUHA.

5. IosHa Ha3Ba KIIHI4HOTO BUOPOBYBAHHS, KOIORARMUI HOMEP KJliHiYHOro
BUNPOOYBaHHs

Onropazope paHaOMi30Bane AOCTIHKEHHS IS OMIHKH BiAHOCHO!
BlofocTynHocTi ABOX Mpemaparis Ta BrnMBy ki Ha GSK 1265744 Y 300POBHX
HONOBIKIB Ta KIHOK, nocaimxenus [TZ111682

6. Paza KNiHIYHOro BUNPODYBAHHA Daza |
7. Tlepion KkninivHoro sunpo6yBans 3 |30 yepsHs 2008] — [08 cepnina 2008)
8. KpaiHwu, B sKxHX NpPOBOAMIOCA KITiHIYHE BUNPOGYBaHHS CIIA
9. Kinpkicts pocaimxysanux 45
(hakTHuHa KinBKICT Cy6'eKTiB ROCHimKe HHA: 45
10. MeTa Ta BropunHi wini wiiHisHOTO BUNpoOYBaHHA IlepBuHNI:

* Ouinuty BignocHy GlonocTynnicTs pasopoi nozu GSK 1265744 10 mr y
BUIJLAAI NEPOPAILHOTO PO3UHHY HATILECEPIE, ABOX TAGNETOK N0 5 MI

HaTecepue abo 1Box TabaeTok o 5 Mr micns npuitomy i 3 HOMIDHHM




—————————————j

BMICTOM >KHPIB.
Bropuuni:
*  Ouinurr Gesnexy Ta nepexocumicTs npenapaty GSK 1265744, mo

3acTOCOBYBABCA Y BHIMISAL PA30BHX 103 TABNCTOK A/ MEPOPAJILHOTO
3aCTOCYBARHA Ta PO3UMHY A EPOPATBHOrO 3aCTOCYBAHHS.

11. Muzaifn kiiniuHore BunpobysanHs

Lle 6yno sinxpuTe, 0OnHONO30BE, paHaOMiz0BaHE, ONHOTIEPIOAHE, apaelbHe
IOCITI[UKEHHSA 33 YHACTIO 300POBHX J0OPOBOMBLIR IS OLHKY BiTHOCHOL
bionoctynHoeti npenapary GSK 1265744 10 mr, o 3aCTOCOBYBARCA Y BHIAII
MEpOpanbHOro PoO3vKHY, ABOX TAbNETOK M0 5 Mr 3 Biero afo BOX TabneToK no 5
Mr HaTitecepue. Konnentpauii GSK1265744 nicns oqHOpazoBOro BBEAEHHS
[PO34HHY MOXKHA BHMIPIOBAaTH NpoTAroM 14 nHis 260 Ginbure mic/s BBeaeHHS
V103K uepes TPUBANMIA t1/2 Ta HUZbKY HIDKHIO MEXY KiNbKICHOTO BH3HAUSHHS
(LLOQ) ans uporo aHanizy. ToMy ue mociimkeHHs 6yno napajieibHuMm, a He
NEPEXPECHHM, L0 BUMAraN0 6 TpHBANHX NepioliB BHMHBAHHS MiX
NpoLeaypaMK.

CyG'extu 6yau panaomizosani suta 1 is 3 metonis nikypanHa. Cy6'exTis y rpyni
C nepes 103yBaHHAM rogyBaiy PKEIO 3 IOMIPHHM BMICTOM xHpy. GSK 1265744
BBOJHIH BIANOBIAHO IO HABEAEHOT HiDKYe TaBnuui:

NixysaxHa GSK1265744 [loaa
A GSK1265744 10mr po3wuH 4na nepoparnbHoro 3aCTOCYBaHHS
B GSK1265744 ggi Tabnetk no 5 mr, Harle
C GSK1265744 npi Tabnetky no 5 mr, nicns i

JlocniukeHHs CKIIananocs 3i CKpUHIHTOBOTO BisuTy, | nepioxy JIIKYBaHHs, IO
BIJTIOHAB OAHOPA30BY 03y Ta CePiHHI 300PH 3pas3KiB MUIA3MK NPOTATOM 5 1HiB,
Ta MOBTOPHOTO BI3HTY NpoTaroM 7-10 mHis micis Beegenus JOCIIKYBaHOI'O
0poaykTy. CKPHHIHIOBI NIPOLIERYPH, L0 BUKOPHCTOBYBAIHCS I BUHAYEHHSA
BIAOBIAHOCTI BUMOTraM, NPOBOJMIMCS POTArom 30 HiB 10 OTPHMAHHA HepLuoy
1034, Cyb0'exTr Gpanu yyacts y BOCTimKeHHI 10 6 THXHIEB.

12. OcHoBui KpUTEPIT BIIIOHYEHHS

3n0poBi uonosiky a6o xiHKM BikoM Bin 18 20 55 poxie, 3 Macoro Tina >50 k&

(110 dynrig) as wonosikis i >45 kr (99 (YHTIB) [UTa kiHOK Ta iHIEKCOM MacH




Tiné (IMT) B mexax 18,5-31,0 kr/mM2 (BKmo4HO).

13. HocnimxysaHuH Nikapcbkuii 3acif, crniocib 3acTocyBadH, cHIla 1ii

A - GSK1265744 pozunn 10 Mr, nepopansauif, pasosa 103a

B - GSK1265744 [Tei TabneTku 1m0 5 M, NEpopaibHO (HaTIIECEPLE), Pa3oRa
noza

C - GSK 1265744 [Ii Tabnerxu 1o 5 Mr, nepopansHo (3 npuifoMom ki), pazoBa
10323

14. Ilpenapar nopiBHAHHA, 8034, cOci0 3aCTOCYBaHHs, ¢HIa il

He 3acTocoryeThes

15. CynyTus Tepanis

JlosBoneni npenapaty: Aleraminoden y go3ax <2 rpamis Ha no6y Oye
[No3B0oIenHH. [HIUI CyITyTHI NpenapaTd MOXKYTh PO3TIANATHCA B
inauBimyansnoMy nopaaxy Menuurum monitopom GSK.

16. Kputepii ouitku edekTHBHOCTI

EdekTHBHICTb He OLIHIOBANAcA B LBOMY JOC/IDKEHHI.

(OCHOBHI KIHLEBi TOUKH JOCHIIKEHH BKIO4ai oinky GSK 1265744 AUC(0-
), AUC(0-t), C24 i Cmax y rasmi.

BTopuHHI KiHLEBI TOYKH JOCHIIKEHHs BKIIOYanu wiasmy GSK 1265744 t1/2,
tlag, tmax i CL/F,

17. Kpurtepii ouinku Geznexn

[lapameTpH Oe3I1eKH Ta MEPEHOCHMOCTI, BKJIIOYaoun nobiuni peakuii (ITP),
CYMyTHIi# npuioM Aikis, KiiHi4Hi 1a60paTOPHi JOC/IKEHH S,
enextpoxapaiorpamu (EKI') Ta oLliHKY XHTTEBO BaXUTMBHX MOKA3ZHHKIB.

18. Craructiuni MeToIH

1115 OLiHKK BiHOCHOT BiogocTymHocTi ABOX npenapatis GSK 1265744 mics
0IHAKOBOI OJIHOPa30BOl TepopanbHoi A03H 10 MI KOXKHOrO Mpenapary, a Takox#K
BILTHMBY iK1 3 [IOMIpHMM BMICTOM >XKHMPY Ha (hapMaKOKIHETHKY OJHOpPa30BOT I03H
nocimysaHoro npenapary GSK 1265744 s mepopansHoro 3acTocyBaHHS,
tor-TpancgopmMoBaHi 3HaueHHs napamerpis PK 6ynu npoananizosani 3a
TOTTOMOT 010 aucniepciiinoro ananizy (ANOVA). V upoMy adanisi JlikyBaHHA
posrnsaganocs ax GpikcoBaHHH edexT. AHaNI3 NIPOBOMBCA 34 JONOMOTCEO
npoLeypH 3MilnaHuX JTiHiHHIX Mogeneil y Momymmi SAS/STAT cuctemu SAS.

s koskroro norapudMiuHo riepetsopeHoro napaMerpa PK 6ymo no6yaorano




TOUKOBY OLIHKY Ta noB's3auuii 3 Hero 90% CI ans einMinHocTelt M
nixysatHaMm B-A ta C-B, a notim i rigMinHoCTI Ta 90% CI 6yno poskianeHo
Ha MHOMKHHMKH JUT OTPHMAHHS CITiBBiAHOIIEHHA CEPEHIX FEOMETPHYHMX
3HaueHL 33 METOAOM HaliMeHwumx xsanparis (GLS) Ta ix 90% CI.

19. Jlemorpadiuni noka3HUKH JOCHiDKYBaHOl NoMynayil (cTaTs, BiK, paca
ITOIIIO)

Jemarpadiuni NOKaZHUKK A B C Jaranom
Bik y pokax, megiaHa (MiH -makc) 35,0 34,0 28,0 30,0
20-55 19-52 20-54 19-55
Cratb, n (%)
MiHkm: 3(20%) | 1(7%) | 5(33%) | 9(20%)
Yonoeiku; 12 (80%) | 14 (93%) | 10 (67%) | 36 {80%)
IHgexe macw Tina ( BMI), meaiaHa ( 2714 25,12 26,28 26,28
MiH - MaKC) 19,9-31,1 [ 19,9-30,7 | 19,8-308 | 19,8-31,1
3pict Megiana (MiH - Makc) 175,0 175,0 180,0 175,0
158-185 | 163-196 | 163-188 | 158-196
Bara. MegjaHa {MiH - Maxc) 78,50 86,60 79,80 78,50
60,8-103 | 57,6-94,8 |64,0-102,1} 57,6-103
ETHiuHa npuHanexHicTb, n (%)
lcnaHckkoro Y 3(20%) { 2(13%) | 2(13%) | 7(16%)
NATMHOGMEPUKAHCEKOMO NOXOMKEHHS:
He icnacbkoro uu 12 (80%) | 13 (87%) | 13 (87%) | 38 (84%)
NETMHOBMEPUKEHCHKOTO NOXOKEHHS:
Paca, n (%)
Adpo- 4(27%) | 2(13%) | 7 (47%) | 13(29%)
aMEPVKaHCLKOro/agypyKaHCHLKOro
MOXOMKEHRA
AsiaTcbike- cXigHoa3iatchkoro 0 0 1 (7%) 1 (2%}
MOXOMPKEHHS
Asiatcuke- MiBneHno-CxigHe Adificeke | 1(7%) 1(7%) 0 2(4%)
MOXOLPKEHHA
Binowkipi/eponeiicbkoro noxomkennal 10 (67%) | 10(67%) | 7 (47%) | 27 (60%)
3miliaHa paca 0 2(13%) 0 2(4%)

TNikyBaHHa A= 10 mr GSK1265744 PoaunH Hatule
Tikyeanna B=[gi Tabnetiu no 5 mr GSK1265744 HaTwe
Nikysanua C=[gi TabneTiu no 5 mr GSK1265744 nicna i

20. Pesynpratt edreKTHBHOCTI

Bubpaui napamerpH PK nigcymosani nimkue.




Nlixyeanur | AUC(0-) | AUC(0-t) | Cmax Tmax1 c24 tii2 Tlag!

(mrkr. rog/mn)| (mT. (mkrimn) | (rop) (Mkrimn) | (rog) (rog)
roamn)

A 62,4 60,1 1,93 1,00 0,68 41,2 0,00

(n=15) [55,7.70,0] |[53967,0] | [1,76 2,11] | {0,50-2,00) | [0,620,75] | [38,1, 44,5] (0,00 -0,00)
(21) {20) (16} (18) {14)

B 447 42,8 113 2,50 0,51 385 0,00

{n=15) [36,7.64,5) |[36.2562,0] | [1,00,1,28]] (1,50-3,50) | [0,44. 0,60]| [35,5, 41,9] (0,00 -0,00)
(37) (36) (23) (29) (19)

c 51,6 494 1,18 4,00 0,59 422 0,00

{n=15) [464 57,3] |{44,854,4) |[1,10,1,27]) (2,50-6,00)  [0,53. 0,65] | [38,8 45,8] | (0,00-0,50)
(19) (18) (13) (18) (15)

1. MepiaHa (aianaacH)

Nivysans A = GSK1265744 posyuH AnA nepopansHore 3actocyserka 10 wr, Hamnye
Nixysanna B = GSK1265744 ngi 1abnetiu no 5 Mr, Hatwe

Nixysauna C = GSK1265744 ppi Tabnetkm no 5 mr, nichs ik

Cepenniii GSK1265744 tmax 36inburyeanaca 3 1 rox jyis posuuHy ao 2,5 roa
111 TabneTok, AKi npuiimanu Ges ki, a Meniana tmax me Ginbine
noAomKyBanacs 10 4 roa nicig npHioMy TabneTok 3 DKeto 3 MOMIPHHM BMICTOM
prupy. Meniana kinuesoi dazu t1/2 GSK 1265744 Gyna noni6Holo y BCIX rpynax
niKyBaHH4 i cranoBuNa 39-42 romuun.

Pe3yibTaTH CTaTHCTHYHOTO NOpiBHAHHA NnapameTpis PK mnasmu GSK 1265744
npeacTaBiieHi B Tabnuili HibK4e.

Mnazma CepegHe cnissigHowenns GLS [00% CI
GSK1265744 PK Napawerp BIA (N=15/15) CIB (N=15/15)
AUC(0-0) 0,716 1,15
(0,610 0,841] [0.982.1,36]
JAUC(0-) 0712 1,15
[0,609 0,831] [0.982.1, 36]
Cmax 0,588 1,04
10,528 0,655 [0,933.1, 16]
C24 0,745 1,15
{0,650 0,853] [1,01, 1,32]

Tiysana A = GSK1265744 posyuH ans nepopanbioro 3acrocysaks 10 Mr, HaTye
Nixysauun B = GSK1265744 ggi Tabnetry no 5 mr, wamue
Nikysanun C = GEK1265744 ngi Tabremon no 5 mr, nicns ixi

Pe3ynbTar# 1OpiBHAHHA MOKa3aNH, o nepopanbHa GioaocTynHICTh TabaeTKH

Oyna MEHINOI0, HLK MEPOPANBHOro PO3uHHy. 3a ymos Hatmecepue AUC(0-00),




Cmax ta C24 GSK 1265744 y rwnasmi kposi 6ynu HmkunMu Ha 28%, 41% ta
25% Bignosizno nicna npuitomy TabneTky NOPIBHANO 3 IpENapaToM y dopmi
posunny. GSK 1265744 AUC(0-0) Ta C24 6ynm 36insiueri Ha 5%, a Cmax
OyI1a He3MIHHOIO MicnA NpHiioMy TabneToBanol opMu 3 HKEIO 1OPIBHAHO 3
MpUHOMOM TabeToOK HaTwecepLe.

21. PesyneraTi Ge3neku

[Tin 9ac uporo AOCTIMKEHHS He MOBIAOMIANOCH PO cepifosHi HeGakaHi ABHILA,
meTaibHi Bunazaxy abo BUIanKkH BiAMiHH yepes nobiuni peaxuii. Haliuactiwe
MOBIZOMIIUIOCH MPO TaKi HeGaKaHI ABMLIA, K FoJIoBHHIT 6ink (5 0ci6) Ta HYAOTa
(2 oco6u). I[po sei inwi noGiuni peakuii noBizoMumM no 1 KocaimKyBaHoMy.
Binblile nawiexTis, AKi OTpUMyBanu flikysanHs C, MOBIIOMHIM Mpo MOGiuH
peakuii (5 oci6) nopiBHARO 3 MalieHTaMH, s1Ki OTPHMyBATH NiKyBaHHA A (1
ocoba) Ta B (2 ocobu). IMpo Tsoxki nobiuni peaxutil e nosigommsiocs.
[osimommsnocs npo asa nomipHux sunanxy TP (6ib y sxMBOTI T2 MeTeOpH3M),
e DOCNIAHHK He BRAXAB X MOB'I3aHHMH 3 HOCIIKYBAHUM TPOJYKTOM; BCi
imi TP Oysid nerkuMu 3a iHTEHCHEBHICTIO.

Yei NP NikyBanua A NikyBanua B NikyBanua C 3aranom
N=15 N=15 N =15 N =45
Bynp-aka NP, n (%) 1(7%) 2(13%) 5(33%) 8{18%)
Mongstuii Bink 1(7%) 0 4 (27%) 5(11%)
Hygota 1{7%) 0 1{7%) 2 (4%)
IHchexwin Micus BCTAHOBNERHA 0 1(7%) 0 1(2%)
karetepa
[YkyC UneHucToHomx 0 1{7%) 0 1(2%)
NowkomxerHn cush 0 1(7%) ] 1(2%)
Birk B xuBOTI 0 0 1(7%) 1(2%)
Meteopuam 0 0 1(7%) 1(2%)
Briosanhs 0 0 1(7%) 1(2%)
Binb y cnuHi 0 0 1{7%) 1{2%)
Coepbix renepanizosaxui 0 0 1(7%) 1(2%)

TNixysarka A= 10 mr GSK1265744 Poauut HaTuwe
Tlikysanra B=[lgt rabriemiot no 5 mr GSK1265744 watuwe
Nixyaanna C=/]gi Tabnetku no 5 mr GSK1265744 nicns i

[1po sxonui knidiuHi nabopaTopHi MOKAa3HHKH He MOBIAOMIANOCS AK PO MOGIHHi
peaxuii. Kninivnux naGoparopuux sigxunens 3 abo 4 ctynens ne 6yno. B
OIHOr0 narlieHTa 3aranbhuii 6inipyGin 6y 2 cTyneHs nia Yac CKpUHIATY Ta B
mesb | nin vac nikyeanns C. Bei inmui naGoparopsi nokasuuxu 6ynu 1 crynens

abo menure. ITin yac nocnimkenns ne 6yno 3apeecTPOBAHO KOAHUX 3HATHUX




BMIH JKUTTEBUX MOKasHUKIB abo EKI .

22. BUCHOBOK (3aK/THOHEeHHS )

e TabneroBanuii npenapar 3a yMOB 3aCTOCYBaHHs HaTIeCeplie MOKa3ap
3HWKEHY IIBHIKICTh Ta CTYNiHb BeMokTyBanHs GSK 1265744 nopiBHsiHO
3 Npenaparom JUisl MepopaibHOro 3aCTOCYBaHHs Y BHIUISAI PO3UMHY LIS
nepopaneHoro 3actocyBaHHi. AUC(0-o0), Cmax i C24 y nnasmi Oy B
cepeHboMy Ha 28%, 41% ta 25% HWKYMMHM micns npuitoMy TabieTok
MOPIBHAHO 3 PO3UMHOM, a MefiaHa tmax BigcTasana Big 1 roa micins
po3uuHy 10 2,5 roa nicis npuidomMy tabieTox.

e [lpucytnicts ixi 30utburyBana AUC(0-o0) i C24 GSK 1265744 na 15% i
He BruiMBaia Ha Cmax ans TabneroraHoi GopmMH MOPIBHAHO 3
TabneTkamu, SKi NpUHMau HaTLecepLe.

e GSKI1265744 3aranom n00pe nepeHOCHBCSA B LIbOMY JOCTIIZKEHHI
3n0poBrMH cyb'exktamu. [T yac LpOro n0c/iKeHHs He NOBIIOMIIAIOCH
npo cephosni nobiuni seuwa, [P 3/4 ctynens, netanbHi Bunaaku abo
BMNAAKH BiaMinu BHacaisok [TP. Haiyacriwe nosizomisiocs npo
ronosHi 6osni Ta Hy0TY. ZKOAHMX 3HAYYLIMX KIIHIKO-1ab0paToOpHHX,
JKUTTEBO BAMKJIMBUX NoKasHUKIB abo nokazuukis EKI He BigmiueHo.

3asBHUK (BIACHUK PEECTPALIIHHOIO NOCBIAYEHHS)

(rianuc)

Kapen ['peitrkep (Karen Grainger)
Biue-npesuaent, KepiBHuK Bi/1iTy HOPMATHBHO-TIPABOBOTO PEry/IKOBaHHS

BiiB Xenckep (ViiV Healthcare)

{Ilopsoox Oonosneno nosum dooamrom 30 32iono 3 Haxazom MO3 Vipainu Ne 1528 sio 27.06.2019 }

Iepexnan BuKonas:

MeHeKep 3 peryisTOPHUX MUTaHb Ta peecTpaiii
TOB I'nakcoCmitKnsiin @apmacetotikanc Ykpaina

Mapuusko Jlronmuna




3BiT npo kAiRivHe BUNpoGyBanus - 4
Kon mocnimxenns - LAI116815

1. Ha3ea nikapcrkoro 3aco6y (3a HasBHOCTI - HOMep
peECTpaLifHOro MOCBIMueHHs)

ATIPETIO]I, Tabnetku, Bxputi ntiskoBoio 06010HKok0, 10 30 Mr

2. 3asBHHK

BiiB Xenckep IOK Jlimiten

3. BupobHuk

BipOGHHUTEO Hepo3(acoBaHOro MPOIYKTY, KOHTPOIBL IKOCTi FOTOBOTO
IPOTYKTY

["naxco Onepeittre FOK JliMiTen, uio sepe misuibHicTs ax nakco Bennkom
Onepefiwnc / Glaxo Operations UK Litd (trading as Glaxo Wellcome Operations)
[Ipaiiopi CrpiT, Bea, SG12 0DJ/ Priory Street, Ware, SGI2 0D

Benuka Bpurtanin

[lepBHHHE TA BTOPHEHE NAKYBAHHHA, KOHTPOJb IKOCTi FOTOBOIO MPORYKTY,
BRITYCK cepil

AseHina ae Excrpemaaypa 3, ITon. Ing. Annennenyepo, 09400 Apanna ne Oyepo,
Byproc / Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero,
Burgos

lcnanin

4. [Tpoeeneni pocnimxeHHs:

v Tak Hi, AKINO Hi, 0GrpyHTYiiTE

|) Tun nikapcbkoro 3acofy, 3a AKHM nposoaunacs aGo
IAHYETLCE peecTpatlis

Ulikapcokuit 3aci6 32 NOBHUM 1OCHE (aBTOHOMHE LOCE), HILHH Nikapcbkuii 3aci6,
HOBA Jil0Ma PeUOBKHA.

5. IloBHa Ha3Ba KAIHIYHOrO BUMPOGYBaHH, KOXOBAHHL
HOMED KTIHIYHOTO BUNpoDyBaHHA

OnHoueHTpoBe, paHNOMi30BaHe, BiAKPHTE AOCTIDKEHHS IS OUIHKY BLIHOCHOI
biopoctynHocti HoBux mpenapatis GSK 1265744 LAP ¥ 3I0pPOBUX 10POCIIHX
cyO'exTis, nocnimxenns LAI116815.

6. ®aza ininiuHoro BunpoByBaHHs Daza |

7. Ilepioa kaiHivHOrO BUNMpPOOYBaHHS 3 [14 ciuns 2013] — (21 keitna 2014]
8. Kpainu, B sKMX MpoBoAMIOCS KIikiyHe BunpoGyBanua |CLUA

9. Kinpkicts pocnimysanux 45

(akTHYHA KinbKicTb cy6'exTiB focnimkenus: 43




10. Merta Ta BTOpHHHI LI KNIHIYHOTO BUNPOOYBaHHS

'l'[epmmﬂi:

* Ouinuty BianocHy 6iogoctynuicts ( RBA) aBox HOBUX ¢opmM npenapary
GSK1265744 400 mr nponourosanof aii ( LA) ans naperTepansHoro
BBE/ICHHA BHYTPILtHBLOM 23080 ( IM) y mOpiBHSHHI 3 MOTOUHOI GOPMOI0
npenapary (po3mip yactutok 200 M)

Bropnuwui:

*  Ouinury Gesneky, nepeHockMicTs Ta hapMakoxinetniy { PK) nepopanbhoro
3acTrocyBanta npenapary GSK1265744 y 3noposux 1o6poBobLiB.

* OuinnTu Gesnexy Ta nepeHocumicts 3 npenaparie GSK 1265744 LA, mo
BBOAATBCS OAHOPa3080 B 1031 400 Mr BHYTpiLIHLOBEHHO.

» Hocninutu norenuian GSK 1265744 wono inriGypanns abo ingyxuii
(epmenTis urToxpomy P450 3A (CYP3A) 3 BUKOPHCTAHHAM MiJazonamy Ak
cybeTpary-30HA2 MICNs NEpPOPaNbHOTO BBEAEHHS NOBTOPHOT 403U
GSK1265744. '

* Ouidutu RBA aktiBrOT ¢apmauesTryHOT inrpenienTa (API) GSK 1265744
400 mr LA (poamip uacrunok 200 HM) B moTouRii opMynswii 3 mapupyty D
Ha MapuipyT C 3a nonepeaHiMH iCTOPHYHUMH NRHUMU.

11. Nu3aiis kniHivHOro BUnpobyBanHs

Lle 6y10 oanouenTpose, paHaoOMizoBaHe, BIRKpUTE AOCTIKEHHS 3 3 napanensHHMH
KypCaMH JIKYBaHHA 3a YHaCTIO 3H0POBHX AOPOCAHX cy6'ekTis ans ouinkH RBA 2
Hoerx popm GSK 1265744 (744) upononropanoi aii (LA) 400 Mr Y MOPiBHSHHI 3
notouHow gopmoto 744 LA 400 Mry Burisai Hanomenenoro npenapaty. [Totounuii
npenapar, npenapart A, 6ys 200 um HarotdpesepoBanum npenapatom, npenapar B
(TectoBuii npenapar) 6yB OTpUManHiT LIAAXOM HaHodpesepyBaHus i MaB npUGAH3HMIL
CcepelHiif poamip 4acTHHOK | MKM, a nipenapat C (TecToBuit npenapart) Oyn
OTPHMAHUI{ 32 TONOMOroI0 Npollecy CyXoro ¢pe3epyBaHHs Ta FOMOreHisauii i Ma
cepefitii po3mip HacTHHOK npu6nK3HO 5 MkM. Ha 28-# nen YYaCHHKH po3moyani




14-neHHui nepopanbHHit BCTYIHWIA Nepion y mosi 30 mr Ha 106y. Merow nepiony
[€POPAILHOTO BBEACHHS OYJIO 3B€CTH 10 MiHIMYMY HMOBipHICTb BHHHKHEHHS
HenepeadavyBsaHol peaxuii rinepyyTIHBOCTI 0 ipenapary NiJ uac npuitoMmy ao3u 744
LA. [licas [4-nennoro nepiony susenenns cy6'extu 6ynn paHzomizoBaui A4
OTPUMAHHA 011HOTO 3 3 744 npenaparip no 400 Mr BeyTpitEEoM'a3080 ( IM).
Cy0'eKkTH 3annanucsa B AOCTIAHHUBKOMY BifUIINIEHH] IOHaMeHIe 4 rOIMHH michs
BBEICHHS JI03H NOCIIXKYBAHOTO Npenapaty i eiadopy pazkis PK Ta oninku
Gesnexu. CyG'eKTH OBEPTATHCS 0 JOCALAHHIBKOIO miapo3iny ans BiaGopy 3paskis
PK Ta oninkH pe3ynbTaTis JOCHIMKeHHS, SK omucaHo B Tabnuui «Uac i nogii».

1151 LBOTO AocnimxeHHs 6o 06pano 3-0X KOrOPTHH Au3alin JOCTimKeH A
NapanenbHoro 1iKyBaHHS 4epe3 TPHBaNuii nepios HaniBBUBeneHHS 744 LA. 3pazku
QU BUSHAUEHHS 744 KoHLeHTpauii 6y 3i6pani npotarom 12 THXKHIB mics jn'ekui,
IO 3pOGHIIO MH3AHH NePEeXPECHOro AOCTIMKEHH MEHL KHUTTEIAATHHM. Cy6'exTi
POXOANIIH NabOPaTOpPHY OLIHKY Ge3neku NpoTaroM 52 THXHIB nics in'exuii 744 LA
[M.

ITix yac nepopansHOro BBIAHOTO nepiony 6y10 npoeseHo cyOaociKeHHs A
BMBUCHHS NOTeHUiNy 744 MOA0 npurHivenns abo inAykuii akTHBHOCTI LUTOXPOMY
P450 (CYP) 3A 3 BUKOpUCTAHHAM Mifa305iaMy B SKOCTI 30H/1a (rpyna 1). CyG'extn
OTPUMYBAIIH OIHOPA3OBY IIEPOPaNEHY 103y 3 MI Midazonamy BpaHUi Ha 29-i aeHs,
NICiTst HOro npoTAroM 24 rofiHH MPOBOAUBCA CepiiiHuil 30ip PK. Tlotim cyQ'exTH
OTpUMYBAJIH NEpopanbHy 103y 744 30 mr oaun pas Ha 106y (QD) npotarom 14 guis i
NOBEPTANKCA A0 AOCTIAHHLILKOrO MiApo3niny Ha 16-if neus. Ha 15-H neHs cy6'ekram
BBOAHIIH Pa3oBy 103y 30 Mr 744 3 nonansuinM 24-roqUHHNAM CepiiiHMM BBEJEHHAM
PK. Ha 14-ii neHb cy6'exTaM cninbHo BBOIHIN MigasonaM + 744, nicns yoro
MpoTAroM 24 ronvH 3acTocoyBany cepiinuit P, Bei cy6'exrn npoHwny 14-1eHHuii
rnepiog BUMUBAHHS epes Io3yBaHHAM [M.,

12. OcHOBHIi KpHTEpIT BKIIIOUEHRA

Y Rocaimrenni 6pany ydacts 300posi 0cobH %0I0BIuOT a60 HKIHOUOT CTAT] BIKOM BiJ
18 10 65 poKiB BKAIOUHO 3 iHAEKCOM MacH Tina ( BMI) B Mexcax Bix 18,5 10 31,0
Kr/M2 (BKMIOYHO).




13. Nocnizxysanwnii ikapchkuit 3aciG, cnoci6 3acTocysanns,
cuna aii

Ynpapaigas Jikysanaam:

JIikyBaHns B pochigeHni

Haiimenysaun| [lepopansua GSK 12657 GSK 12657 Mizazonam
A Aikapebkroro| GSK1265744 44 44
3acoly: GSK126574| cycniensia | cycnensia

4 cycrienzis ons st

s iR'ekuii| iH'exuii | inexuiti

Jlixysauus | Jlikysanns | Jlikypanus

A B C
Ulikapceka  [Ta6nmerku in'exuia Cupon
opna:
Cuna(u) 30 Mr 400Mr GSK 1265744 3 Mr
OANHHYHOT Koxen dnaxon mictuts 1,5 Ma
IRo3K/piBeHb{U cycnensil 200 mr/mn GSK 1265744
JO3YBAHNS:
Cnocio BactocoeysatH |BuyTpiwss (BeyTpimus [BuyTpinnes [Nepopansha/pazosa
3aCTOCY BAHHS [MePOpanbHO, (oM'A30Ba  |[OM'saoBa  |oM'A30Ba  (nO3a
‘Moanposka/T [onuK pas Ha  [in'ekLiis IEEARIE: iH'ex1ia IBBOAKTH 3a
puBanicTs:  [noOy ONIOMOroL
MepopanLHOro
MpHLA.

BraziBixu Mpuitmarote  [Cycnensis Vertex, gaakon ua 20 LHnpuL npOMHEBAETHCH
U010 BHYTDIIUHBO, [CEKYHA OAS PecycreHnyBaHHs MIHUETOM 3 5 MJT BOAH,
BACTOCYBAHNA (O/JIMH pa3 Ha  (ocaay. 3auekalite, noku makonn (o6 3afesneduTu

nikapesroro |neHs spanui

OXO0JI0HY'Th, @ NMOTIM 34 J0IIOMOT0H0

BBEACHHS BCi€l 034, 4

3acofy: mif qac abo Gezpumpuia Habepite Keobxiguuit 06'eM frakox nopaTkoro 230
. cycneusii AnA BHYTPIWIHBOBEHHOT  |MJ BOAH. 3arannua
HIKANTH KinbKiCTE BOAK
[TOBHHHA CTAHOBHTH
240 mn 3 GSK 1265744
a0 Be3 HeOro.
Onuc bina abo binaao  |binaabo |BimaaBo |cupon
30BHIIIHBOTO [Maitxe 6ina  [smerka 3Jerka 3erKa
BHIIIARY: ORANbHA abapenena zabapenena haGapeiena
rabneTka cycneHsia__ [cycnensiz  |eycnensia
Bupofuuk/ GlaxoSmithKline [KomepuiiiHo moctynai
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xepeno
BAKYIIBAI:
Cnocio [To onwiii [HCeTpyxUIT ono iHauBinyansHoro  Kminiuuuii caliT ana
inpusinyaniza rabnerui 30 MrininGopy mosu aue. y Kepirnuirai 3 |npuabanus
iy OIMH Pa3 HA  |TPOBENEHHA AOCHLIKEHHS. KoMepLiiiHoro
nosyeanan:  |noby NPOAYKTY
Homep cepif [Homep mapril: 122368821 122369072 122369871 [NDC: C0054-3566- 99
122369990 Homep maprii:
CEPLA Ne: u/n, 260886A
Bxinmsnit
HOMEp cepil:
122369164
14. Tlpenapat nopiBHAHHS, 1033, CNOCIG 3CTOCYBAHHA, CHAA HIT

15. CynyTus tepania

JTossoneni npenapary: [Tapaueramon y o3ax <2 I/AeHs J03B0JEHO BHKOPHCTOBYBATH
Gy /Ib-KOJlM NPOTAroM AOCHILKEHHs. [H CynyTHI MpemapaTn MOXyTh PO3IIIALATHCS B
KOKHOMY KOHKPETHOMY BHMEAKY AOCTIAHMKOM Ic/q KOHCYIbTalii 3 Menuunum
moHiTopoM GSK.

Ilo3Boneni npenapaty mic/as xo3u 744 LA

CynyTai npenaparu (peuentypui Ta 6espeuenTypHi) MPH3HAYANHCA TIIRKH 33 MEAHYHKMH
NMOKA3AHHAMH MiA 4aC ROCAIAKEHHS (32 BUHATKOM 3a60pPOHEHHX MPENAPATIB, OMHCAKUX ¥
posaini 9.4 INporokony). Bei cynyThi aiku, npenapaty kposi ta BAKLHHH, NpHIHHAT nig
Hac NOCNiEKeHH s, OyH 3anHcaHi B eNeKTPOHHY QopMY 3BiTY 1po BHNAOK 3aXBOPIOBAHHS
(eCRF) is 3a3HauennsM pat npuitomy.

16. Kpurepii ouinku edexrusrocTi

EdexTupHicTb He OLiHIOBANACA B LIEOMY XOC/ WKEHHI.
[lepBuni:

* [lnowa nia kpusow «koHUeRTpauis-9acy y nasmi kposi GSK 1265744 gia Hyns
(monepeata nosa) 1o 12-ro TukHs y cy6'eKTa pH BCiX BUgax nikyBaHHA (AUC[0-
wk12]), konnenTpanis, mo cnocrepiracthea 5a 12-My Tikni (Cwkl12), 1a
MaKCHMallbHa KOHLEHTpaLllis, 1o cnocTepiracthea (Cmax).




BropuHHI:

[Inoma mif KpHBOIO «KOHUEHTpauis-4ac» y nnasmi kposi GSK1265744 sin
HY/ILOBOTO Yacy (MONepeiHs £103a), eKCTPanoibOBana A0 HECKIHYEHHOro Yacy
(AUC[0-00]), riowia nig KpuBOIO KKOHIIEHTPALIiA-4ac» Bill HYJILOBOrO 4acy
(nonepenns 403a) A0 4-ro THXKHA y cy6'eKTa Ipa BCiX BHAAX NiKYBAHHS (AUCJ0-
wk4]), KoHLeHTpauis, wo crocrepiractses Ha 4-my TikHi (Cwk4), nowa nia
KPHBOIO "KOHLEHTpallis-4ac” Bill HYILOBOTO 3HaUeHHs (OMepPeaHs J1033a) 10 8-10
TIOKHA 715 BCix BrAip nikysanus (AUC[0-wk8]), koHLeHTpauis, 1o
criocrepiracThes Ha 8-My Tiokui (Cwk8), nepiof HaniBBUBENEHHS 3 TEPMIHATBHO
dasu (t¥2), vac mocarnenns Cmax (tmax) ta yssuuii wipenc (CL/F) nicas
npuitomy LA-a03H.

AUC(0-wk12), AUC(0-wk4), Cwk12 ta Cmax nstasmu GSK1265744 nicnsn
seefeHHA 400 MI BHYTPILUHEOBEHHO (Hepo3lennernoro) y 3- Ta 8- xoroprax
gocnimxerns LAI114433 naa icTopruHoro KoHTponio Matepiany uusxy C.

ITnolla Nix KpUBOIO «KOHUEHTpauis-uacy nnasmn GSK 1265744 B intepani
nosyeanns (AUC[0-tau]), Cmax, t¥2, tmax Ta CL/F nicins nepopansHoro
sacrocysanus GSK 1265744 y nigrpyni Migazonamy.

[MTnasmosa AUC(0-w0), Cmax, nnowwa nia KpUBOK KKOHUEHTPaLis-uac» Bil
HYABLOBOrO yacy (nepeano3a) 10 OCTAHHLOrO 4acy KiNbKICHOTO BU3HAYCHHS
KOHLEHTpanil y cy6'exTa npu Beix Buaax nikysauHs (AUC[O-t]), t1/2, vac
3aTPHMKH JI0 CTIOCTEpEsKeHHs KOHUeHTpalii npenapary B Matpuui (tlag), tmax,
gincorox AUC(0-c0), oTpumanuii uuisxom exetpanonsitii (Y%eAUCex), ta CL/F
Mina3onaMy nicis nepopaibHOro 3aCTOCYRAHHA Mia30NaMy OKPeMO Ta B
xoMBiHaLii 3 nepopasibHuM 3acTocysanHaM GSK1265744.

7. KpuTepii oUiHkH Oe3nexH

TMapameTpy Ge3MEKH Ta NEPEHOCHMOCTI, BIITIOYAKOUH Nobiumui peakuii (TTP), cynyTHi#
npuiiom Nikis, kniniuni naboparopui nocaimketHs, enexkrpokapaiorpamy (EKI) Ta ouinky
KMTTEBO BRKIHBHX MTOKa3HUKIB.

18. CraTHCTHYH] METOAH

Po3mip BuGipki B 45 oci6 Ans oTpUMatiHg WoHaliMerme 36 Cy6'exTiB, AKi NiAIAraioTs
ouitioBaHHto, GyB o6panuit Ha ocxoBi BapiabenbHocti 744 cy6'ektis, wob sianosinati
uissM gocninxenns. Ha ocosi ganux interpasu GSK364733, Bnepiue OTpHMaHHUX Y




[OCHi ke H] Ha JIONSX, BHYTPillHbocy6'ekTHA BapiaGenbhicts CV% mwig AUC
Migazonamy (0-oo) crarosmiia 15%. 3a Takoro npumnymesHs, 12 cy@'exrie 3abe3neunny
Glnew Hik 80% TOTYKHOCTI AN BIIXUAESHHS NBOX OAHOCTOPOHHIX TECTIB | BHCHOBKY, 110
744 ne Bonueae ga AUC(0-0) a6o AUC(0-t) minasonamy.

AKi0 He BKa3aHO iHIE, ONMCOBI 3BEEHHS BKIIOYATH N, CEPCIHE, CTAHAAPTHE BIAXHICHHS.
(SD), koedinienT Bapiauii (%CV), MeaiaHy, MiHiMyM 1 MaKcuMyM, CEpEeLHE N'eOMETPHYHE 3
BiNNOBinHEM 95% noBipunM intepsanom (CI) i Mixcy6'ekTHu CV (%CVDb) nna
GesnepepBHUX 3MIHHMX, TOAT SIK N | BIACOTOK BUKOPHCTOBYBAMICS AK 3BEAEH] CTATHCTHYHI
MaHi s kareropiiinkx suminnmx. Jaui 3 6esneku 6yin npeacTasnesi B Tabnuunomy Talabo
rpaciyHomy dopmari Ta ysaranbHeHi B OnHCoBil hopMi BimMOBIAHO 10 CTaHAAPTIB
[HTerpoBaroi 6iGnioTexy craknapris ganux GSK (IDSL). Ha ocHoBi nannx npo
KOHLEHTpaLito-4ac y miasmi kposi 6y BusHaveHi HacTYNHI napametpy PK, Hackinsku
e N03BONAIOTH Aaui: Cmax, tmax, AUC(0-t) i AUC(0-w) i t%, Takox CL/F.
DapmakokineTrnuHi Aauni Gynu npencrasneni y rpacdiunii Ta/aGo Tabnuaniil dopmi Ta
y3aranbheri onucoBo. JIna koxHol nepBUHHOI KiHuesol Toukn PK Gyin nobynosari
TOUKOB] OLiHKH Ta BiANOBiAHi 90% CI A BiAHOLIEHHA CEPETHLOrO reOMETPHIHOTO
BHAYEHHS NOCHIDKYBAHOTO JIiKyBAHHS IO CEPEAHBOrO NFEOMETPHYHOTO 3HAYECHHA
pedepeHTHORO NlikyBanHs, y(nocibxysane)/u(pedepentye).




19. emorpadiuni noxasHUKH JoCHimKyBaHoT nonynawii JleMorpaciuni nokasuky

(cTaTb, Bik, paca, TOLIO)

[KinbkicTs yyachukie

Mbz 744 744 NM200 |NM1mkm| DM 3aranom
(N=12) | nepopa- |nepopans-| HmM 5nm {N=43}
NbHAA | HUi + MDZ
{N=43) (N=12) | {N=13) | (N=12) | (N=13)
emorpacivui gavi MDZ 744 744 NM 200 HM DM 3aranom
{N=12) | nepopa- |nepopant-| HM 1 MKm 5 MM (N=43)
NbHUA | e+ MDZ
(N=43) (N=12) (N=13) | (N=12) | (N=13)
Bix {pokig). CepeiHe svayerns | 35,3 348 353 35,6 373 320 s
(SD)
(13.72) | (13,16) | (13,72) | (1287) | (14.76) | (1283 | (13.16)
Crars, n (%)
K iHKM: 4(33) | 8(19) 4(33) 4(31) 0 3(23) 8(19)
Honosiku: B(67) | 35(81) 8(67) 9 (69} 12 10(77) | 35(81)
(100)
BMI (kr/m%), CepefiHe aHavennn | 24,72 2544 24,72 26,62 24,99 2523 2544
(SD) (2508) | (3.271) | (2508) | (2852) | (2.717) | (3660) [ {3.271)
ETHiuHa npukanexHicTs, n (%)
[enanceKoro Yu 0 2(5) 0 0 ¢ 2(15) 2(5)
TaTHHORMEPHKAHCLKOrO
NOXOAKEHHS:
He icnancsxoro 12 41(85) | 12{100) 13 12 11(85) | 41(95)
NaTHHOAMEPUKSHCHKOTO (100 (100) (100}
NOXOMKEHHS;
Paca, n (%)
Adpo-amepukaHesKorof 2(17) | 10(23) 2017 3(23) 1(8) 4(31) 10(23)
l2hpMKAHCHKOrO NOXOMKEHHS
Binoiwxipi - 10(83) | 33(77) | 10(83) | 10(77) [ 11(82) 9 (89) 3N
Binotukip/ Eeponelickkoro
NOXOMKEHHs

TNixysana: 744 Nepopanbio=GSK12657448 30 mr PO 14-genna P 744 Mepopansto+MDZ=GSK1265744B 30
mr PO+ Mipasonam 3 mr; MDZ=Migasonam; NM 200 nm=GSK1265744A 400 mr HaropoauvHuwii 200 kM LA 3
BUKOPHCTaHHAM HOBOTO ciocoby 3acTocyearmA AP (criocif 3acTocyeanna D); NM 1 mkm=GSK1265744A 400 ur
HaHopoasiueMii 1 mKmM LA 3 BUKCPHCTAHHAM HOBOTO Cnocoby 3actocysaHHsAP (cnocib 3actocysanms D);

DM 5 mxn=GSK1265744A 400 mr Cyxe noppi6HesHs Ta romorenizatia 5 mxm LA 3 BMKOPUCTaHHAM HOBOO
cnocoBy 3acTocysanna AP {cnocif sactocysasms D).

20. PesynbraTi edekTHBHOCTI

[Tapametpu PK micns nepopansHoro Ta BHYTPILIHEOBEHHOrO BBEAEHHA KOXHOrO 3
npenaparis 744 LA HaBeneni Huxye:




[Peatome papMakokieTHHHHX NapaMerpis miaisy 744 micna nepopaiLHOro 3acTOCYBAKHA 2031

Jikysanns n Cmax? AUC(0-)* CL/F* tmax"

{mxr/mur) {MKr. roa/ma) (n/roa) (rom)

744 12 7,01 120 0,25 2,00
PO (23) (25) {25) (1,00-4,00)

a. cepenHe reometpuute (CV9%)

b. Meniana (atanason)

Pestonre hapmaxokineTnanux mapamerpis naasmu 744 nicnn IM 3acrocysanus Rozu

Jlikyranus - noroune pochimsennn. LAIT16815 | Docnigxennn
LAI114433
Iapamerpu PK
Koropra3Ta §
NM 200 um NM I MM DM 5 MM NM 200 um

{(n=13) (n=12) (n=13) (n=14)
AUC(0-c0) 2664° 27117 2313+ NR
(MKr. rog/m) 20 (28) (18)
AUC(0-wk4)? 427 537 331 290
(mxr. roa/mim) (118) (132) (121) (46)
AUC(0-wk8) 905 1053¢ 634 HI
(Mxr, roa/mn) (94) (107) (103)
AUC(0-wk12) 1266 14354 8§93 953f
(Mxr, roa/mm) (71) (85) (85) (54)
Cmax® 0,91 1,27 0,70 0,70
(mrr/mn) (1o (131) (121) (55)
Cwk4? 0,77 0,80 0,50 0,48
{MKr/MT) (108) (100) {110) (55)
Cwkg? 0,56 0,58¢ 0,38 HI
(MEr/MT) (51) (72) (68)
Cwk122 0,32 0,324 0,31 0,49¢
{MKr/Mm) (71) (81) {49) (61)
CL/F? 0,15¢ 0,15¢ 0,17¢ NR
(a/rox} (20) (28) (18)
t1/22 371° 421¢ 615* NR
{rom) (40) (26) 29
tmax? 28,00 10,60 21,00 69,00
(muis) (4,00-84,1) (2,0-56,9) (4,0-84,0) (2,0-213)




cepeaHe reomerpryne (CV%)
Meniauna (nianazon)

n=>5

n=11

n=4

. n=13

NR: He nosigomaserscs, AaHi HagBHi y 3BiTi Npo Knisiko-(apMaKoNOrivHe
pocrimpkerns LAI114433 (uomep aokymenta GlaxoSmithKline 2013N159605_00];
ND: He sustauero: NM 200 um: Hanodpeszeposanuii 200 HM 3 BHKOPHCTaHHAM
HOBOro crnocofy 3acrocyBanHs API (cnoci6 3actocyBants D); NM 1 mkm:
Hanoposmip 1 MKM 3 BUKOPHCTAHHSM HOBOTO crocody 3actocyeatus AP (cnoci6
sacTocysadns D); DM 5 mkm: Cyxe noapiGHeHHs Ta roMOreHisatlisa 5 MkM 3
BHKOPHCTAHHAM HOBOro cnocofly 3actocyBanns API (cnoci6 3acrocysanns D),
npenapat NM 200 uM, 110 BHKOPHCTOBYBaBCA B A0CHilkeHHi 114433, Oys
surotoBnenui 3 API crocoom sacrocysanns C i MaB aeto BHUIHE piBeHb
MaHiTony,

-~ ® a0 o

VsaranbHeHi NOKA3HHKM NA3MOBOT KOHUEHTPALIT MigasonaMy nicis npuHoMy Tinbke
MiJ230,1aMYy Ta [iCAs CYMICHOro 3aCTOCYBAHHS 3 IepOpaNbHHM NpernapaTom 744
HaseneHi Huxye. [lokasHnkn PK Mizazonamy nicns noBTOPHHX NEpopanbHUX 103 744
te pusBunn cytresux smin AUC[0-1], Cmax, tY2, tmax Ta CL/F nopiBHAHO 3
napamerpamu PK, oTpumaHumMi npy npuifoMi Mifasonamy oKpeMo.

Pe3tome dhapmakoxineTunx napamerpin Minazonamy B naami Kposi micas npiiiomy ao3n
n | AUC(0- | AUC(0- | Cmax* |CL/F*Y| ¢1/20 tlag® tmax?
ikysanna 0)? 1 {nr/nn) con) (rox) (rom) (ron)
(ur. (ur.
roa/sul) | rog/sa)
migazosam | 12 27,5 25,8 12,3 109 3,99 0,00 0,50
(53) (53} (40) 3| G 1(0,0-0,0) | (0,3-0,5)
smigazonam+ | 12 29,7 28,3 13,4 101 3,95 0,00 0,50
744 (54) (54) (36) (54) (4h_ 1(0,0-0,0) | (0,3-1,0}

a. cepente reomerpryne (CV%)
b. Meaiana (xianasoH)




744 ITapametpu LA PK 6ynu npoananizopaHi 32 Z0OMOroo MOAEN] 31 3MILAHUMA
epekramu 3 QikcoBAHUMH TepMiHaMH BIUMBY Ha nikyBaHHs. Toukosi OuiHKH Ta
sianosiani 90% CI Gynu no6yacsani And BixHOWEH S CepeNHBOr0 reOMEeTPHYHOTO
BHAYEHHA AocifKyBanoro npenapaty (NM I mxym, DM 5 MkM) 10 CepeHBOro
FEOMETPUYHOIC 3HaYeHHA pedepenTHoro npenapary (NM 200 um),

w(rocnimicy sanuif)/n(pedepentuuii). Pesynstaty cTatucTHunmx NODiBHAHL HaBeAeH]
HIKYe.

Hincymok nopisasme nikysanns 744 xeopnx na LA PK

Cepenne cniepignomenng GLS [90% Cl|

IToToune nocninKenun
NM 200 sm nopisnano

Mapaverpn PK | NM 1 MM siport NM | DM 5 micne nporn NM -
200 200 m 3 gocaikenuanm NM
200 nm 114433 Koropru
31a 8
1.02 0,368
AUC(0-w) [0,791 1.32] [0,663,1, 14] HI
1,26 0.775 147
AUCQ-wk4) | 169102, 23) [0,442,1, 36] [0,849.2, 56]
117 0,701
AUCO-wk8) | 16 653.2. 09 [0,401,1, 22] HI
113 0,706 133
AUCO-wkI2) | 167211, 78] [0,458,1, 09] [0,861,2, 05]
_— 1,39 0.761 131
[0.789,2, 43] (0,439,1, 3] [0,764,2. 26]
e 1,03 0,653 1,62
[0,609.1, 75] [0,389.1, 10] 10,9722, 69]
1,04 0,680
Cwks [0,696,1, 55] [0,463,0, 998] HAL
Coki2 L0l 0,970 0,647
[0,670,1, 521 [0.654,1, 44] [0.437,0, 959]
0,080 115
CLF [0,758,1, 27] [0877,1, 51] HIL
113 1,66
2 [0,793,1, 62] (113, 2.42] HIL

NM 200 1m: Hanogpeseposasitii 200 Ha 3 BHKOPHCTAHHAM HOBOrO cnocoly sactocypalus APl
(cmoci6 sacrocysanns D): NM 1 Mxu: Hanoposmip 1 mxat 3 BHKOPHCTAHHAM HOROTO CIIOCOGY
3acrocyranusy API (cnoci6 sactocysanus D); DM 5 mxa: Cyxe nosipi6uenu Ta romMoreHisania 5




MKM 3 BUKODHCT2HHAM HOB0T0 criocoby sactocysamia API (croci6 sactocysanns D).

Gopryna NM 200 um, o suxoprcTosysasiaca 8 gocnimsenni 114433, 6yna surotosneta 3 AP 3a
cnocefom 3acTocysanns C i mana newo BHILKE piBers MaHiTOMy

ND: He Busnaueno

(DapMaxkOKiHETHUHI apamMeTpy Mifnazonamy OYJIH OKpPeMO npoaHanizosaHi 3a
NONOMOTO0 MOJIeN 3MiLIaHHX edekTiB 3 GikcoBaHUMU TepMiHAMK i1 A4 JTikyBaHHs:
TiABKH MifasonamoM i 3 744. Cy6'exT po3rasaasca B MOAENI K BUNaAKOBHil edekT.
PezynbTaTH CTATHCTHYHHX MOPIBHAHE IPEACTABNEH] HIKYE,

TlincyMOK MopiBHAHB JiKyBannsa Minazoaamom PK
Cepenne cniBpigpomenns GLS [90% CI
PK mapametp i MDZ + 744 npotu MDZ[J :
AUC(0-x) 1,08 [0,997,1, 22]
AUC(0-t) 1,10 [0,954,1, 26]
Cmax 1,09 [0,944,1, 26]
CL/F 0,924 10,822,1, 04]
t1/2 0,991 [0,893,1, 10]

MDZ=Migazonam; MDZ +744 =GSK 12657448 30 mr PO+Minazonam 3 Mr

21. PesynstatH Gesnexu

Cy6'exTh B yCix rpynax jikysaHHs mosigommusinu npo [TP. Knac cuctemHuX opraHis (
SOC) «3aranpHi po3nanu Ta [OpYWEHHS B MiCL} BEEAEHHS» CRPHYHHUB GLIbIIICTD
MOAi# y HACTYUHMX rpynax nikyeaHHs: NM 200 um (11 cy6’exTia [85 %)), NM | mkm
(11 cy6’exrin [92 %)) i DM 5 mxm (10 cy6’exrie (77 %]), 1o sinoGpaxae nospy
peaxuiii B Mici Bepenns (ISR).




3senenun Beix MNP 3a koropramy (SOC)

MDZ 744 744 KM HM oM

(N=12) | nepopa- | nepopans | 200 HM 1 MKM 5 MKM

sOC NbHUIA | -HWA + (N=13) | (N=12) [ (N=13)
(N=43) MDZ
{N=12)

BY[1b-AKA MOAA, n (%) 2017y | 20(47) 5(42) 11(85) | 12(100) [ 11(85)
3araneHi poananu Ta peaxuil B micuj 0 0 0 11(85) | 11(92) | 10(77)
BBEAEHHA
IHdpexuii Ta iHpaaii 0 5(12) 1(8) 3(23) 6 {50} 4(31)
MopywesHs 3 Boky HEPBOBOI CUCTEMI 2017) | 5(12) 3(25) 2{15) 4(33) 3{23}
MopyuseHHs 3 GoKy ONOPHG-PYX0BOrD 0 1{2) 0 1(8) 4(33) 5(38)
anapary Ta cnonyyHoT TRaHUHy
Jocninxetna 0 4% 0 1(8) 2017 3{23)
TpasmMK, QTPYEHHR Ta YCKNAOHEHHA, 0 1(2) 0 2{15) 5(42) 1(8)
CNPYYMHEHT APOBEASHHAM
LOGRIAHNUBKMX NPOLSAYD
Mopyexa 3 GoKy WKipH Ta niptukipHoi 0 3 2{17) 1(8) 1(8) 1(8)
KNITKQBMHY
MopywesHs 3 BOKY WNYHKCEO-KUWKOBOTO 0 37 1] 2(15) 1(8) 0
Tpaxry
MopyLwenHs 3 BoKy AMXaNbLHOT CHCTEMM, 0 1(2) ] 0 2(17) 1(8)
QpraHiB PYAHOI KNIiTKK T2 CEPeaoCTiHHA
MopywenHa 3 Goky kposi T2 NIMPATAUHET 0 1(2) 0 0 0 1(8)
cucTemMu
Mopywenna 3 6oky 0OMiHY PEYOBRH i 0 0 0 1(8} 0 1(8)
XapHYBaHHA
Meuxivki NopyWeHHs 0 1(2) 0 0 1{8) 0
Mopywennn 3 Goxy opradie cnyxy Ta 0 0 0 0 0 1(8)
pigHoBam
MNopylwerHs 3 Boky oprany 30py 0 1(2) 0 0 0 0
Posnaau 3 boky iMyHHOT cUCTEMM 0 0 0 1(8) 0 0
MopyweHHR 3 BoKY HUPOK | Ce40BMBILHIAX 0 0 0 1(8) 0 0

naxis

Nikysarnz 744 Nepopansno=GSK1265744B 30 mr nepopankto 14-genHa RD; 744
NepopanbHo+MDZ=GSK2265744B 30 mr nepopansho+ Migazonam 3 mr: MDZ=Migaanam; NM 200
HM=GSK1265744A 400 nr Hanopoamipnii 200 1M LA 3 BUKOpMCTaHHAM HOBOro cnocoby aacTocyBanHa AP

(cnocib zactocyBannsa D); NM 1 mkm=GSK1265744A 400 mr Hanopoamiphvi 1 mkm LA 3 BUKOPUGTEHHAM HOBORO

cnocoby sacTocyeanns AP (cnocib 3acTocysanHs D), IM 5 Mkm=GSK1265744A 400 mr Cyxe nofpiGHexHs Ta
romorenisawya 5 MkM LA 3 BUKOPUCTaHHAM HOBOTO cnacoby 3actocyeanua AP (cnocif aacrocysauna D).




Peaknii B micui BeBepenns (ISR): HaituacrimumM ISR, npo sxuit nosigoMnsanoca
micns /M seepeHHs NM 200 uM, NM 1 mxm 1 DM 5 mrm LA, 0yB 6inb (77%, 83% i
69% BINMOBIAHO), 38 AKMM pijllle CIIOCTEPIraTucs BY3NUKH, YIITBHEHHA, €pHTEMA,
napecTesis, BIAYYTTA CTACHYTOCTI i Temma.

[Ipencrapnero Meaiany TpuBanocti 3 HainomnupeHimux Bunankie [SR ana NM 200
HM, NM | MM | DM 5 MM, npo ki HaligacTine nosiaoMasnocs. Megiana
TpHBanocTi DOMO Ta YILiNLHEeHHS 3aranoM Oyia kopoTwoo i cranoBuna <11 aHiB
MOpiBHAHO 3 By3iaMH (rpaHyJIbOMaMH Ta kicTaMmu). Y rpyni NM 200 HM TpHBATICTh
0onto 6yna meruow, Hix y rpyni NM 1 MM i DM 5 miM. Byanuiw
PO3CMOKTYBaHCA IIPOTATOM 55 aHiB y pykaeax 200 HM 1 | MKM, TO AK ¥ | nanienTa

B PYKaBi 5 MKM BY3JIHKH MoxcHa Oyno BUABATH A0 181 aua.

YaaranbHeHHs Bcix [SR 3a nikypaHHaM IM
Mopis ISR NM 200 Hm NM 1 mKm DM 5 MKM
{N=13) (N=12) {N=13)
Bynb-skuii cyD'ekT 2 Oyab-aKko0 nogico
ISR, n{%) 11 (85) 11 (92) 10 (77)
Binb y MicLi BBEAEHHS 10 {77) 10 (83) 9 (69)
BY30N Ha MitL BEE&AEHHS 4 (31) 5(42) 2(15)
YUWIINEHEHHS ¥ MicLi BREAEHHS 2 (15) 3 (25) 4 (31)
EpuTema y Micui BBeAeHHs ¢ 2(17) 0
MapecTesia B MicL|j BBEAEHHS 0 1(8) 0
Peakuis Micus BreAeHHs {yllinbHeHHs) 0 1(8) 0
Tenno B MIiCLi BBEAEHHA 0 1(8) 0

NikysakHa NM 200 nm=GSK1265744A 400 mr HaHomeneHoi 200 HM LA 2 BUKOpUCTaHHAM
HoBeoro cnocoBy sactocysakHs API (cnoci sactocysatHa D);

NM 1 mkm=GSK1265744A 400 mr HasomeneHoi 1 Mk LA 3 BUKOPUCTaAHHAM HOBOrO
cnocoby 3actocysaHns AP (cnocib sactocysanHs D),
DM 5 Mivm=GSK1265744A 400 mr Cyxe nogpiGHeHHa Ta roMoreHisaLia 5 mkm LA 3
BUKOPUCTaHHAM HOBOro cnocoby 3actocysaHHs API {cnocif sactocysaHHa D).




3meqieHa iHdopmauia npo Tpusanicts (y gHax) Ton-3 744 nogiit ISR B LA B poapiai

NiKyBaHHA

Nogia ISR NM200HM | NM 1 mkm DM 5 Mkm
(N=13) (N=12) {N=13}

Bine, Megiata (Mik - Makc) 3,0 (1-5) 50110} | 6,0 (2-11)

Byaon (rpanynbomy Ta kictv), megiana ( Mik-

MaKc) 13,5(3-55) | 13,0 (5-55) | 96,0 (11-181)

IHAYpaLlis, MeaiaHa {MiH - Makc) 11,0(9-13) | 3,0(3-13) 7,0 (4-13)

Nikysanxs NM 200 nm=GSK1265744A 400 mr HaHomeneror 200 A LA 3 BUKOPHUCTAHHAM
HOBOTO cnocoby sactocyaarka APl {cnocif sacTocysakus D);

NM 1 mkm=GSK1265744A 400 Mr HaHoMeneHoi 1 mkm LA 3 BMKOPUCTAHHAM HOBOTO
MapLpyTy API (cnoci6 sactocysanus D),

DM 5 mxm=GSK1265744A 400 Mr Cyxe noapiHenns Ta romoreHisain & mem LA 3
BUKOPUCTaHHAM HOBOTO cnocoly 3acTocyeaks APl (cnoci6 sacTocyanHs D).

ISR Byn# noupeHnmy, ane Bei BOHK GYNH TerkuMU 3a IHTEHCHBHICTI0, 32 BHHATKOM
onHoro ISR 6omo 2-ro cryneus a6o noMipHOro, npo AKMit MOBILOMUB NALiEHT y
rpyni gocnimxenns NM 1 mxsm. He nosinomnanocs npo [P ISR % knacy.

3BeseHa IHdopmauin npo vacrory Ta TaxKicTs ISR Y pi3xuX BUAAX NiKyBaHHA 3a

nogisimm

3arantHi iH'ekuil NM 200 um NM 1 mrm DM 5 mKm
Cy6'ekTH 3 iH'ekuiamu (N) 13 12 13
3aranbHa KinbKictb iH'exuii (n) 13 12 13
3aranbHa KineKicTs nogirt ISR (n) 16 25 16
aranbhuit ISR
Crynins 1, n (%) 16 (100) 24 (96) 16 (100)
Crynits 2, n (%) 0 1{4) 0
Eputema




Crynite 1, n (%) 0 2(8) 0
Cryniuk 2, n (%) 0 0 0
YWinbHeRHs

Crynine 1, n (%) 2(13) 3(12) 4 (25)
Crynits 2, 1 (%) 0 0 0
Byank (rpaHynLoMi Ta KicTw)

Crynidb 1, n (%) 4 (25) 5 {20) 2(13)
Crynidb 2, n (%) 0 0 0
bink

Crynidb 1, n (%) 10 (63) 11 (44) 10 (63)
Crynitb 2, n (%) a 1(4) 0
MNapacTesia

Crynits 1, 0 (%) 0 1(4) 0
CryniHb 2, n {%) 0 0 0
Tenno B MicL{i BBEAEHHR

Crynitb 1, n (%) 0 1{4) 0
Crynitb 2, n (%) 0 0 0
[Hwi?

CryniHb 1, n (%) 0 1(4) 0
Crynidb 2, 11 (%) 0 0 0

Mpumitka: Ha ocHosi gaHux AE Ta y3aransHeHux Ha piski nogii.

a. [P gns peakuil (repMeTWYKOCTI) MicUs iH'eKLLiT BigHOCUTLCA A0 KaTeropil ISR »1Hwe»
NixysanHst NM 200 nm=GSK1265744A 400 mr HaHomenenoi 200 Hv LA 3 BUKODUCTaHHAM
HoBoro cnocoby 3actocypaHHa APl (cnocib 3actocysans D);

NM 1 mxm=GSK1265744A 400 mr HasomeneHoi 1 Mkm LA 3 BUKOPUCTaHHAM HOBOFO
cnocoby zactocyeanHs API {cnocib sactocysarun D),

DM 5 mkm=GSK1265744A 400 mr Cyxe nogpibierHA Ta romoreHiaayis 5 Mkm LA 3
BUKOpMCTaHHAM HOBOro cnocoby actocyeanHs AP] (cnocib sacrocysaus D).

MoGivni peaxuii, He mop’a3aHi 3 ISR:

Hajiuacriumy ve nos's3anumu 3 npuitoMom npenapary [1P, npo aki noginomasiocs




(IPOTArOM Nepiojy NepopanbHOro 3aCTOCYBaHHs, Gyau HynoTa (n=3) Ta roNoBHHii
Bins (n=2). V n'atu ocif possuHynuca Heizonposaui [P 3/4 CTYNEHS, 3 SKHX Y 3 0cib
crnocTepiranocs MiaBMIeHHs piBHA KpeaTungocdokinasu ( CPK) y Ipynax HiKyBasus
INM 1 Mkm Ta 744 nepopainbHo, y 1 0cofu - BUBHX cyrnoGa y rpyni jgikyBaunsa NM 1
MkM Tay 1 0coGH - NiABAIIEHHS piBHA 3aranbHOro Hinipy6iny y rpyni mikysaHus DM
5 mMkM. JKonua 3 peakuiif 3-ro Ta 4-ro cTynexis, He MOB'A3aHuX 3 ISR, "e BRaxanacs
MOB'A3aHO0 3 NOCILAMYBAHHM NiKAPCHKUM 2aC0GOM.

JBoe cyG'extin Gynu BuBeAeH 3 TOCHifkeHH s i He OTpumany 744 LA yepes
BuHKKHEHHA [IP nia wac nepiony nepopanbHoro seenenus. B ogroro cy6'exta
cnocTepiranacs nefikonetis 1 cryneus, a B iHIIOro - DiABKILEHHS piBHA
acnaprataminoTpaHcoepasH, ananiHamiHoTpaHCQEPa3H Ta ramMMma-
rmyTamintpatcgepasu | crynens. O6uagi [P aocnifnuk Beakas NoB'A3aHUMH 3
PHHOMOM AOCTiXYBAHOTO NiKapChLKOro 3acoby.

B onnoro yyacwuka B rpyni nikysauus NM 200 1M BusiMkno cepifosHe nobiune
asuwe (CI1) y surnsai cynomu/npunaniy (6axatuit TepMiH/ROCTiBHUIT TEKCT), AKe
TOCTIAHUK HE BBAXKAB NOB'A3AHHM 3 JOCHILXYBAHUM JiKapchKUM 3aCO60M yepes
nornepeAHid aHaMHes Ta BIACYTHICTb BHsABNeHOro GSK 1265744 Ha MOMEHT
BUHHKHEHHA enizony. ITig 4ac mocnimkeHHs He 6yno 3apeecTPOBAHO JKOAHOTO
BHITAJIKY CMEPTi B XOAHIi rpyni nikyBaHus.

22. BHCHOBOK (3aKJIO4EHHS)

* lle nocnigkeHHs He BUSABHIO JKOMHUX 3HAYHUX HOBHX npobsem 3 Ge3nexoro,
NoB's3aHuxX 3 744, 3okpema, He GYI0 CMEPTENLHUX BMNIAJIKIB, OB'A3aHHX 3
npuHOMOM JIiKiB, a60 NOB'A3aHUX 3 MPHIIOMOM JIiKiB FOCTPHX OTPYEHB 3/4
crynens. Kniniuso 3Hauylumx Tengennili y nicnsnososux nabopaTopHHX
BiIXHNEHHAX, TOKa3HUKAX XHTTEAILLHOCTI a60 EKT He crocTepiranocs,

* Binbwicts [TP, nop'asanux 3 nikapcbkaMu 3acofamu, npunanae Ha ISR, sei
BOHH OyAu ferkol Ta NOMipHOT IHTEHCHBHOCTI.

* 744 ne Bunupas Ha akTuBHICTb CYP3A (He inAykyBaB i He iHridysas), npo
Lo CBiXYHTh HeaMinHa PK Minasonamy npu cymicHomy 3aCTOCYBaHHI.

*__ 744 AUC(0-WKk12) Gyna noai6Ho0 Mix npenapatamu | MM Ta 200 um.




®opmysa 5 MKM NpH3Bena 10 3MeHlIeHHs (~29%) ekcnos3uuii nporsarom 12
THKHIB NOPIBHAHO 3 opmynoto 200 wm. Bei npenapati 10CATIH CX0XKOT
cepellHbOT KOHUeHTpauii yepes 12 THXHIB Micns BBeJeHHS.

e Hanodpeseposanuii 200 um npenapar OyB ob6panuii 11s Maiiby THbOT
KJIiHIYHOT po3po0ku 744 LA.

3asBHHK (BIACHHK PeECTpalliifHOro MOCBIAYEHHS)

(mianuc)

Kapen ['peiinxep (Karen Grainger)
Biue-npesuaent, KepiBHUK BiLITY HOPMAaTHBHO-TIPABOBOTO Pery THOBaHHS
BiiB Xenckep (ViiV Healthcare)

{Topsaodox donosneno nosum dodamxom 30 32iono 3 Haxazom MO3 Yipainu Ne 1528 io 27.06.2019 )

Iepexknan Bukonas:

MeHemkep 3 peryiSTOpPHUX MHTaHb Ta peecTpaii /
TOB I'nakcoCmiTKnsiin ®apmaceioTtikanc Ykpaina /
Mapunsko Jlroamuna



Clinical Trial Report -5
Study ID- LAI117020

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

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

lAvda. 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 Two Part, Single-center, Randomized, Open-label, Crossover Study to
Assess the Relative Bioavailability of New Tablet Formulations of
GSK 1265744 in Healthy Adult Subjects, Study LAI117020.

6. Phase of clinical trial Phase 1
7. Period of clinical trial from [26February2014] — [12July2014]
8. Countries, where clinical trial has been conducted USA
9. Number of trial subjects Part A:
planned: 24
actual: 24
Part B:
planned: 15

actual: 15




10. Main purpose and secondary objectives of CT

Primary:
Part A

s To evaluate the relative bioavailability of two new GSK 1265744
(744) 30 mg sodium salt tablet formulations compared to a tablet
of the current sodium salt formulation in the fasted state.

Part B

e To evaluate the effect of a moderate fat meal on the bioavailability
of the selected tablet formulation

Secondary:

Part A

e To evaluate the relative bioavailability of two new 744 30 mg
sodium salt tablet formulations compared to a tablet of the current
sodium salt formulation in the fasted state.

e To assess the safety and tolerability of 744 administered as a single
30 mg dose of the current sodium salt formulation in the fasted
state and two new sodium salt formulations.

[Part B
¢ To evaluate the effect of a moderate fat meal on the bioavailability
of the selected tablet formulation.

e To further assess the safety and tolerability of 744 administered as
a single 30 mg dose of the selected formulation from Part A.

11. Clinical trial design

This study was designed to assess the oral bicavailability of 2 new
GSK1265744 (744) formulations relative fo the reference 744 sodium salt
tablet formulation being used in the phase IIB studies (Part A) and the

effect of a moderate-fat meal on the bioavailability of the selected tablet




formulation (Part B). In Part A, 24 subjects were randomized and in Part
B, 15 subjects from Part A were enrolled on a first come first serve basis.
The table below outlines the overall study design.

Trealment ParlA Washout PartB
N=24 N=15
A: Reference Period | Wash- | Period | Washout | Period ; Upto21 3
formutation fasted 1 out 2 At least 3 days
{reference) Atleast 14 days
B: Formulation 1 14 days S
f&sted mE e . .
C: Faamulation 2 -
fasted )
Formulation 1 or 2 ’ R 7 | Pericd4
Treatment A = 744 30mg sodium salt current formulafion, 824 mg tot=] tablet weightfasted (refesence)
Treatment B = 744 30mg formulafion micranized, 208 mo totz] tablet weight, fasted

Treatment C = 744 J0mg formulation unmicronized, 208 mg total tablst weight, fasted

[n Part A, subjects were randomized to receive 1 of the following 6
sequences: ABC, ACB, BAC, BCA, CAB, and CBA. Subjects underwent
a screening visit within 30 days of the first dose of study drug, 3 treatment
periods separated by a 14-day washout, and a follow-up period.

The selection of formulation used in Part B was based on the preliminary
PK analysis results of Part A. The decision to conduct Part B was based
on the concentration at 24h post-dose (C24) geometric least square (GLS)
means ratio (GLS means ratio was equal to or greater than 0.9 was 50% or
more (Prob [C24 ratio >0.9] 250%), area under the concentration-time
curve from time zero (pre-dose) extrapolated to infinite time (AUCO0-0),
maximum observed concentration (Cmax), and pharmaceutical
development factors. Part B was not to be conducted if both new
formulations were found to be clearly inferior to the current formulation.
[f none of the tablets passed the criteria, Part B was still to be conducted if
the results of 1 of the formulations were narrowly outside of the criteria.
Even though neither tablet met the criteria, the study team agreed that
there might still be value in understanding the food effect with 1 of these




formulations for future planning. Therefore, Part B was conducted.

GSK1265744 30 mg formulation, made from micronized GSK1265744B
drug substance was selected for testing in Fed condition in Part B.

In Part B, subjects were given moderate fat meal followed by a single dose
of study drug administered within 30 minutes of completing the meal on

Day 1.

12. Main inclusion criteria

Healthy males and females aged between 18 to 65 years inclusive, with
body weight >50 kg and body mass index (BMI) within the range

18.5-31.0 kg/m?2 (inclusive) were enrolled in this study.

13. Investigational medicinal product, mode of administration and
strength

Study Treatment
Product name: GSK1265744 sodium | GSK1265744 GSK1265744
salt cument new formulation #1 new formulation £2
formulation {Treatment B) (Treatment C)
{Treatment A}
Formulation GSK12657448 GEK12657448 GSK1265744B
description: (micronized) (micronized) (unmicronized),
lactose monohydrata, lactose monchydrate, lactose monchydrate,
microarystaline microcrystalline cellulese, | microcrystalline celulose,
celllose, hypromellose, | povidane, sodiumstarch | povidone, sodium starch
sodium laury sulfate, glycolate, magnesium glycolate, magnesium
croscarmaliose sodium, | stearate, Opadry Il fim- stearate, Opadry Il fim-
magnesium stearate, | coating, white / 85F18422, | coaling, whife / 85F18422,
Opadry film-coating,
white OY-5-28876
Dosage form: Tablet, weight of 824mg | Tablet, weight of 208mg | Tablet, weight of 208myg
800mg core tablet weight | 200mg core teblet weight | 200mg core tablet weight
Unit dose
Tablet strength: 30
Is“e"_gﬂ‘msage Dose fevel 1 zblet
evel:
Route/
Administration/ Administer orally
Duration:
Dosin _
trdions: Dosa with 240mL of water
Manufacturer/
source of GlaxoSmithKine
procurement
Batch nuniber 132374431 132378373 | 132378386




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

INA

15. Concomitant therapy

Permitted medication: Acetaminophen, at doses of <2 grams/day was
permitted for use any time during the study, 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:

Part A and B

e  Plasma 744 AUC(0-00), AUC(0-t), Cmax and C24.
Secondary:

Part A and B

o Plasma 744 t'4, tlag, tmax, %AUCex, tlast and CL/F.

17. Criteria for evaluation safety

Part A and B: Safety and tolerability parameters, including adverse events,
concurrent medication, clinical laboratory screens, ECG, and vital signs
assessments.

18. Statistical methods

[No formal hypothesis was tested in Part A or B.

For each primary pharmacokinetic endpoint, point estimates and
corresponding 90% confidence intervals were constructed for the ratio of
the geometric mean of the test treatment to the geometric mean of the
reference treatment, u(test)/u(reference).

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

Pharmacokinetic analyses: plasma 744 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 permitted: area under the plasma




concentration-time curve (AUC[0-c0] and AUC[0- t]),Cmax,C24, apparent
terminal phase half-life (t1/2), absorption lag time (tlag), time to Cmax
(tmax), the percentage of AUC(0-c0) obtained by extrapolation
(»0AUCex), time of last measurable concentration (tlast), and apparent
oral clearance (CL/F).

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

Part A PartB
(Fasted) {Fed
N . A B G na Overall
umber of Subjects 74430 mg | Micronized | Unmicronized | Micronized =24
74430 mg T4 T4
(reference) N=24 30mg A0 mg
N=22 N=24 N=15
A B: C D:
) 74430mg | Miconized | Unmicronized | Micronized Overall
Demographics (reference) | 744 30mg 744 744 N=24
N=22 N=24 30mg 30:mg
N=24 N=16
Age in Years [Mean (SD)] 403 418 41.8(13.29) 400 418
(12.87) {13.29) {1356 | (13.29
Sex [n (%])]
Fermale 9(41) 10(42) 10{42) 533 10 (42) |
Male 13 (59) 14 (58) 14 (58) 10 (67) 14 {58)
BM1 (kg/im2) [Mean (SD)] 26.66 2677 26.77 (2.805) 26.74 26.77
{2.808) {2.805) (2.858) | {2.805)
Height {cm) [Mean (SDj] 172711 172.96 172.96 173.60 172.96
{10.289) {10.619) {10.619) {10.446) | (10.619)
Weight (kg) [Mean (SD)] 7988 8047 | 80.47(13.893) 80.98 80.47
{13.741) {12.893) {(14.320) | (13.893)
Ethnicity [n (3%)]
Hispanic or Latino 1(5) 1(4) 1(4) 10 1{4)
Not Hispanic or Latino 21(85) 23 (96) 23 (95) 14(83) | 23(86)
Race [n (%}Y]
African American/African §(23) 5(21) 521} 3 (20 5(21)
Heritage
White - 17 ({7 19079 18(79) 12 (80) 19 {79)
White/Caucasian/European
Heritage

Al 744 30 mg current farmuiation, 824 mg tota! lablet weight, fasted (reference)
8. 744 30 mg formulafon mecronized, 208 mg total t=blet weight, fasted
C: 744 30 myg formulation unmécronized, 208 mg total tablet weight, fasted

D: 744 30mg formulation micronized, 208 myg tola! tabled weight, fed




20. Pharmacokinetic results

Plasma 744 exposure for both new candidate formulations was lower than
for the reference formulation. Plasma 744 parameters (AUC(0-0), Cmax
and C24) were 29-36% lower following the test micronized tablet
(Treatment B) and 42%-47% lower following the test unmicronized tablet
(Treatment C) as compared to the reference tablet. The test micronized
formulation was selected for Part B of the study, and food slightly
increased but did not have a significant impact on 744 AUC(0-c0) or
Cmax.

Summary of Selected Plasma 744 Pharmaccokinetic Parameters Following Single
Dose Administration?

Treatment AUC(0-T2} | AUC{0w) | Cmax C24 Tmaxs ni2
(hr'pgtml) | the'pgfml) | (pg/ml) | (pg/ml) (hr) (hr)
A 74430 mg 104 141 ?:g)’ zég‘; 2,00 ?;"é?
(reference) (Fasted) {19) {20} B35 [150 (1.60— [35.0
=22} o411 | [29,154 | i 1781 500) | Sog
B: Micronized 744 720 988 [23%‘)’ zz’;' 3.00 ‘(’fg)‘
e 'y G | moe | oy, | A% | psg
) (N=22) [b34,81] | 656,114 | 20 13l 600) | iro
e 820 198 094 363
3(‘:0 glr;mlcronued T44 ?21:)3 ( 482% s 4&; ((’ 4?) ( {'30%0— (%U}
(Fasted) (N=22) poz, 718 | o9 i [?_351 [1_-1 :f]- 6.00) gg_gf
B: Micronized 744 757 104 250 122 100 386
3(?=glsged} MN=t5 (23) @7 [gé [gzgi}s (1.00- [:(’.1583
stbsel) [6S,856] | 903, 121] | 136] 6.00) T
D: Micronized 744 271 136 2
30 mg %‘; (‘;5:; (16) 22) (ggg_ (16
(Fed) ;46,933 | je84, 129 | 248 | D21 oy | P40
(N=15) o T 2.88] 1.54] i 40,
Geomelric Mean (Cvb%)[85% CI]
Median {rangs)
Trealments:

A° 74430 mg current formuiation, 824 my total tablet vieight, facied {reference)
B: 744 30 mg formulation mictonized, 208 mg tota! tablel weight, fasted

C: 744 30 mg formulation unmicronized, 208 mg total tablet weight, fasted

D: 744 30 mg formulation micronized, Z0B my tolal tablet weight, fed




Plasma 744 PK Treatment Comparison

Piasma PK Ratio of GLS Means (303 Cl)
PaR e | fcronzed 30Ty | Unmicronized 30 mg fasted vs | Wicionzed 30 g e vs
fasted vs Reference Reference {C:A) Micronized fasted
(B:A) {N=22) (D:B)
{N=22) {N=15 subsef)
AUC(0-72) 0.690 0.578 1.102
(hr'pg/mL} {0.613,0.777) {0513, 0.651) (0.992, 1.224)
AUC{0-co) 0,693 0.580 1.081
{hrug/mL} (0.622, 0.785) (0.5186, 0.652) (0.978, 1.185)
Cmax 0640 0.533 1.081
| (pgfml) (0.563, 0.727) {0488, 0.606) {0.858, 1.220)
G24 0.707 0573 1117
{ng/ml) (0.627,0.798) {0.508, 0.646) (1.000, 1.248)
12 1.02 0861 0.962
{hr} (0.973, 1.06) {0.921, 1.00) (0.921, 1.005)
Treatments:
A 744 30 mg current formulation, 824 mg fotal welght, fasted {reference)
B: 744 30 mg formulation micranized, 203 mg total weight, fasted
C: 744 30 mg formulaton unmicronized, 208 mg tolal weight, fasted
D: 744 30 mg formulation mécronized, 208 myg tofal weight, fed

21. Safety results

There were no deaths, no serious adverse events (SAEs), and no

significant adverse events (AEs) reported in the study. All AEs were mild
in intensity (Grade 1). None of the AEs were related to the investigational
product. No subjects were withdrawn due an adverse event. An overview
of adverse events is presented in the table below.




Overview of Adverse Events by Treatmenis
PartA PariB
(Fasted) {Fed)
A . B:. N C: . . D:. Overall
Preferred Term 74430 Mlcralllzed Unm:f’:;t;n:zed lgzrgglrzlgl N=24
(reference} | 30mg 30mg N=15
N=22 N=24 N=24
n (%) n (%) n (%) n (h) n (%)
AnyAE i) 1(4) 6(25) 1({7) 38)
Any AE relaled to 0 0 0 0 0
Investigational product
Catheter site pain 0 0 2(8) 0 {8
Catheler site swelling 19 0 0 ¢ 14 |
Orophanmges pain 0 0 0 1{N 1{4)
Bums second degree 0 1 1(4) 0 1(4)
Excotiafion 0 0 1(4) 0 1(4)
Thermal bum 0 0 1(4) 0 1(4)
Headache 0 104) 0 0 1{4)
Dermalitis contact 0 0 1{4) 0 1(4)

A 744 30 mg current formuwiation, 824 mg total taklet weight, fasted {reference)
B: 744 30 mg formulation micronized, 208 g total tablet wieight, fasted

C: 744 30 mg formulation unmicronized, 203 myg tolal tablet weight, fasted

D: 744 30 mg formulation micronized, 206 mp total tablet weight, fed

[No consistent, treatment related or clinically significant changes in
hematology, or clinical chemistry results were observed during this study.
Vital signs values remained relatively unchanged throughout this study.
There were no vital sign abnormalities of potential clinical concern noted.
There were no clinically significant electrocardiogram (ECG)
abnormalities observed in study.

22. Conclusion (summary)

e Plasma 744 parameters (AUC(0-00), Cmax and C24) were 29-36%
lower following the test micronized tablet (Treatment B) and 42%-
47% lower following the test unmicronized tablet (Treatment C) as
compared to the reference tablet (Treatment A). Neither new
formulation met the criteria for progression into Phase 3.

e Food did not affect 744 PK following administration of the test
micronized tablet.




e There were no deaths, no serious AEs. No subjects were
withdrawn due an adverse event.

* All AEs were mild in intensity. None of AEs were related to the
investigational product.

Applicant (registration certificate holder) : *
Voue~r (ui
(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 }




3BiT npo kniniune BANpoOSyBaHNs - 5
Kona nocnimxenns - LAI117020

1. Hazea nikaperkoro 3aco0y (32 HasBHOCTI - HOMep peecTpauiiiHoro
NOCBiAYEHH)

AITPETIOJ, Tabnetku, BKpHTI MNiBkoBoIO 060M0HKOI, N0 30 Mr

2. 3aaBHHK

BiiB Xenckep KOK Jlimiten

3. BupobHuk

BrpodunuTEO Nepo3dacoBaHOre NPoXYKTY, KOHTPOIL AKOCTI FOTOBOTO NPOAYKTY
["naxco Onepeiiurne YOK Jlimiten, o sege aisnbicts sk Dakco BemixoM OnepeitiHe
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

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

Benuka Bputanis

[lepBHuie TA BTOPHHHE NAKYBAHAA, KORTPOAB TKOCTI FOTOBOLO NPOAYKTY, BHOYCK
cepii

ABenina ne Excrpemanypa 3, Mon. [na, Annenneayepo, 09400 Apanga ae Jlyepo,
Byproc / Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero,
Burgos

[criaHis

4. IpoeeneHi gocnimKeHHs:

v’ Tak Hi, AKIIO Hi, 0BrpyHTYiiTe

1) i nikapebkoro 3acoby, 32 kM nposoawacs abo MRaHyeTLC
peecTpauis

Jlikapebkuit 3aci6 32 MOBHHM N0ChE (RBTOHOMHE 110CHE), iHILHIL Jlikapcekui 3aci6, HoBa
niroua peuoBHHA.

5. [losHa Ha3Ba kniuiuHOrO BHNPO6YBaHHA, KOAOBAHHIT HOMep KIiHIYHOrO
BHIIPOOYBaHHS

J1BO4ACTHHHE, OJIHOLEHTPOBE, PaHIOMI30BaHe, BiAKpUTE, nepexpecHe JI0CNKEHHs 1Tt
OLHKH BLIHOCHOT GIOZOCTYMHOCTI HOBHX TaBRETOBAHNX dopm npenapary GSK 1265744
y 310pOBHX nopocnux cy6'extie, nocnimxenns LAIT17020.

6. Pasa KNiHiYHOro BUNpo6YBaHHA Daza |
7. Ilepion knidiyHoro BunpofyBaHus 3 [26 moToro 2014] — [12 aunns 2014]
8. Kpainy, B axux npoBofuocs KiliHiuHe BUPOGYBaHHS CIlIA
9. KinekicTs mocnimkysanux {(YacTima A:
24

akTuyHa KinbkicTs: 24

Yacrana B:
3arjlaHoBaHo: 15
baxTHuHa KibKIiCTb cy6'exTiB nocnimpkenns: 15

10. Meta Ta Bropunsi uini kiiniuHoro sunpoGyBaHHs

IlepBuEHi:




Jacriua A

* OQuiHuTH BIZHOCHY 610J0CTYNHICTE ABOX HOBHX ¢opM TabNeToK HATpieBOl comi
GSK1265744 (744) no 30 Mr nopiBHIHO 3 TabneTkor NoToYHOT opMu
HaTpieBOI costi HaTwecepLIe.

JYacruna B

e  OuiHHTH BIAIHB DKi 3 MOMIPHUM BMICTOM KHpY Ha OiogocTynHicTs oOpaHol
peuenTypH TabaeTok

BropHuHHi:
L{acnma A

e  OuiHHTH BigHOCHY 6i0NOCTYIHICTE ABOX HOBUX (popM TabneTok HaTpieroi comi
744 no 30 Mr nopieHAHO 3 TabneTkow noTouHoT PopmMu HaTpieBol coni
HaTlUeceple.

s QuinuTy Oe3nexky Ta NepeHOCHMICTE 744 nawieHTis, AKi NpHiMaid pazoBy A03y
30 Mr noTOMHOrO Mpenapary HaTPiEBOl CONi HAaTLIeCEepLE Ta JBOX HOBHX
[penapaTiB HATPIEBOT coi.

Yacruna B
e  QuiHWATH BIHB 1K1 3 MOMIPHAM BMIiCTOM JxHpy Ha GiloJocTynHicTh 0GpaHol
peuenTypu TabNeToK.

e Jlna noganewoi ouiHkK 6e3neky Ta nepeHocuMocTi 744 mauieHTiB, AKi
OTPMMYBAIH 0ZHOpa308y Jo3y 30 Mr ofpaHoro mpenapary 3 Yactunu A.

11. Muzaitd KniHIi4HOrO BUNpOOYBaHHA

Lle nocnimxenns 6yno pozpobieHo AnA OLIKKKH NepopansHOT 610A0CTYMHOCT 2 HOBHX
npenaparis GSK 1265744 (744) nopisHAaro 3 pedepeHTHIM npenapaToM 744 HaTpieBol
COJIi, IO BHKOPHCTORYRABCS B JOCHilxeHHSX dazu [IB (yacTrHa A), a TaKOX BIUTHRY TKi
3 MOMIPHHM BMIiCTOM JKHpY Ha 6iofocTynHicTs 06paHoro npenapary (vactuea B). ¥
YacTuui A Oyno paHaoMizopano 24 yuacHukH, a B Uactuni b 15 yuacHukis 3 Yactunu A
Oy 3apaxoBaHi 32 NPUHLIHNOM «XTO NPHHLIOB - TOi | oTpHMaB». ¥ Tabnuui HIDK4e
pelCcTABICHO 3araibHHA MH3aiH AOCTI KEHHA.

ikyaaHus | YacTrea A | Bumvpanna | Yactia |




N=24 N=15

A: ETanoHHiA Mepion | BumueawnA |[lMepion| Bumwueasns |Mepion| Mo21pwR
npenapar Hatwe 1 (Yonahmernwe U] 2 WonaiiveHwe 3 : .
(pedeperTHWi) [HiB 14 gHiB

B: Peyentypa 1
HaTwe
C: Perentypa 2
HaTLle

Peuentypa 1 afo | ' . ' ' mrlepibnd
2 nicnA ixi .

TixysauHa A = 744 30mr vatpiesol coni noTouHO! dJopmynﬂul"i, 824 mr 3aranbHof macu i’aﬁneml(

(Pethepenr)
Mikysanta B = 744 30 mr Mixponizosaroro npenapary, 3aransHa maca Tabnerkm 208 mr, Hatwe
Mikysana C = 744 30 mr xemikpoHiaosaHoro npenapary, aaransHa maca Tabnekn 208 wr, HaTule

Y yacTuHi A yuachHkH Gyny paHIOMI30BaHI U OTPUMAHHA | 3 HACTYIIHHX 6
nocninosHocteii: ABC, ACB, BAC, BCA, CAB i CBA. Cy6'¢kTi npoxomuiu
CKPHHIHTOBKH BisuT npoTsarom 30 auiB nicns npuitoMy nepiuot 103U AOCTIIKYBAHOTO
npenapary, 3 nepiofiu NiKyBaHHs, pozaineHi 14-neHHOK nepepsolo, Ta nepiof
OJANBLIOrO CIIOCTEPEXKEHHS.

Bubip nikapcekoi GopMH, Lo BkopucToByBanacs y Yactuni B, rpysTyBaBcs Ha
nonepeaHix pesynsrarax PK-ananisy Uactuuu A. Pimenns npo nposenenns Yacthan B
[PYHTYBanOcA Ha KOHLIEHTpaul wepes 24 rofuuu micis npuiiomy no3u (C24) 3a
CepeaHbOKBAADATHYHHM [€OMETPHUHHM BiJIHOLICHHIM HaiiMeHIuKX kBaapaTis (GLS)
(cepemubokBajpaTHyHe BinsowenHs GLS nopisHiosano a6o 6yno 6inbumm 3a 0,9
craHoBiio 50% abo binsiue (Prob [C24 ratio >0.9] >50%), nnoui mig kpuBo0O
"KOHUEHTpaUis-vac” Bifi HybOBOTO 4acy (J103a), EKCTPAroNp0oBaHOl A0 HECKIHYEHHOO
Hacy (AUCO-0), MakcHManbHoT koHUeHTpauil, wo crocrepiranacs (Cmax), Ta hakTopis
(hapmanesTHuHOT po3pobku. YacTrua B ve npoBomunacs, Sxio o6HABa HOBHX
TpernapaTH BUABWIKCA ABHO MPIUMMM 3 [OTOYHMIA Mpenapart. Skio xoama 3 TabneTok
He BIAMOBiana KpuTepisaM, Bee 0JIHO MPOBOIMIACA YacTHHa B, akimo pesyasTatu | 3
[penaparis He BiAMOBinaMK KputepiaM. Hessakarouu Ha Te, 10 #OMHA 3 TaBIETOK He
BiANOBIAANA KPUTEPisAM, JOCTIAHHI{LKA MPYIIA [IOTOJMIACS 3 THM, IO BUBUCHH
xapaoeoro edexty 1 3 uux npenaparis Mo 6YTH KOPHCHHM JUIH Maik6yTHBOTO
riaHyeaHHs. Tomy Gyna npoeeneHa yacTuHa B.




[Ipenapar GSK 1265744 30 mr, BHroToBnenuii 3 MIKPOHI30BaHOT JiKapChKoT peuoBHHH
GSK1265744B, 6ye o6panuii a5 TecTyBaHHs B ymosax Fed B yactuni B.

Y Hactuni B cy@'exram nasamu iy 3 MOMIPHHM BMICTOM HPY, IC/A HOro BBOAMITH

OAHOPa30BY NI03Y NOCHIKYBAHOTO NpenapaTy BNpofosk 30 XBHIMH 1icnsa 3aBEpIICHHA
NpHHOMY DKi B AeHb 1.

12. OcHOBHI KpHTeEpIT BRIIOYEHHS

13. NocnimixyBanuii tikapcbkuii 2aci6, cnoci6 3aCTOCYBAHHS, cHNa Jif

Y nocripxenui 6pany y4acts 310pOBi HOMOBIKH Ta KIHKH BIKOM Big 18 0o 65 pokis
BIJTIOYHO, 3 Macoro Tinla >50 kr Ta iHAEKCOM MacH Tula (IMT) y mexxax 18,5-31,0 kr/m2

naypuncynidar, Harpio

KPOCKapMenosa, MarHio
CTeapar, nniskose

nokputTs Opadry, Binwii

Markilo cTeapar, nniskcae
nokputTa Opadry I, Ginwi /
85F18422,

(BKITFOHHO).
NikysaHKR B focnigweHHi
HaiimenyBaHHs GSK1265744 natpicsa (GSK1265744 noea GSK1265744 HoBa
|nikapcororo 3acoby: cink cTpymoBol  [peuentypa Net peyenTtypa Ne2 (Nikysanug
xomnoauuii (o6pobka llikysaunsa B) C)
A)
Onuc nikapcekoi G8K1265744B (GSK1265744B GSK1265744B
opmes: (Mikpo:izoaanmi) (MixXpoHizoBEHMT) (HemikpOHi3oBaHWIAY, NaKToaW
NaKTo31 MCHOrgpaT, MOHCriApaT Nakrosu, MOHOMAPaT, Yenionosa
Lenonoia MIKDOKpUCTANIYHE MiKpOKpUCTaNIYHa, NOBIRDH,
MIKpOXpUCTaNTUHa, Lienonosa, noeigoH, Harpiro KDOXMANLIIKONAT,
fiNpOMENo3a, HaTpilo | HATPiK kpOXMANGITKoNAT, | MarHito creapar, nniskose

nokputTa Opadry I, Ginud /
B5F18422,

0Y-5-28876
ikapckka hopma: | TabSnerka, maca 824 mr Tabnetka, Maca TabneTiu
800 mr maca sppa Tabnetka, sara 208mr 208mr 200mr mMaca sopa
Tabnetku 200mr Bara anpa TaBnatku Tabnetkm

Cuna oguHyHoT
o3u/piBeHb
N03yBaHHA:

Aoaysanka Tabnetxu: 30 mr Pisess goau: 1 TabreTka

cnocit
3acToCyBaHHAS
AnMIHICTpYBaHHs/
TpuBanicTs;

3acTocoByBaTY NEPOPANkHO

[Braziskw wogo
33CTOCYBaHHA
nikapceKoro 3acoby:

[o3a 3 240mn sogu

BupoSHuk/gxepeno
3aKyniBni:

GlaxoSmithKline

Homep cepii

132374431 |

132378373 !

132378386




14, [Ipenapat IopiBHSHHS, f034, CIIOCIO 3aCTOCYBaHHS, CHITA Aii

A

15. CymyTns Tepanis

JlozBosteHi npenapatu: Aueraminoden y xosi <2 r/mo6y 6ya0 102BONEHO 33CTOCOBYBATH
B OyHB-sKMI 4ac NpoTAroM focimxents. [ cymyTHi nikapchki 3acobm posrnsaanucs
B KOYKHOMY KOHKPETHOMY BHNAAKY NOCIIAHUKOM MICHa koHcynbTauii 3 GSK Medical
Monitor (3a HeobxigHoCTI).

16. Kpurepii oniHku edexrupHocTi

EdexTnBHiCTh He OuiHIOBaNnaca B LbOMY HOCAiIKEHH.
IlepBumnHi:

HactnHH A i B

»  Iinasma 744 AUC(0-00), AUC(0-t), Cmax i C24.
Bropnumi:

Uactuuu A i B

® [lnasma 744 t'4, tlag, tmax, %AUCex, tlast i CL/F.

17. Kpurepil ontink 6eznexu

‘actuna A 1 B: [Tapametpu Gesneku Ta NepeHOCHMOCTI, BITFOUAOUH NO6IuHi ABMILA,
CYMyTHI# npuiiom nikis, wiinivni naGoparopui cxpuninru, EKI Ta OLIHKY JKHTTEBO
BITUBHX [TOKA3HUKIB.

18. CtarveTHYHI MeToaM

Ponna dopmaniha rinoresa we Gyna nepesipena B Yactuni A abo B.

st koxKHOT MepBUHHOT KiHLerOT Touky dapMakokineTika Gynu nobynoBaHi TOUKOB]
OUIHKH Ta Biinosiani 90% nosipui iHTepany ana BinHOEHHs cepeHBOro
FEOMETPHYHOrO 3HAYEHHA HOC/IKYBAHOIO JliKYBaHHS IO CEPEAHBOTO MEOMETPHYHOrO
BHAYCHHS PeEPEHTHOrO JTiKyBaHHA, [{R0CTimKyBane)/ L(pedepenTHe).

Axanis Gesnexu: aaHi 3 6canexu 6ynu npeacTaBieH B Tabnuunomy Ta/abo rpadivHomy
thopmari Ta y3aranbHEHi OMHCOBO BIANOBIAHO 0 CTaHmapTiB IHTerpoBaHol 6ibioTeky
cranaaptis faunx GSK (IDSL).

DapMakOKiHETHUHHI aHanis: niasMosi 744 aaHi «KOHLEHTpaLis-Hacy Oyiu
NpoaHani3oBaHi HEKOMIIAPTMEHTHUMM METOAAaMH 3a JonomMoror WinNonlin 5.2 a6o
BHLle. Ha OCHOBI NaHHX 3aN€XHOCTI «KOHLEHTpPALIfA-4ac» ¥ niasmi KpoBi Oynu
BU3HAUEH] HACTYNIHI (hapMaKOKIHETHHI NapaMeTPH, HACKIIBKH e K03BOJATH AaHi:
[UIOINA MiJl KPHBOIO «KOHIeHTpauis-uacy y riasmi (AUC[0-00] Ta AUC[0- t]), Cmax,
C24, ysaBHU# nepion naniBBHBegeHHs 3 TepMiHanbHol dazu (t1/2), vac 3aTPHMKH

BCMOKTYBaHH1 (tlag), yac no Cmax (tmax), Bincorok AUC((-0), oTprMaHHil LusIXOM




excrpanonauii (YAUCex), yac octaHHBOT BUMIpPIOBaHOT KOHUEHTpauil (tlast) Ta yashuii
Kkipenc npu nepopaitsHoMy 3actocyeaHHi (CL/F).

19. Nemorpadiuni noxkasHHKH TOCNLMKyBaHO! nomynauii (cTats, Bik, paca
TOLID)

Yactiua A YacwHa B
(wanue) {micnA Txi)
N . A: 74430 B: C: D: 3aranom
[inbkicrl y4ackikie Mr MikponizoBanwi | Hemikporizosanui | Mikpodizosaumia |  N=24
{pedepent)| 74430 mr 74430 mr N=24 | 744 30 mr N=15
N=22 N=2
A B: C: D: MixpoHiaoszHui
S 744 30 mr | Mikponizopanui | Hemikponisopaumi | 744 30 mr N=15 | 3aranom
IRemorpadbiumi pani (pedepent)| 744 30 mrN=24 | 744 30 mr N=24 N=24
N=22
BiK {poxis) 40,3 418 418 40,0 18
[CepenHe aHauerHsa (SD)] (12,87} (13,29} {13,29) (13,56} (13,29
CT1ats
[n (%)]
MHikoua 9{41) 10{42) 10 (42) 5(33) 10(42)
Monosiya 13 (59} 14{58) 14(58) 10(67) 14(58)
BMI (xr/m2) 26,66 26,77 26,77 (2,805) 26,74 26,77
[CepenHe 3Hasenns (SD)) (2,908) {2,805) (2,858) (2,805)
3picT (cm) 172,71 172,95 172,96 173,60 172,96
l[Cepenne sHaqeqnn (SDY (10,289) {10,619) (10,619} (10,446} (10,619)
|Bara (k1) 79,88 8047 80,47 80,98 80,47
[Cepente anaverna (SD)) {13,741) {13,893) (13,893) {14,325) (13,893)
{ETHiua npuHanexHicTs
in (%)
NatukoamepukanL abo 1(5) 1(4) 1{4) 1(7) 1(4)
NaTUHOEMEDMKAHL]
He icnaHoMoBHi 4K 21(95) 23(96) 23 (96) 14(93) 23 (96}
NaTMHOAMEPVKAHL
Paca
[n (%)]
Acbpo- 5(23) 5(21) 5(21) 3(20) 5(21)
EMEPUKAHCEKOTO/ADPHIEHCh
KOTO NOXOMKEHHA
Binouskipi - 17 (77} 19(79) 19 (79) 12(80) 19(79)
Bincwikipi/Cepaneichraro
NOXOKEHHA
A: 744 Tovounni cknag 30 wr, 3aranbHa Maca Tabnerkw Harwe 824 mr (pedepenr)
8: 744 Npenapart 30 mr mikporizosaHuid. 208 Mr 3aransHol Macy Tabnetkv Harte
C: 744 30 Mr HemikpOHi30BaHOTO Npenapary, 3arankha maca Tabnerm 208 Mr, HaTe
D: 744 30 Mr npenapary, MixpoHia0BaHOro, 3arankHa maca Tabnetv 208 Mr, skpuUTOro 0BoNoHKOK




20. PeayneTati epeKTHBHOCTI

Excrozunis mnasmu 744 nis 660X HOBHX npenapartis-KaHauAaTis 6ys1a HIDKYOI0,
HDK 1%t pedrepenTHOTO Npenapary. [Tapamerpn nnasmu 744 (AUC(0-00), Cmax

C24) 6ynu Ha 29-36% HIDKYMMM TiCA 33CTOCYBAHHA TECTOBOT
MikpOHi3oBaHol TabMerky (nikysanns B) ta Ha 42-47% HukuMMH micns
ACTOCYBaHH: TECTOBO! HeMiKpOHizoBaHoOl Tabnetku (Nikysanua C) nopiBHsHO 3
pedepenTHOIO TabneTkoI0. TecTOBHit MikpoOHizoBaHHiL npenapar 6yB o0paHuii

A HacTHHH B focnimxeHHs, i Dka newno 30inbImna, ane He Mana 3HaYHOIO
BiLiBy Ha 744 AUC(0-00) a6o Cmax.

e3f0oMe OKpeMAX dapMaKoKineTHUHHX Tapamerpis 744 y muiasmi KpOBi
micas nNpuriioMy 0lHOpPa30BoT A03K a

. AUC(0-72) | AUC{D-) Crmax C24 fmax? tinR
ikyBaHBs
(rog*mkrimn) |{rog*mkrivn) | (mrimn) | (mirivin) {rop) {rog)

A: 744 30 mr 104 141 370 1,64 (20) 2,00 378
(pedhepent) (HaTwe) {19) (20) (23) 1,50, (1,00 (18)
{N=22) [95,4,113] [128154] | [3.354,10) 1,78] 6.00) ({350 40,9]
B: MikpoHizoBaHuit 38.4
744 {229? ?33? éff)’ 11628 | 300 | (18)
30 mr {HaTuge) (N=22) 634,818) | [656.114) | [2.09,271] [1031,31] ](1,00-6,00) L:i15,55{
C: Hemixponizosanuit 60,3 82,0 1,98 094 (43) 3,00 36,3
744 ) (42) U0 | 078113 [(1,00-6.00] .20
30 mr (HaTwe) (N=22) | [50,7,71.8] | 168697,9] |[1,68235] | *° " T 33,3 39,6
B: MikpoHizoBanui 75,7 104 2,50 1,22 300 386
744 30 mr (HaTie) {23) (27) (27) (23) (1 00’_ £.00) (18)
{N=15 niarpyna [669,85.6] [ 80,3, 121] |[2,162,90] | [1.08,1.38] | "~ ™" |135,0 42,7]
D MikponizoBanuit
s | 8| B ] G | G |ae )

~ [746,933] | (884,129 |[248,2,961| [1,21 1,54 [ [34,040,6]
{N=15)
Cepenre reometpune (Cvb%)[95% Cl|
Menfana (ajanason)
Nikysanns:

A 744 notounnii cknag 30 Mr, 3aransha Maca Tabnenias 824 mr, Harweceptie (pedepent) 3 744
MikpOHizoBaHui Crnag 30 r, 3aranswa Maca Tabneteu 208 wr, HaTwecepue
C: 744 30 mr nemixpaizosakoro npenapary, saranbia Maca Tabnetio 208 wr, Harue
D: 744 Maxponizosanui npenapar 30 wr, aaransHa maca Tabnerks 208 Mr nicns b




OpiBHAHHSA JiKyBaHusa naazmoi 744 PK

Plasma PK CnissigHoweHHs cepegHix 3HaMeHb Y3arankHeHUM METOZOM HAAMEHIIKX
NapameTtp keapparie (30 % Cl)
MikpoHizosanwit 30 mr|  Hemikporizosarui 30 mr Mixponizosanui 30 Mr
HaTueceple y HaTWwe NpoTA pedrepenTHol | HaTWe Ta MikpoHizoBaHwit
NOpIBHAHHI 3 rpyna (C: A) (N=22) watuge (D: B) (ninrpyna
pedepenTHim N=15)
npenaparom (B: A)
(N=22)
IAUC{0-72) 0,690 0,578 1,102
(ron*mxrivn) {0,613,0,777) {0,513,0, 651) (0,992,1, 224)
AUGC(0-00) 0,699 0,580 1,081
(rog™mkriMn) {0,622,0, 786) {0,516, 0,652) {0,978,1, 195)
Cmax 0,640 0,533 1,081
[Mirimn) (0,563,0, 727) (0,469, 0,606) {09581, 220)
C24 0,707 0,573 1,117
{MKkrian) {0,627,0, 798) {0,508, 0,646) (1,000,1, 248)
t1/2 1,02 0,561 0,962
{ron) {09731, 06) {0,921.1, 00) (0,921,1, 005)
MikysaHHA;
MoTounmi cknan 744 30 mr. 824 Mr 3aransHot Baru Hatiye (pecdepetc)
B: 744 Mikporisoakiit npenapat 30 r, aarankha maca 208 ur, Hare
C: 744 30 Mr reMikpoHiz0saHOro npenapary, 3aransHa maca 208 mr, HaTue
D: 744 30 mr npenapar mikporizosanuit 208 Mr 3aransHa maca, nicna i

21. PeaynbTatd Hesnexn

Y nocnimkeHni He Gy0 3aPEECTPOBAHO KOLHONO BUNAAKY CMEPTI, 3KOAHOIO
cepHozHoro nodiutoro asuina (CILA) Ta sxonHoi 3HauHOT nobivnol peakwii ([IP).
[Yci ITP 6ynu cnabxumu 3a inTencushictio (knac 1). Xomna 3 ITP ne Gyna

MoB'A3aHa 3 AOCAILKYBAHHM NPOAYKTOM. JKoaHoro AoesimkysaHoro He Gyio
BrtyyeHo uepes [IP. Ornsa ITP npencrasneno B Tabnuui Hibkue.

Ornan nefaxaHux ABML] 33 BUAAMM NiKYSaHHA

nog'A3aHa 3

YacvHa A YactuHa B
(naTue) {nicns Txi)
A: 744 30 mr B: C: D: 3aranom
Baxanui Tepmin | (pedbepent) | Mikpouizoranuin |Hemikponizosanmit | Mikposizoeanuii | N=24
N=22 744 74430 mr N=24 | 744 30 mr N=15
30 mrn=24
n {%) n {%) n (%) n (%) n {%)
byae-axa [P 1(5) 1{4) 6 (25) 1{7) 9(38)
Byae-aka [P, 0 0 0 0 0




rocnimxysaHum

NPOAYKTOM

Bink y micy 0 0 2{8) 0 2(8)

BECIEHHA

kateTepa

Habpax micus 1{5) 0 0 0 1(4)

BBEAEHHS

kaTerepa

OpothapuHreansh 0 0 0 1(7) 1(4)

i Ging

Oniku gpyroro ] 0 1(4) 0 1(4}

CTYnens

Excropiauin 0 0 1(4) 0 1{4)

Tepmiuti oniku 0 0 1(4) 0 1(4)

l'onosHuit bink 0 1(4) 0 0 1(4)

KOHTaKTHWi 0 0 1(4) 0 1(4}
epmarur

4 744 30 mr notouna chopma sunycky, 824 mr 3araneHa Maca TabneTku Hatte (pedepeHt)

B: 744 30 mr hopmynatcHy mikpoisosaroro 208 mr 3aransa Maca Tabneriy, Harwe

C: 744 30 mr HemikpoHi308aHOro Npenapary, aaransHa Maca Tabnetau 208 wr, HaTe

0: 744 30 Mr npenapary MikpOHi30BaHOIO, 3aranbHa Maca Tabnerkm 208 ur, BXPUTOTO 050NOHKO0

[Tin 4ac ubOro AOCNiMKEHHS He CrOCTepiranocs CTilkuX NOB'A3aHHX 3
NiKyBaHHAM ab0 KNiHIMHO 3HAYYLIMX 3MIH Y reMaTonoriunmx abo KIiHiko-
XIMIMHAX MoKasHHkax. [TOKa3HHKH JKHTTEBO BANITHBUX thyHKuii 3anuwanHcs
BiHOCHO HE3MIHHHMH POTATOM YCLOrO NOCTiIkeHHA. BinxuncHs Y KHTTEBO
BOKITHUBHX NOKA3HHUKAX, AKI MOMMK 6 BHIUIMKATH KIIIHIUHE 3aHETTOKOEHHS, He
BHsBEHO. ITin yac AocnipKeHHs He cnocTepiranocs KIHIYHO 3HAYYIIHX
BiAIXWIEHD Ha eneKTpokapaiorpami (EKD).

22. BucHOBOK (3aKJTI0YEHHS)

» Ilapamerpu nnasmu 744 (AUC(0-o0), Cmax ta C24) 6ynu Ha 29-36%
HIKYUMH TICNR 3aCTOCYBAHHA TECTOBOT MIKpOHi30BaHoi TaGneTkn
(nikyBanus B) Ta ua 42-47% wixuumu nicas 3aCTOCYBAHHA TECTOROT
HEMIKpOHi30BaHOT Tabnerku (JTikysanHs C) NOpiBHAHO 3 pedepeHTHOI
Tabsetxoro (Jlikysarns A). XKozneH 3 HOBHX Npenaparis He BiANOBiAas
KpuTepiam ans nepexony ao ®asu 3.

» Dxa He pruBana Ha 744 PK nicna NpHHOMY TECTOBOT MIKPOHIZ0BAHOT
TabneTky. |

* Komuux cMeprensHHX BHNaaKiB, XoQHOT cepito3Hol nobiuKol peakitii

BHABJCHO He OyJt0. JoxHoro nocnimiysaoro e 6yno Buny4eHo uepes




ITP.

® VYci [P 6yan nerkumu 3a intencusnictio. JKoaua 3 TP ne Gyna
MOB'A3aHa 3 JOCTI/DKYBAHHM NPOIYKTOM.

3asBHUK (BIIACHHUK PEECTPALIHHOrO MOCBIIYeHHS )

(miauc)

Kapen I'peiitokep (Karen Grainger)
Biue-npesunent, KepisHuk Biftiny HOPMAaTHBHO-NPABOBOrO PeryioBaHHs

BiiB Xenckep (ViiV Healthcare)

{ITopaoox donoeneno nosum dodamxom 30 sziono 3 Haxazom M(ﬁ?&paﬁm Ne 1528 gio 27.06.2019 }
Ilepexnang Bukonas: U
Menemkep 3 peryisTOpHUX NMUTaHb Ta peecTpaii ,”
TOB TI'nakcoCwmitKnsiin @apmaceiorikanc Ykpaina Y.
Mapunsko Jlioamuna jf




Clinical Trial Report - 6

Study ID-205712

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.

iAllendeduero, 09400 Aranda de Duero

Burgos, Spain

4. Studies conducted:

v yes no ifno, please justify

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

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

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

Phase I, single-center, open label, fixed-sequence cross-over study to
evaluate the effect of rifabutin on the pharmacokinetics of oral
cabotegravir in healthy subjects, Study 205712.

6. Phase of clinical trial Phase 1
7. Period of clinical trial from [06June2017] — [07September2017]
8. Countries, where clinical trial has been conducted UK.
9. Number of trial subjects planned: 15
actual: 12
10. Main purpose and secondary objectives of CT Primary:

To compare steady state Cabotegravir (CAB) exposure following
30 mg oral dose once daily with and without Rifabutin (RBT)
300 mg once daily




Secondary:

e To describe the pharmacokinetics (PK) of CAB 30 mg oral dose
once daily administered alone and with RBT

o To assess the safety and tolerability of CAB 30 mg oral dose
administered alone and in combination with RBT 300 mg oral
dose once daily

11. Clinical trial design

This was a phase 1, single-center, open-label, fixed-sequence, 2-period
crossover study conducted in healthy adults to evaluate the effect of
Rifabutin (RBT) on the pharmacokinetics (PK) of oral Cabotegravir
(CAB) 30 mg. This study took place in 2 treatment periods and a follow-
up period. All subjects underwent a screening visit within 30 days from
the first dose of study drug. The overall study duration was planned for
approximately 10 weeks (4 weeks screening; 2 weeks for treatment Period
1; 2 weeks for treatment Period 2; and 2 weeks follow-up period).

Period 1: CAB 30 mg once daily x 14 days (Treatment A)

Period 2: RBT 300 mg once daily + CAB 30 mg once daily x 14 days
(Treatment B)

Study Design

X \ . Pericd 1 Period 2
Subjects | Screening Period Days 1 —14 Days 15— 28 Follow-up
. Within 30 Days of ~10-14 days after
N=15 Day 1 Treatment A Treatment B last dose of CAB

Treatmen! A = CAB 30 mg once daily x 14 days
Treatment 8 = RBT 300 mg orce dally + CAB 30 mg ance daily x 14 days

12. Main inclusion criteria

Healthy males and females aged between 18 to 65 years inclusive, with
body weight >50 kg and body mass index (BMI) within the range
18.5-31.0 kg/m2 (inclusive) were enrolled in this study.




13. Investigational medicinal product, mode of administration and
strength

Cabotegravir Tablets, Tablet strength = 30 mg, Dose level =30 mg,
administered orally, Batch Number: R748902

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

MYCOBUTIN Capsules (rifabutin capsules), Capsule strength = 150 mg,

Dose level = 300 mg, administered orally, Batch Number: 878DF (Locally

Sourced)

15. Concomitant therapy

Permitted medication: Acetaminophen/paracetamol, at doses of <2
grams/day was permitted for use any time during the study. 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 Plasma CAB AUC(0-t), Cmax.
Secondary:

¢ Plasma CAB Cr, tmax, t1/2, CL/F.

17. Criteria for evaluation safety

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

18. Statistical methods

Sample Size Justification

The sample size of 15 was chosen to obtain 12 evaluable subjects, based
on an expected withdrawal rate of approximately 20% and the within-
subject variability of CAB, to address the objectives of the study. Based
on a within-subject coefficient of variation (CVw) of 11.4% and a sample
size of 12 evaluable subjects, it was estimated that the half width of the
90% CI for the treatment difference on log-scale would be within 8.3% of
the point estimate for AUC(0-t) and Cmax.




Analysis population

Safety Population: All subjects who were enrolled in the study and
received at least 1 dose of the study drug were included in the Safety
Population. This population was used for the safety analyses, as well as
for summarization of baseline/demographic characteristics.

Pharmacokinetic Concentration Population: The CAB PK Concentration
Population included all subjects in the study who underwent plasma PK
sampling and had at least 1 evaluable PK assay results. CAB assay results
from samples collected from a subject with emesis occurring within 4 h of
the dose was not considered to be evaluable. This population was used for
the concentration listing,.

Pharmacokinetic Parameter Population: The CAB PK Parameter
Population included subjects who had valid CAB PK parameter estimates.
This population was used for plotting the individual concentration-time
data.

Pharmacokinetic Summary Population: The CAB PK Summary
Population included subjects who had valid CAB PK parameter estimates
from both periods. This population was used for the concentration and PK
parameters summary figures and tables and for the statistical analysis of
PK parameter data.

Safety Analyses

No formal hypothesis was tested. Safety data were presented in tabular
and/or graphical format and summarized descriptively according to GSK’s
Integrated Data Standards Library (IDSL) standards.

Pharmacokinetic Analyses

Plasma CAB concentration-time data were analyzed by non-
compartmental methods with WinNonlin (Phoenix) 6.3. Calculations were




based on the actual sampling times recorded during the study and based on|
nominal sampling times. From the plasma concentration-time data, the
following pharmacokinetic parameters were determined, as data
permitted: maximum observed plasma concentration (Cmax), time to
Cmax (tmax), concentration at the end of the dosing interval (C),
apparent terminal phase half-life (t1/2), area under the concentration-time
curve over 1 dosing interval [AUC(0-1)], and apparent oral clearance
(CL/F).

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

Demographles CJ}:;Os}mg RBT 300 T}?:: ;AB 30mg
| Age in Years [Mean (SD)] 43.7 (10.51) 44.4 (10.46)
Sex [n (%]

Mals 15 {100) 14(100)
BMI (kg/m2) [Mean {SD)] 26.32(3.120 26.60 (3.040)
Height (cm) [Mean (SD}] 178.20 (7.262) 178.57 (7.387)
Weight (kg) [Mean {SD]] 83.78 (12.310) 84.95 (11.850)
Ethnicity [n {%)]

Not Hispanic or Latino 15 (100} 14 (100)
Race [n (%)]

Asian - CentralfSouth Asian Hertage 1(0) 1{7)

White - White/Caucasian/European 14 (93) 13 (393)

20. Pharmacokinetic results

CAB was readily absorbed with median tmax values of 3 hours when
administered alone and 2.5 hours when administered with RBT. Inter-
subject variability was low to moderate with %CVb ranging from 24.3%
to 36.3%. CAB CL/F was higher following repeat-dose co-administration
with RBT, resulting in reductions in CAB AUC(0-1), Cmax, and Cr as
compared to CAB alone. Plasma t1/2 was not estimated for either period
due to limited PK sampling in the terminal phase.




Summary of Derived Plasma Cabotegravir Pharmacokinetic Parameters

CAB: 30 mg once dally x 14 days

AUC(e-)' |  Cmax 2 1

Treatment | . sgml) | gmyy | M| of (ugml) CLIF? (Lh)

CAB (n=12) 104 6.36 3.00 3.36 0.289

(87.1,124) | (545,742) | (100,4.00) | (272,415 | (0.242,0.344)

[28.3] [24.7] [34.3] [28.3]

RBT + CAB 81.7 526 250 248 0367

n=12) (67.9,984) | (451,6141) | (1.00,400) | (198,310} | (0.305,0.442)
129.9] [24.3] [36.3] [29.9]

'Geometric mean (95% CI) [CVb%]

“Median (range)

RBT + CAB: RBT 300 mg once daily + CAB 30 mg onee dady x 14 days

RBT increased CAB oral clearance by 27% and reduced CAB AUC(0-1),
Cmax, and Ct by 21%, 17%, and 26%, respectively. The median Ct
observed 24 h following the final dose in Period 1 was the same as the
median Day 14 pre-dose concentration, and the median Crt observed 24 h
following the final dose in Period 2 was similar to the median pre-dose
concentrations observed on Days 26 and 27.

Summary of Statistical Analysis of Cabotegravivr AUC (0-tau) and Cmax (PK

Summary Population)
CAB PK Parameater Treatmenrt Comparison: RBT + CAB vs.
CAB )
{GLSM ratio, 90% CI)
AUC(0-7) 0.786 (0.743, 0.831)
Cmax (.825 {0.761, 0.835)
Gt 0.738(0.702, 0.776}
CLF 1.272 (1.204, 1.349)

CAB: 30 mg once dally x 14 days

RBT + CAB: RBT 300 mg once dally + CAB 30 mg once ¢aiy x 14 days




21. Safety results

Summary of All Adverse Events (Safety Population)

All Adverse Events In Treahnerga}’;iggoe y Fellow-up
by Preferred Term CAB3Omg | "oys 30':19 Phase
n{%) (N=15) (N=14) g (N=15)

Subjecls vith any AE(s), n (%) 1{7) 7(50) 6 (40
Subjedls vith any drugelated AE(s), n (%) 0 1(7) 2(13)
Alanine aminofransferase increased 0 10 2(13)
Blood creafine phosphokinase increased 1({7) 0 100
Body temperature increased 0 1(7) 0
Contusion 107 0 0
Skin abrasion 0 1(7) 0
Leukopenia 0 1N 0
MNeutropenia 0 1) 1(7)
Pyrexia 0 1) 2({13)
Viral Infaction 0 1) 0
Musculoskeletal sfiffness 0 1) 0
Headache 0 1) 0
Hyperkeratosis 0 1 (7} 0
Conlact demmatitis 0 0 1({7)
Food poisoning 0 0 1(7)
Feeling of body temperature change 0 0 1)
Lethamy 0 0 17
Cough 0 0 1)
Phosphokinase increase ) 0 1(7)
Lymphopenia 0 0 1(7)
CAB 30 my once daily x 14 days

RBT 300 mg once dally + CAB 30 mg cnce dady x 14 days

There were no fatal events reported in this study.

There was 1 non-fatal serious adverse event (SAE) of elevated ALT level
reported in the RBT 300 mg + CAB 30 mg co-administration treatment
period. ALT levels were elevated to 86 IU/L on Day 21 (on-treatment
phase; higher than normal), which fluctuated until 3 weeks after dosing
had ceased, when a peak ALT elevation of 417 (Grade 3) was reported.
The SAE was considered to be related to the study medication by the

investigator. The SAE resolved 65 days after the first dose of study




medication.

No clinically significant abnormal changes in vital signs or ECG values
were reported in the study.

22. Conclusion (summary)

e CAB CL/F was higher by 27% following repeat-dose co-
administration with RBT, resulting in reductions in CAB AUC(0-
), Cmax, and Ct by 21%, 17%, and 26%, respectively, as
compared to CAB alone.

® The moderate reduction in plasma CAB exposure by RBT is not
considered clinically relevant following oral CAB administration,
as concentrations remained above levels associated with durable
suppression of HIV infection in Phase 2 studies.

e No new safety signals were detected during the study.
Cabotegravir was generally tolerated when administered alone an
in combination with Rifabutin.

Applicant (registration certificate holder)

love . o™

v

(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 }




3BiT npo kainiune pocnimKenns - 6
Hociaimxenna ID-205712

1. Ha3ga nikapcbkoro 3aco6y (3a HasRHOCT - HOMeEp peecTpauiifHoro
MOCBi queH s )

ATTPETIO]I, TabneTku, BKPUTI WT1iBKOBOIO obononkoro, no 30 mr

2. 3agBHHK

BiiB Xenckep IOK Jlimiten

3. BupobHuk

Bupo6nnureo neposdacoranoroe HPOAYKTY, KOHTPOJIL AKOCTI FOTOBOTO
MpoAyKTY

[akco Onepeiituac IOK Jlimiten, mo Beae nistshicts sx I'nakco Benkom
Onepeiinnc / Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
[Ipatiopi Ctpir, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ

Benuka Bpuranis

Ileperie T2 BropuAne naKysanus, KOHTPOJIL $IKOCTi FOTOBOro HPOAYKTY,
BHIYCK cepii

ABeHina ne Excrpemanypa 3, Hon. Inp. Annennenyepo, 09400 Aparna ne
Hyepo, Byproc / Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400
Aranda de Duero, Burgos

lcnamis

4. I1poeeneni nocnimxeHHs:

v Tak Hi, SIKILO Hi, 06IpyHTYiiTE

1) Tan nikapcekoro 3aco6y, 3a akum npoeoaunacs abo rnaHyerses
peecTpallis

Ulikapeskuit 3aci6 3a noBHUM g0Che (aBTOHOMHE A0CKE), iHLIMIT JKApCHKH
3aci6, HoBa Mlilova pewoBuHa,

5. [ToBHa HasBa kniKiuHOro BHNpOGYBaHHS, KOAOBAHHI! HOMEp KNiHiYHOrO
BHUNpOOYBaHHA

Daza 1, ognouenTpose, BiJIKpUTE, NepexpecHe ROCTIDKEHHS 3 (hikcopaHow
[OC/ILAOBHICTIO JUIA OL{IHKH BIUTHBY pucabyTHHy Ha dapmakokiseTHKY
nepopansHoro kaborerpasipy y 3nopoBmx nobpoBonsuis, JochimxenHs 205712.

6. Pasa xkiiHiuHOrO BURPOGYBaHHS

Da3a |

7. Ilepion kniriuxoro sHnpoBysanns

3 {06 uepBhs 2017] ~ [07 Bepechs 2017]

8. Kpaih, B KX nporofHnocs kiiivne BHITPOOYBAHHS

Benuka Bpuranis

9. Kinbkicts pocnimiysannx

BAUIaHOBaHO: 15
hakTHuHa KiNbKiCTE CY6'eKTIR KOCHImKEHHS: 12

10. MeTa Ta BTOpHHHi Hini kniniuHOrO BHIIpoOyBaHHs

€PBHHHI:

* TlopisnuaTu crauionapuy excrnozuuiro xaborerpasipy (CAB) nicns
nprEHoMy 30 Mr nepopansHO ofMH pas Ha noby 3 pupabdytaHom (RBT)
300 mr omus pas Ha no6y Ta 6e3 uporo




3Bit npo kninivne BUnNpoGyBanns - 6
Hoenimrennn ID-205712

1. Haspa nixapcekoro 3acofy (3a rasBHoCT] - HOMEp peecTpauiiiioro
[OCBIAYEHHA)

AIIPETIO/I, Tabnetxu, BKpUTi MITiRKOBOIO obononkoio, mo 30 mr

2. 3a9BHHK

BiiB Xenckep IOK Jlimiren

3. Bupobrux

BupobuuuTBO HepozdacopaHoro ApPOAYKTY, KOHTPOJS AKOCTI rOTOBOrQ
IPOAYKTY

[ nakco Onepeiimuc FOK Jlimiten, mo sene gisnbaicts ax Makco Bemikom
Onepeiiwnc / Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Ipaitopi Crpir, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ
Benuka bpuranis

Tlepsrune TAa BTOPHHNE MAKYBAHHS, KOHTPOJIL TKOCTi FOTOBOTO HPOAYKTY,
BHITYCK cepii

Asenina ne Excrpemanypa 3, [Ton. Inp. Annesaenyepo, 09400 Apanna ne
Tyepo, Byproc / Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400
/Aranda de Duero, Burgos

Icnatis

4. IlpoBegeHi nocnimxeHna:

v Tak Hi, AKIO Hi, 00rpyHTYiiTe

1) Tun nikapeskoro 3acoBy, 3a sKuM npoBoawacs abo TJIAHYETECA
peecTpauis

iKapchKHi 3aci6 3a moBHUM ochbe (ABTOHOMHE JIOCBE), (HIIKE JiKapehKuii
3acif, HOBa hiloua peyopuHa.

5. [ToBHa Ha3Ba KNIHIMHOTO BUNPOBYBAHHS, KONOBAHHIL HOMep KJiHiuHoOro
BHUNpoOYyBaHHA

(aza 1, onHoueHTpOBe, BiAKPUTE, NEpPEXpPECHE ROCHIIKEHHS 3 ¢ikcoBaHoK
MOC/TIROBHICTIO 1A OLIHKK BNAKBY PHPaOYTHHY Ha dapmakokiHeTHKy
nepopanbHoro kaborerpasipy y 3a0posux A06posonbLiB, Rocimicenns 2057172.

6. daza wiiHiuHOro BUNPOSYBaHHA

Daza |

7. [lepion wiiHiYHOro BUNpOOYBaHHS

3 [06 wepsus 20171 —[07 sepecus 2017]

8. KpaiHu, B sxuX NpoBogunocs knikiyne BHIIPOOYBaHHA

Benunka Bpurania

9. Kinekictb mocnimkysanux

3aranoBano: 15
(pakTHuHa KinbKicTh Cy6'ekTiB Jocnimkenns: 12

10. Mera Ta BropuHHi wini wriHiuHOro BHNpoGyeanus

IepBunui:

¢ [lopisHATH cTauioHapHy excriozuIiito kaborerpasipy (CAB) nicas
mpuifomy 3¢ Mr nepopansHO oauH pas Ha 106y 3 pudabyTunom (RBT)
300 mr ozun pas va 106y Ta Gez Hboro




Bropnnmi:

e Onucaru papmaxokinetnxy { PK) nepopaneroi nozr CAB 30 mr onux
pa3s Ha JoBy, 0 3aCTOCOBYEThCS okpeMo Ta pasoM 3 RBT

e  OuinnTH Ge3neky Ta nepeHocumicTs nepopainbioi gosu CAB 30 mr, wo
3aCTOCOBYETLCA OKPEMO Ta B koMBinail 3 nepopaneHoio ao3ot0 RBT
300 Mr oxuH pa3 Ha poby

11. Juzaiin kiiHivHOro BUNpoOyBaHHs

Lie 6yn0 ONHOLICHTPOBE, BIAKPHTE, BiAKPHTE, 3 hiKCOBAHOI MOCIIAOBHICTIO, 2-
nepiofiHe NepexpecHe ACCHIKEHHA (a3u | 32 y4acTio 3A0POBHX JAOPOCIMX Ui
ouiHkH BInMBY putabyruHy (RBT) Ha dapmakokinetnky ( PK) nepopaneroro
kaGoTerpasipy (CAB) 30 mr. HocmikeHHs BKIHOUAIO0 2 Mepiofu JiKyBaHHA T
nepioA crocTepekenHs. Bel yHacHHKkH NpoHLLIY CKPUHIHMOBHH BISHT NPOTATOM
30 quiR micna npuitoMy NeEpUIOT 4034 LOCNINXKYBAHOTO Npenapary. 3aranmsua
TpuBanicTs focniuKeHks Oyna 3annaHosaa Npubnusyo Ha 10 THXHIB (4 TIOKHI
CKPHHIHTY; 2 THXHI NiKyBaHHa B Iepio 1; 2 TwxkHi 1iKyBaHHS 8 Nepiof 2; i2
THXHI NMepioLy CnocTepeKeHHs).

Mepion 1: CAB 30 Mr onuH pas sa 108y x 14 auis (nikysaHHs A)

Mepion 2: RBT 300 mr omun pa3 Ha noGy + CAB 30 Mr oauH pas Ha no0y x 14
nuie (ikyeanHs B)

TTnzaiin gocuaimxenus

Nepion 1 Mepiog 2 MNopanbuie
YvacHuku|{lepiof CKpUHIHIY Oui1-14 Oni 15-28 CNOCTEPEMEHHA

~10-14 pHis nicna

Fporsirom 30 Atie Nikysauna A | Nikysanua B OCTaHHBOI 403N

N=15 ;
nicna Ja 1 CAB

Nikysara A = CAB 30 Mr oavH pa3 Ha o6y x 14 anis
NixysanHa B = RBT 300 wr oawk pas Ha Aoby + CAB 30 Mr oavH pas Ha no6y x 14 pHis

12. OcHOBHI KpHTEPIT BKAOUECHHA

Y nocnimkenui Gpanu yMacTb 310pOBi 4ONOBIKH Ta XiHKH Bikom Bia 18 10 65
POKiB BKIEOYHO, 3 Macato Tia >50 kr Ta inaexcom macu Tina (IMT) y mexax
18,5-31,0 xr/M2 (BKIIOYHO).

13. JlocnimKyBaHuii Tikapcbkuii 3aci6, cniocif 3acTocysanns, cuna aii

Tabnetku kaboTerpasipy, posmip Tabnerku = 30 mr, gosyeanns = 30 Mr, and

NepopabHOro 3aCTOCYBaHHsA, HoMmep cepii: R748902




14. [Tpenapat nopisHAHHS, 4033, CNIOCIG 3aCTOCYBaHHA, CHa Aif

MYCOBUTIN Kancynu (kancynu 3 pudabytuszom), MituicTs kancyan = 150
mr, 1o3yBasHa = 300 Mr, Ang nepopanLHOro 3acrocysauts, Homep cepii: 878DF
(MicueBl mxepena)

15. CymyTHs Tepanis

Tozsoneni npenaparn: Aueraminoden/napaueramon y nozax <2 r/noby Gyno
1103BOJIEHO 3acTOCOBYBATH B OYIb-AKUH Yac MPOTArOM JOCHIfuKeHHA. 1HI
CyIyTHI NikapCbki 3ac00H PO3rAAAANHCS B KOXKHOMY KOHKPETHOMY BHITIKY
mocutimHuKoM et koHeynbTanii 3 GSK Medical Monitor (3a HeobxinHoCTi).

16. Kputepii ouinku edexTHBHOCTI

EteKTuBHICTL He OLIHIOBANAcH B LbOMY JOCHi IKEHHI.
[lepBunHi:

e Tlnasma CAB AUC(0-t), Cmax.
BropuHHi:

e Plasma CAB Cr, tmax, t1/2, CL/F.

17. Kpurepii ouiHku 6e3neku

[MapameTpu Ge3neKH Ta NEPEHOCHMOCTI, BIIOUATH HebaxaHi SBHILA, CynyTHiH
npuiiom MiKis, kiiHigHi naboparopHi aHanisy, enexrpokapaiorpamy (EKI), Ta
OUIHKY JXUTTEBO BKIMBHX MOKA3HUKIB,

18. CTaTHCTHYHI METOAH

Oo6rpyutyBanns posmipy Bubipku

Posumip euGipku B 15 oci6 Gy o6pauuii Takum uHHOM, WD oTpumaTH 12
Cy6'eKTiB, AKKUX MOKHA 6YNO 6 OUIHHTH, BUXOAAYH 3 O4iKyBaHOrO piBHA
a6GcTrHeHLIT npubnnsto 20% i Bapiabensrocti CAB B mexax cyb'exTa, WO
BIAMOBifAac UiNAM HocnimkeHHa. Ha ocHOBI BHYTDILIHBOCYD'EKTHOTO
koedhitienTa apiauii (CVw) 11,4% Ta posmipy BuGipky 3 12 ouittosannx oci6
GyJI0 MiApaxoBaHo, Wo nonosuHa wupuHk 90% Cl ans pisnuili B iKyeaHHi 3a
norapudmiuioLo ka0 Gyae B meskax 8,3% Bix TouKoBOT oUiHKH And AUC(0-
iT) Ta Cmax.

AHATIZ HACEICHHA




Bubipka ana oninku 6esnexu: Bei cy@'exrn, sxi Oynu BrIoueH] B JOCHIUKEHHS
i oTprManu NpuHaiiMHi | 103y mocnimikyBaHoro npenapary, Gy BKJIIOYEHI B
[onynsniro Gesnexy. Lx nomy.auis Gyna BUKopucTaHa s aHanizy Gesneky, a
TaKOM A y3araibHeHHA BUXiQHUX/AemorpadiuHUX XapaKTepHETHK.

(Mapmakokinernka Kouuenrpauis B nonmynauii: [Tomyssitis Bu3HaueHHA
xoruenTpanii PK CAB skmioyana Beix yHacHUKiB JIOCAIDKEHHS, K MPOMLITH
npouenypy 3a60py 3pa3kis 1a3MH KPOBi Ta Many NpHHakMHi 1 ouiHioBaHKHA
pesynsTar ananizy Ha PK. Pesyneraru ananisy CAB y spaskax, BinibpaHux y
cy6'exTa 3 6IIOBOTOI0, IO BUHHKIIA MPOTATOM 4 TOMMH MICid IPHIOMY JO3H, He
BBKATUCS TAKKMH, 110 MiQIAraioTh OUiHIOBAHHIO. L1 nomynstis dyna
BHKOPHCTAHA JUIs CKIIalaHHs MepestiKy KOHIeHTpatii.

Torynsuia papmakokineTninux napamerpis: [Tonynauia napametpis CAB PK
BK/TIOMANTa CyO'eKTiB, AKi Manu nocTosipui ouinky napamertpis CAB PK. Llx
romynsiLlis Gyna BHKOpHCTaHa At MoGyA0BH rpadikiB 3aeKHOCT] KOHUEHTpauil
Bif Hacy.

(DapmakoKiHETHUHA XapakTepucTHKa nomysnauii: 3senena nomynsuis CAB PK
BroTIONANA cy6'eKTiB, SKki Manu nocToBipHi ouirkH napamerpis CAB PK 3a
o6Hasa nepionu. g nonynauis Gyna BMXOpUCTaHA 1A 3BEAEHUX PUCYHKIB |
TaGnHLp KOHUEHTpaLii i napametpis PK, a Takos juist CTATHCTHYHOMO aHANI3y
nanux napametpie PK.

Ananis desnexu

He Busuanacs xojHa (opMansHa rinoresa. Jlaxi 3 Geanexu Oynu npeacrasneti
g TaGnuunoMy Ta/a60 rpadidnomy GopMmaTi Ta y3aranbHeHi B OMHCOBIH dopmi
BiAMOBINHO N0 cTaHaapTis IuTerposaHoi GiGniorexu craspuapris ganux GSK
(IDSL).

dapmMaroKiHeTHYHI ananizy

[Tani npo koHuewTpauito-yac CAB y nna3smi kposi ananisysanu
HEeKOMIIAPTMEHTHUMH METOJAMH 32 JOfIOMOTrOK NporpaMu WinNonlin (Phoenix)
6.3. Pospaxyuku 6asysanucs Ha gakTiuHOMY 4aci BuGipky, 3adikcosanomy nia
uac MOCIIIKEHHS, Ta Ha HOMiHalbHOMY Yaci Bubipku. Ha ocHosi aanux npo
KOHLEHTpALlilo-4ac y m1a3Mi BU3HAUAIH TaKi GapMaKOKiHETHHHI MapamMeTpy,




HACKINBLKHM LE JO3RONSIH JaHi: MaKCHMAILHA KOHLeHTpamis y wiasMi (Cmax),
yac mo Cmax (tmax), KOHLeHTpaLis B Kinui inTepsaiy no3ysanna (Ct), yABHHH
nepiol HalliBBMBENEHHS 3 TepMiHaMbHOT dasu (t1/2), momwa mia KPHBOO
"KoHIeHTpallif-yac" npotarom | intepramy gosypanms [AUC(0-1)] Ta ysBHUH
kipeHc npu nepopaibHoMy npuiomi (CL/F).

11.3;ul(l);wlorpacbmm MOKa3HUKH JOCIiyBaHol nomyssuii (cTaTs, Bik, paca Nemorpadii pai C!(\Ei% )Ml' RBT 300 m:l ‘gAB 30 mr
Bik (pokis) 437 (10,51) 44,4 (10,46)
[Cepeaxe 3HayeHHs (SD)]
Cratb
[n (%]
Monogiua 15 (100) 14 (100}
BMI (krim?) 2632 (3,120) 26,60 (3,040)
[CepefiHe 3HaqeHHA (SD)]
3picT (cm) 178,20 (7,262) 178,57 (7,387)
[Cepenne 3HayerHs (SD)]
Bara (xr) 83,78 (12,310) 84,96 (11,850)
[CepeaHe 3HauenHs (SD)]
ETHiYHa NpHMHanexHicTL
[n (%)]
He icnaHoMOBHI 4v 15 (100) - 14 (100)
naruHoaMEpUKaHL
Paca [n (%]
A3IaTCHKOrO NOXOAMEHHA 1(7) 1{7)
LienTpansHa / Nieaexna Asia
BinolukipifeBponeicbkoro 14 (93) 13 (93)

20. PesynbTaTd e)eKTHBHOCTI

CAB nerxo BCMOKTYBABCA 3 ME/liaHO tmax 3 roJJuHH [pH 3aCTOCYBaHHI

okpemo Ta 2,5 ronuie Mpu sacTocyeatHi 3 RBT. Mbkcy6'exTha BapiaGenbHicTb
Gyna ein Hu3LKOT A0 MomipHoi 3 %CVb B nianasoHi in 24,3% no 36,3%. CAB
CL/F GyJia BUILOK MicAs CyMICHOIO 3aCTOCYBaHHS MOBTOpHOT A03H 3 RBT, mo
npusBoawo 10 3umwkeHHn AUC(0-t), Cmax ta Ct CAB nopiBHSHO 3 MPHHOMOM
rimka CAB. [Tnasmoeuii t1/2 He ouiHIoBanK 1515 060X HEPIOALB Hepes
o6MexeHicTs BinGopy 3paskie PK y TepMmiHanbHil dasi.

e310Me MOXiTHHX fapMaKoKiHeTHIHAX napaMeTpis KaboTerpasipy B
masmi Kposi




CAB: 30 Mr ovH pas Ha f05y x 14 aHie
RBT + CAB: RBT 300 mr oaux pas Ha fevs + CAB 30 Mr oavK pas Ha AeHb X 14 aHiB

AUC(0-1)!
MikyBaHHA (ro.q*n;xrlmn (SE‘?:;, t(Toa;; Cr! {mrr/mn)| CLIF! (NNfrop)
CAB (n=12) 104 6,36 3,00 3,36 0,289
(87,1, 124) | (545,7,42) (1,004, 00)| (2,724,15) | (0,242,0, 344)
[28,3] [24,7] (34,3] [28,3]
RBT + CAB 81,7 5,25 2,50 248 0,367
(n=12) (67.9,98.4) | (4,51,6, 11) [(1,00,4, 00)| {1,983, 10) | (0,305,0, 442)
[29,9] [24,3] £36,3] [29,9]
1 Cepepre reometpudne(95% Cl)
[CVb%)]
Mepiana (gianaaoH)

RBT 36inbumysana nepopansuuii kitipenc CAB ua 27% i samxysana AUC(0-1),
Cmax i Ct CAB na 21%, 17% i 26% sianosigno. Meniana Cr, o
criocTepiranaca uepes 24 rogMHu Micis npHitoMy ocTaHHbOT 103K y nepioai 1,
Gyna Takolo XK, AK i MeLiaHa KoHLeHTpalil iepea npuitoMoM 1034 Ha 14-i NeHb,
a MeniaHa Ct, W0 criocTepiranacs yepes 24 rofMHy nicns npuioMy OCTaHHbOT
no3u y nepioai 2, Gysta noniGHoO 10 MeliaHH KOHUEHTpaUIi nepen npUHOMOM
03K, Wo crnocTepiranaca Ha 26-i i 27-i aui.

Miacymxn cratacriunoro ananizy AUC (0-tau) ra Cmax xaGoTerpasipy
(y3araasnena nonyasuis PK)

MNapametpu CAB PK Fpyna nikysanHs MopieHaxKa: RBT +
CAB npotu CAB
(CnissigHowerts GLSM. 90% Cl)
AUC(0-1) 0,786 (0 743,0. 831)
Cmax 0,825 (0,761, 0,895)
Cr 0,738 (0,702, 0,776)
CUF 1,272 (1 204,1. 345)

CAB: 30 mr ogve pas Ha noBy x 14 pHie
RBT + CAB: RBT 300 mr onuH paa Ha fetb + CAB 30 Mr oavH paa Ha AeHb X 14 gHiB

3Begennn Beix NoGiunnx peakniit (Gesneuna nomyasnin)

21. PesynbraTe 6e3nexd

[ Yei noGiuni peaxuii 3a 6axanum Tepminom | Ha cragii nikysaHns | Oaza




n(%}) RBT 300 mr + CAB| nopaneworo
30 mr(N=14) | cnocTepexeHHA
CAB 30 mr (N=15) (N=15)
Cy6'exiu 3 Byab-awumn AE, n (%) {7} 7 (50} 6(40)
”;Jyﬁ‘emu 3 Oygb-Awamu  nog'azaHaMu 3 0 1(7) 2{13)
pUOMOM Nikapcukux 3acobis 1P, n (%)
(MineMLEHHA piBHs anaHiaMiHoTpaHchepan 0 1(7) 2(13)
[Kpearuuoctoxiasa kposi nigesiuena (1) 0 1N
[Minevwenna Tevneparypy Tina i 1(7) 0
[[Koryaia 1(7) 0 0
MogpsnuHA Ha Wiipi 0 1{7) 0
Nelikonetis 0 17 0
HediTponetia 0 17 1@
Mipekcia 0 1(7) 2{(13)
[Bipycra indexuis 0 1(7) 0
||Purinuicrb ONOpPHO-PYXOBOrQ anapary 0 (7} 0
[[Fonomnwi Ginb 0 1(7) 0
\Finepreparos 0 1(7) 0
(KonTakmmil gepmatar 0 0 1(7)
([Xap+oBe o1pyetina 0 0 1(7)
{IBinuyTTA 3MiHY TEMNEpaTYDH Tina 0 0 1(7)
[MnsBicTe 0 i 1(7)
Kawent 0 0 1(7)
MigsuiesHs docthokitan 0 0 1(7)
Nimcponenis 0 0 1(7}

CAB 30 mr 1 pa3 Ha penb X 14 gris

RBT 300 mr onuH pas Ha gede + CAB 30 Mr oaus pas Ha fienb X 14 gris

Y upoMy JocnixeHHi He Gy/1o 3apeccTPOBaHO HKOAHOIO NETAIILHOTO BUMAMKY.

TMosizomasanocs npo | weneransHe cepiioszte nobiune asuue (CIL5), nos'ssane 3
minpuLeHHsM pisas AJIT, y nepion nikyBaHHs npu CyMiCHOMY 3aCTOCY BAHHI
RBT 300 mr + CAB 30 mr. Pisens AJIT 6ys nigsuienuit no 86 MO/n na 21-it
nenn (Gasa NikyBaHHS; BHIIE HOPMHK), AKKIl KOHBABCA 710 3 THXKHIB micns
NpUITMHEHHA NPHIfOMY Mpenaparty, KoK GyIIo 3apeecTPOBaHO MikoBe
nizpuienns pista AJIT o 417 (ctymins 3). Nocnigxuxk spaxas, wo CITA
noB'A3aHa 3 KoCHimKyBaHHM Nikapckkum 3acobom. CITS1 MuHae sepes 65 auis
nicns npuitoMy nepuiot Ko3H AOCILIiKYBaHOro Npenapary.

V nocnimxenni He 6y/10 3ape€cTPOBaHO KOAHUX KAIHIYHO 3HAUYHIHX
aHOMANbLHUX 3MIH JKHTTERO BRMCGIMBHX NoKasHUKiB a60 nokasHukis EKT.




22. BUCHOBOK (3aK/IFOYEHHS ) e CAB CL/F 6yna Bumoto Ha 27% mniciis CyMICHOrO 3aCTOCYBaHHA
noeTopHoi 1031 3 RBT, wo npussoamnio a0 3unwikenns AUC(0-t), Cmax
ta Ct CAB Ha 21%, 17% Ta 26%, BiANOBIAHO, MOPIBHAHO 3 IPUHOMOM
Tinbku CAB.

e Ilomipue 3umxkenHs excniozuuii CAB y nnasmi Kposi 3a 10MOMOrot
RBT He BBaskacThCA KIIHIYHO 3HAYYLIHMM MIC/Is NEPOPaIbHOrO MpHHOMY
CAB, OCKiZTbKM KOHUEHTpALT 3a/IMIIATHCS BULLAMH 32 PiBHI, NOB'A3aHi
3i cTifikum nipurnivennsm BUT-indekuii 8 nocnimkenHax pasm 2.

e [lia yac nocniwkeHHs He OYJ10 BUABJIEHO KOJAHHX HOBHX CHIHAJIIB
Hesneku. Kaborerpagip 3aranom no6pe nepeHOCHBCS 1PH 3aCTOCYBaHHI
K OKpeMo, Tak i B komOiHauii 3 pupadyTHHOM.

3asBHUK (BIACHUK PecCTPaLliiHOrO NOCBIA4EHHS)

(rianuc)

Kapen I'peiirkep (Karen Grainger)
Biue-npe3naeHT, KepiBHHK BiUILTY HOPMATHBHO-NPABOBOIO peryiloBaHHs

e DD Xenekep(VaV Hedlihowre)
{ITopadox donoeueno nosum dooamxom 30 32iono 3 Haxazom MO3 Vipainu Ne 1528 6io 27.06.2019 }

Ilepexnan BuKOHAB:

MeHeukep 3 peryIsTOPHUX MUTaHb Ta peecTpauii
TOB I'nakcoCmiTKnsiin ®apmacekioTikanc Ykpaina
Mapunsko Jlroamuna




Clinical Trial Report - 7
Study ID-ITZ111839

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

APRETUDE, film-coated tablets, 30 mg

2. Applicant

Vi1V Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

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

United Kingdom

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

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 I, open label crossover study to evaluate the effect of etravirine
on GSK 1265744 pharmacokinetics in healthy adult subjects, Study
[TZ111839.

6. Phase of clinical trial Phase 1
7. Period of clinical trial from [29July2009] — [28September2009]
8. Countries, where clinical trial has been conducted Texas, USA
9. Number of trial subjects planned: 12
actual: 12
10. Main purpose and secondary objectives of CT Primary:

e To compare steady-state plasma GSK1265744 pharmacokinetics
(PK) following administration of GSK1265744 30 mg every
24 hours (q24h) with and without etravirine (ETV) 200 mg every
12 hours (q12h).




Secondary:

o To assess the safety and tolerability of repeat dose co-
administration of GSK1265744 30 mg q24h with and without ETV
200 mg q12h.

o To assess the stéady state plasma ETV PK following co-
administration of GSK 1265744 30 mg q24h and ETV 200 mg
ql2h.

11. Clinical trial design

This was a single-center, open-label, two-period, single-sequence cross
over study in healthy adult subjects. A total of approximately 12 healthy
subjects were enrolled to provide data from at least 10 evaluable subjects.
Subjects had a screening visit within 30 days prior to the first dose of
study drug, 2 treatment periods, and a follow-up visit 7-14 days after the
last dose of study drug. There was no washout between treatment periods.

Cohort Sample Period 1; Period 2;
Size Days 1-10 Days 1-14
1 12 Treatment A? Treatment B2

1. Treatment A= GSK1265744 30mg q24h x 10 days
2. Treatment B = ETV 200mg q12h + GSK1265744 30mg q24h x 14 days

Period 1. Subjects received GSK 1265744 30 mg q24h (Treatment A) from
Day 1 to Day 10. All doses were administered following a moderate fat
meal. Subjects were housed in the unit for the entire duration of the
period. Serial PK sampling was performed on Day 10.

Period 2. Day 1 of Period 2 was the day after Day 10 of Period 1. Subjects
recetved GSK 1265744 30 mg q24h and ETV 200 mg q12h (Treatment B)
from Day 1 to Day 14. GSK 1265744 was dosed in the morning. The
morning ETV dose was given together with the GSK 1265744 dose while
the evening ETV dose was given 12 hours later. All doses were
administered following a moderate fat meal. The first dose of Treatment B

was given after Period 1 Day 10 24h PK sample had been collected.




Subjects were housed in the unit for the entire duration of the period. Pre-
dose PK concentrations were drawn in the morning on Days 8, 11, 12 and
13 and serial PK sampling on Day 14. On Day 14, the evening ETV dose
was given immediately after the 12h PK sample was collected. Subjects
were discharged on the morning of Day 15 and instructed to return for the
follow-up visit.

Follow-up. A follow-up visit was conducted within 7-14 days after the last
dose of study drug.

12. Main inclusion criteria

Healthy male or female subjects between 18 and 50 years of age, with
body weight >50 kg for men and >45 kg for women, and body mass index
(BMI) within the range 18.5-31.0 kg/m2 (inclusive).

13. Investigational medicinal product, mode of administration and
strength

GSK1265744, Tablet strength = 5 mg, Dose level = 30 mg, administered
orally, Batch number - 091215458

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

Etravirine, Tablet strength = 100 mg, Dose level = 200 mg, administered
orally, commercially available.

15. Concomitant therapy

Permitted Medication: 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

Efficacy not evaluated in this study.

The primary endpoint of the study was plasma GSK 1265744 steady-state
AUC(0-t), Cmax, Ct, Cmin, t}%, and tmax following administration of
GSK 1265744 30 mg q24 h for 10 days and following co-administration of
(GSK1265744 30 mg q24 h with ETV 200 mg q12 h for 14 days.

17. Criteria for evaluation safety

The secondary endpoints of the study were safety and tolerability
parameters, including adverse events (AEs), concurrent medication,

clinical laboratory, electrocardiograms (ECGs), and vital signs




assessments, and plasma ETV steady state PK parameters, including
AUC(0-7), Cmax, and Cmin following co-administration of GSK1265744
30 mg q24 hand ETV 200 mg q12 h.

18. Statistical methods

(GSK1265744 PK: The statistical analysis was performed on the log-
transformed PK parameters, AUC(0-1), C0, Ct, Cmax, and Cmin.

Analysis of variance (ANOVA) was performed using SAS Mixed Linear
Models procedure to assess the effect of ET'V on GSK1265744. Subject
was fitted as a random effect and treatment was fitted as a fixed effect in
the model. The ratio of GLS means and associated 90% confidence
intervals (Cls) were estimated for the PK parameters of interest.

(GSK1265744 given alone in Period 1 was considered as reference
treatment and GSK 1265744 co-administered with ETV in Period 2 was
considered as test treatment.

Steady State Assessment: Plasma GSK 1265744 pre-morning dose
concentration values (CO) obtained in the morning on Days 8, 11, 12, 13,
and 14 of Period 2 were plotted versus day by treatment. An ANOVA
with terms for subject as a random effect and day as a fixed effect was
performed on the loge-transformed CQ. Day was treated as a continuous
variable in the model. Achievement of plasma GSK 1265744 steady state
was assessed calculating the point estimate and 90% CI of the slope of the
linear regression of Days 8 to 14 CO versus Day by treatment. To claim
that steady state was reached, the pre-dose concentration slope estimate
was close to zero or the 90% CI for the slope estimate included zero. The
same analysis was performed with the Days 11 to 14, and Days 12 to 14
CO data.




19. Demographic indices of studied population (sex, age, race, etc.) Demographics
Age in Years, Mean (standard deviation [SD]) 307 (6.57)
Median (Range) 29.0 (23, 48)
Sex, n (%)

Male: 12 (100%)
8MI (kg/m?), Mean (SD) 26.1{2.50)
Height (cm), Mean (SD) 176.6 (5.52)
Weight (kq), Mean {SD) 81.18{8.161
Ethnicity, n (%)

Hispanic or Latino: 7 (58%)

Not Hispanic or Lating; 5 (42%)
Race, n (%)

African American/African Heritage 3 {25%)

Native Hawanian or Cther Paafic Islander 1 (8%)

White — White/Caucasian/European Heritage 8 (67%)

A summary of plasma GSK1265744 PK parameters following repeat dose

20. Pharmacokinetic results
administration is provided below.

Summary of Plasma GSK1265744 Pharmacokinetic Parameters Following Repeat Dose
Administration?
AUC[0-1) Cmax Crin Ct tmax2
Treatment
{ug.hml) (ugiml) (ngiml) | (pofmi) )]

183 947 640 6.50 KL
GeK1Z5r (13) (1) (14) (14) (2001200)

GSK1265744 184 933 552 6.49 4.00
+ETV 9 (1) (12) {12) (2.00-8.00)

GSK1265744 = GEK1265744 30mg q24h x 10 days
GSK1265744 + ETV = GSK1265744 30mg q24h x 14 days + ETY 200mg q12h
1. gecmetric mean (CVh%)

2. median (range}

The results of the statistical comparison of GSK 1265744 plasma PK
parameters are presented in the table below.




Plasma GSK1265744 PK Treatment Comparison
Plasma GS¥1265744 PK Geomelric Least Square Mean Ratio [90% CI]
Parameter _ ETV+GSK1265744 v5 GSK1265744
AUC(0-1) 101
[0.956, 1.06]
Cmax 1.04
[0.987, 1.09)
CD 0.854
[0.792,0.821]
C 0899
[0.842, 1.06]
Cimin 0.861
[0.801, 0.926]

GSK 1265744 = GSK1265744 30mg q24h x 10 days
GSK1265744 + ETV = GSK1285744 10mg q24h x 14 days + ETV 200mg q12h

The results of the statistical comparison showed that co-administration of
GSK1265744 with ETV had no effect on pharmacokinetics of
GSK 1265744,

The results of the plasma ETV PK parameters are summarized and
presented in the table below:

Summary of Plasma Efravirine Pharmacokinetic Parameters Following Repeat Dose
Administration’
AUC{D-7) Cmax Cmin Cr
Treafment (ghim1) frgimL) (ngimL (ngiml)
G3K1265744 + 9176 875 B57 587
ETV (25) {24) {26) {28)

G8K1265744 + ETV = G8K1265744 30mg q24h x 14 days + ETV 200mg qizh
1. geometic mean {percent coefficient of variation [CVB%])

The results of the steady state assessment showed that GSK 1265744
steady state was not confirmed during 14 days of dosing when co-
administered with ETV since 90% CI does not include zero. Even though

it was not confirmed statistically, putative steady state can be assumed




based on the nearly flat slope between Days 13 and 14 in the graphical
evaluation of GSK 1265744 trough values.

The results of the steady state assessment showed that ETV reached
steady-state after 11 days of dosing when co-administered with
(GSK1265744.

21. Safety results GSK.1265744 30 mg q24 h for 10 days, alone or in combination with ETV |

: 200 mg q12 h for 14 days, was well tolerated in healthy subjects. No
deaths, SAEs, or withdrawals due to AEs occurred during this study. No |
Grade 3 or 4 AEs were reported. The most commonly reported AEs were
insomnia, nausea, and headache.

Summary of Adverse Events Reported in At Least 2 Subjects Overall in [TZ111839
G5K1265744 GSK1265744 + ETV
Preferred Term {N=12) {N=12)
Subjects with Any AE, n (%) 8 (67%) 9 {75%)
Insomnia 0 4 (33%)
Nausea 2{17%) 1(8%)
Headache 0 2 {17%)

GEK1265744 = GSK1285744 30mg q24h x 10 days
BGSK1265744 + ETV = GSK1265744 30mg q24h x 14 days + ETV 200mg q12h

Similar to the overall AEs regardless of causality, the most commonly
reported drug related AEs were insomnia (4 subjects receiving
(SK1265744 + ETV), nausea (2 subjects receiving GSK 1265744 and 1
subject receiving GSK1265744 + ETV), and headache (2 subjects
receiving GSK 1265744 + ETV).

One abnormal laboratory value was reported as a drug-related AE: One
subject had Grade 2 increased blood amylase while receiving
GSK1265744 + ETV during Period 2. One subject had 2 Grade 4, 1

Grade 3, and 3 Grade 2 clinical laboratory abnormalities during the study:
Grade 4 increased AST and CPK attributed to intensive exercise at follow-
up, Grade 3 increased sodium (prior to first dose in the study), and

Grade 2 increased lipase (at follow-up), increased ALT (at follow-up), and




increased total bilirubin (at Period 1, Day 10 and at Period 2, Days 4 and
7).

[No clinically significant vital signs or ECG values were observed.

22. Conclusion (summary)

o (GSK1265744 30 mg q24h for 10 days, alone or in combination
with ETV 200mg q12h for 14 days, was well tolerated in healthy
subjects. No deaths, SAEs, or withdrawals due to AEs occurred
during this study.

e Co-administration of GSK 1265744 and ETV had no effect on
pharmacokinetics of GSK1265744.

Applicant (registration certificate holder)

@\)&C\/\‘_\

(signature)

Karen Grainger
VP, Head of Regulatory Affairs

'ViiV Healthecare

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




3siT npo kninivxe punpobysanun - 7
Kong gocainxenns - ITZ111839

1. Haspa nikapcbkoro 3acoby (3a HassBHOCTI - HOMEp peccTpauifHoro
NOCBiA4EHHS)

ATTIPETIO/], TabneTky, BKpUTI [1iBKOBOO 0000HKOI0, 110 30 Mr

2. 3aaBHUK

BiiB Xenckep FOK Jlimiten

3. BupoOHuK

BupoGaUITEO Hepe3dacoBaHOro MPOAYKTY, KOHTPOJb AKOCTi [0TOBOIO
NpOAyKTY

naxco Onepefimtnc FOK JlimiTen, mo Beae AisnbHicTs Ak ['Nakco Bemncom
Onepeitmuc / Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
[Ipaiiopi Ctpit, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ
Bennka bpurauis

[lepennie T2 BTOPHHNE DAKYBAHHA, KOHTPOJIL SKOCTi rOTOBOTO MPOAYKTY,
BHITYCK cepii

Asenifa ne Excrpemanypa 3, ITon. Iun. Anneunenyepo, 09400 Apauga ne
ITyepo, Byproc / Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda
de Duero, Burgos
IcnaHis

4, TlpoBeneHi ROCHiIKEHHS!

v’ Tak Hi, AKLLO Hi, 0OrpyHTY#iTE

1) Tvn nikapcokoro 3acoBy, 3a AKMM MPOBOAMSACH ab0 NaHyeTsCA
peecTpauis

likapcekuit 3aci6 3a MOBHMM 40ChE (ABTOHOMHE J0CKE), IHLUMIA NIKAPCHKHUI
hacib, HoBa niloua peuoBHHA.

5. TIoBHa Ha3Ba KniHiuHOTO BHNpoOYBaHHS, KOAOBAHHI HOMED KITIHIMHOTO
BUNpPODYBaHHA

BinkpuTe nepexpecHe aocnimkenHs | Gasu ans OMiHKK BIAUBY CTPABIPHHY Ha
dapmaxokinernky GSK 1265744 y 3ropoBux fopociux cy6'ekTiB, HOCTIUKEHHS
[TZ111839.

6. daza KniHiYHOTO BUTIPOOYBaHHA Daza |
7. epion kAiHiuHOro BHNPOOYBaHHsA 3 [29 nuniasa 2009] — [28 sepecus 2009]
8. Kpaiuu, B AKMX NPOBOANIIOCS KIliHiYHE BUNIPODYBAHHS Texac, CLLIA

9. KinbkicTs noCnimKyBaHuX

RBaruIaHOBaHO: 12
hakTHYHA KiNbKiCT Cy6'eKTiB JOCITIMKEHHS: 12

10. MeTa Ta BTOpHHHI L KIiRiYHOTO BUMPOOYBaHHSA

TTepBuHHI:

o IlopisuaTu crauionapHy dapmaxokinernky ( PK) GSK 1265744 y nnasmi
kposi nicns Beegenus GSK 1265744 30 mr xoxni 24 ronunu (q24h) 3
etpasipunom (ETV) 200 mr koxksi 12 rogun (q12h) Ta 6e3 Hporo.




[Bropaumi:

¢  OuindtH Gesnexy Ta NEPEHOCHMICTb MOBTOPHOI A03H IIPH CYMICHOMY
sactocysaHHi GSK1265744 30 mr 1 pas Ha 24 rogunu 3 ETB 200 mr ]
pas Ha 12 roauH Ta 6e3 ETB 200 mr 1 pas #a 12 rogus.

*  OuinuTy cTanjoHapHui cTan mirasmosoro ETV PK nicnst cymicroro
sacrocysanng (GSK1265744 30 mr q24 rog ta ETV 200 Mr q12 roa,

11. quzaiin WIiHIYHOTO BUNpoOyBaHHA

[le 6y/10 OAHOLIEHTPOBE, BiIKPHTE, ABOIEPIOIHE, OMHOMOMEHTHE NEpexpecHe
TOCITI[KEHHS 33 YUYACTIO 30POBHX AOPOCIHX Jojeid. 3aranom 6yJo 3anyyeHo
npubuaHo 12 3n0poBux mrogei, 1wob otpuMary JaHi WoHaimMenme eig 10
Cy6'exTIB, AKI NIAMAralOTh OUIHIOBAHHIO. Y YACHUKH TIPOXOMH/IM CKPUHIHIOBHIA
Bi3uT npoTarom 30 AHIB 10 NpHHOMY NepLIOT 103H AOCHIIKYBAHOrO NpEnapary,
2 nepioH JiKyBaHHA Ta KOHTPONLHUIA BI3UT Yepes 7-14 qHiB nmicna npHidoMy
OCTaHHBOT JO3H NOCNIAXKYBAHOIO Hpenapaty. Mixk nepiofaMu niKyBaHHA He
OyJ10 BUMHBAHHA.

Koropra Po3smip eubipm Mepiopn 1; Ani 1-10 Mepiopn 2; Axi 1-14

1 12 JlikyBaHHz A 1 NikysaxHs B2
1. NixysauHa A = GSK1265744 30 mr koxHi 24 roaunn x 10 ghis
2. Nikyeaxna B = ETV 200mr q12h + GSK1265744 30Mr koxHi 24 rogvim x 14 aHie

Tepion 1. Cy6'extn orpumysanu GSK1265744 30 mr na noby (nikysaHusa A) 3
1-ro no 10-i neHs. Bei nosu BBOAMNKM nicns npHifoMy Bki 3 NOMipHMM BMICTOM
brupy. [linpocninui nepeSysand y BiaaineHHi IpoTAroM yChOro epiony.
Cepiiiuuii Biadip 3pazkis PK nposoaunu Ha 10-# nets.

IMepioa 2. Jlens 1 Ilepiony 2 nacras HacTymHoro aus micas Jus 10 [epioay 1. 3
1-ro no 14-# geus nauientu orpumysanu GSK 1265744 30 mr koxui 24 roguHu
ra ETV 200 mr xoxni 12 roaun (nikysanna B). GSK1265744 ssomwiu Bpauui.
Pankosa moza ETV peoaunacs pazom 3 10300 GSK 1265744, a seuipus nosa
ETV seounacs sepea 12 rogun. Bei mosu BROMWIH 1icis npuiioMy ki 3
noMipHAM BMicTOM skupy. Ilepira nosa Jlikysauns B Gyna npuzHauena micss
Toro, sk Oys 3t0paHuii 3pazok PK 3a nepion 1, aens 10, 24 ronuuu. I[Tinnocninui

nepebyBany y BimaineHHi npoTaroM yceoro neptoxy. Kounenrpauii PK nepen,




Inoszoto BinGHpany spanui na 8-i, 11-#, 12-ii i 13-ii aui, a cepiiiauif BinGip po6
PK - Ha 14-# nens. Ha 14-ii nens seuipmio mozy ETV sBoaunu oapasy nicns
Bin6opy 12-roaunnoro 3paska PK. Tauientie Bunucysamy Bpaiti Ha 15-i AeHb i
[IPOCHITH [IOBEPHYTHCA HA HACTYITHUHA Bi3HT.

[Iponosxenna. KoHTponsHHit BI3UT MpoBoAMBCs NpoTAroM 7-14 aHis nicns
OpHIAOMY OCTAHHLOI JI03H AOCIMICYBaHOTO NPenapary.

12. OcHOBHI KpUTEpIT BKIIOYEHHS

3a0poBi ocobH wonoidoi abo xinouof cTati Bikom Big 18 1o 50 pokis, 3 Macoro
Tina >50 xr i 40NMoBIKiB i >45 Kr Ana 3KIHOK Ta ingekcom mMacu Tia ( BMI) B
mexax 18,5-31,0 kr/m2 (BrutiouHo).

13. JlocninxyBaHMit nikapchbkui 3acif, crioci6 3actocyBanus, cuna ail

GSK1265744, Tabnerku no 5 mr, no3yesaHHA 30 Mr, A1 NEpOpPanbLHOro
3ACTOCYBaHHs, HoMep cepii - 091215458

14. [penapat nopiBHAHHA, K034, CNOCI0 32CTOCYBAHHA, CHIla AiT

Etpasipyu, Tabnerka 100 mr, piexs nosysants 200 Mr, 3aCTOCOBYETHCS
[IEPOPANIBLHO, € Y BITBHOMY MPOAXKY.

15. CynyTHs Tepanis

Jlossoneni [Tpenaparu: Aueramivoden y mo3ax <2 rpamis, Ha 106y Gys
no3BosienHit. [HII CYTTyTHI NpenapaTi MOXKYTh PO3rNANATHCA B
iHIUBIdyansHOMY nopanky Meauunum mMonitopom GSK.

16. Kpurepii ouiHkH edeKTHBHOCTI

EdexTiHBHICTE HE OLIHIOBaNACH B LILbOMY ZOCIIKEHHI.

[lepBrHHOIO KiHLEBOO TOUKOK AOCHTImKeHHs Oynu cranionapri AUC(0-1),
Cmax, Ct, Ct, Cmin, t% Ta tmax GSK1265744 y nnasmi xposi micna npuiiomy
GSK 1265744 30 mr q24 roa nporarom 10 AHIB Ta nicns ogHO4acHOro NpUoMY
GSK1265744 30 mr q24 roa 3 ETV 200 Mr q12 ron npotsarom 14 guis.

17. Kpurepii ouinku 6e3nexu

BTOpHHHHMH KIHLEBMMH TOYKaMH AOCHiIKeHHs Bynu napamerpu 6esnexu Ta
MEpeHOCHMOCTI, BKNTIoYatoun nobiuni peakuii ([1P), cynyTHil npuiiomM fikis,
lTiHiko-nabopaTopHi nokasnuky, enexrpokapaiorpamu (EKI) Ta mokasHHKH
DKMTTEBO BKJIMBHX (yHKUIH, a TAKOK napaMeTpH MIasMoBoi KoHuedTpauit ETV
[y cTalioHapHOMY crani, Bloiogatour AUC(0-t), Cmax ta Cmin nicna
oaHOouacHoro sactocyeaHus GSK 1265744 30 mr koxai 24 roa. ta ETV 200 mr
wkOkHI 12 rog.




18. CrarucTiusi MeToou

GSK 1265744 PK: CrardcTiyHuiA aHani3 NPOBOAHBCA HA OCHOBI JlorapuMiuHo
nepeTsopexux napamerpie ITK, AUC(0-1), CO, Ct, Ct, Cmax ta Cmin.

Bapiauiithuit ananiz (ANOVA) nposoausca 3a 100OMOrolo npoucayps SAS
Mixed Linear Models ans ouisku nnuey ETV na GSK 1265744, Cy6'ckt OyB
mimibpaHni gk BunagkoBuii edekr, a sikysauus Oyno nigidpano sax gikcoBaHmit
edext y Mozeni. BigHowes s cepeauix 35avens GLS 1 nor'szani 3 uumu 90%
nosipui inTepsans ( CI) Oynu ouineni s napamerpis PK, wo npencraensors
iHTepec.

GSK 1265744, mo BrOAMBCA OKPEMO B mepioni I, posragaeca Ak pedepeHTHE
nixyBaHHs, a GSK1265744, o Beonuscs pazom 3 ETV B nepioxi 2,
[PO3TNIAJABCA AK TECTOBE JIIKYBAHHA.

Ouinka cTiiikoro craHy: 3HaueHHa koHueHTpauil GSK 1265744 y mwiasmi kpoei
no pankosoi no3d (C0), otpumasi Bpanui Ha 8-i, 11-#, 12-i, 13-i Ta 14-if aui
nepiony 2, 6ynu noSynoeani y Burnsaxi rpadikis 3aiexHo Bix AHA JiKyBaHHS.
Bapiauifinuii ananiz (ANOVA) 3 ymosamu ais cy6'exra ak BUNagKOBOro
edexTy Ta iHA Ak dikcoBaHoro edexty Oyno NpoBefeHO AN JIOT-
Tpancgopmosaroro CO. Jlens y mozeni pozrnsaascs sk GesnepepBHa 3MiHHA.
JTocarHeHHs cTauioHapHOro craHy miasMu GSK 1265744 ouiHiOBANH LUNAXOM
po3paxyHKy TouKoBoi ouiHky Ta 90% CI Haxuny niHifiHOT perpecii 3 8 no 14
nens CO nopiBHAHO 3 AHEM A0 fikyBaHus. s Toro, wob creepmyBaTH, WO
CTaLiOHApHMIt CTaH JOCATHYTO, OLHKA HAXKILY KOHUEHTpaUil nepen go3oto Oyia
Bnu3bLKo10 A0 Hyns abo 90% CI ans ouiHkd Haxuny skmiouana Hyns. Takuit
camuit aHaniz Oyno npoeegexo 3 naHumMu C0 3 11 no 14 pens 1a 3 12 no 14 pens.




19. Nemorpadiuni nokasHuKK A0CTiLKyBaHOT MOMyNAuii (craTh, 8iK, paca
TOILIC)

emorpacivui gani

Rik {}pois), cepenMifi (cTaHpapTHe BiaxuneHks) 30,7 (6,57)
1SD]) Meniana {fianaacH) 29,0 (23,48)
Crats, n (%)

Monosiku: 12 (100%)
BMI {krim2), Cepenme aHaueHtn {SD) 26,1 (2,50
3pict (cm), Cepepie Havenns (SO) 176,6 (5,52)

|Maca Tina {xr), Cepeane 2Hauenns (SD)

81,18 (8,161)

ETHi4yHa npuHanexHicTs, n (%)

[CnaHCHKOro Y1 NATMHOAMEPMKAHCHKOMQ NOXOMKEHHS: 7 (58%)
He icnaHcLkoro Yu NaTMHOaMEPHKEHCHKOrO NOXO/PKEHHA 5 (42%)
|Paca, n (%)

A(hpO-amepukaHCbroro/ahpUKEHCHKOTO NOXOMKEHHA 3(25%)
Kopitke HaceneHus [aBaiichkvx ocTposis abio iniux ocTposie Tuxoro

OKeaHy 1(8%)
GinoLuxipifeBponeiickoro NOXOAXeHHs 8 (67%)

20. PesysnsTaTi eeKTUBHOCTI

Hinxue HaseneHo KOPOTKHU OrNAA NapameTpiB MIa3MOBOT KOHIEHTPALLi
(GSK 1265744 PK nicns BBeieHHsS [TOBTOPHOL JO3H.

Pesome (hapMakOKIHETVHHUX napamerpin GSK1265744 y nnasmi kposi nicns BBEAEHHS NOBTOPHOY A03HT

NikysanHs AUC(O-) {mr. Cmax Cmin Cr tmax?

rog/mn) {MKrimn) (merimn) {naxr/mn) {ron)

GSK1265744 183 947 6,40 6,50 3,04
(13) (11} (14) (14) {2,00-12,00)

GSK1265744 184 9,83 552 6,49 4,00
+ETV {9) (11) (12) {12} {2,00-8,00)

GSK1265744 = GSK1265744 30 mr xoxHi 24 roguHu x 10 gris
GSK1265744 +ETV = GSK1265744 30Mr xomi 24 ronuun x 14 auis + ETV 200mr kosHi 24 ropuHm
1. cepepue reomeTpuHe aHavenHa (CV%)

2. Mepiana {gianazcH)

Pe3yLTaTh CTATHCTHYHOO nopisHsHHA napamerpis PK nnasmu GSK1265744
npe/IcTaBICH] B TaOMULI HIDKYE.




MopiBHRHHR NiKYBaHHA nna3moto GSK 1265744 PK
Mnaava GSK1265744 PK Mapawertp leoMeTpyHe cepeHLOKEAAPATHYHE BIQHOWEHHS
[90% CI)
ETV +GSK1265744 npotn GSK1265744

AUC{0-T) 1,01
[0,956,1, 06]
Cmax 1,04
[0,987,1, 09]
Co 0,854
[0,792,0, 921]
Cr 0,959
[0,842,1, 06]
Cmin 0,861
[0,801,0, 926]

GSK1265744 = GSK1265744 30 mr kowi 24 roguau x 10 gHis
GSK1265744 + ETV = GSK1265744 30Mr koxHi 24 roauti x 14 auis + ETV 200Mr koxHi 24 roguHu

Pe3ynbTaTH CTATHCTHYHOO NOPIBHAHHA MOKA3aiH, IO OAHOYACHE 3aCTOCYBAHHS
GSK1265744 3 ETV He BruiHBano Ha ¢papmakokineTHky GSK1265744.

PesyneTaTy gocnigxeHHs napamerpis nnasMosoro ETV PK yzaranpHeHo i
npeacTaBneHo B TabNHLUL HUMNE:

Pestome chapMakoxiHeTMMHUX NapaMeTpiB eTPasipuHy B NasMi KPOBI NicNK BBeAEHHA NOBTOPHOI
ao3ui
. AUC(0-T) Cimax Cmin Cr
TiyBakia {ur. rop/mn) (tr/mn) {Hrimn) (Hrimn)
GSK1265744 + 9176 975 557 597
ETV (25) (24) {26) (28)

GSK1265744 + ETV = GSK1265744 30mr xoxui 24 rounu X 14 axie + ETV 200mr kowHi 24 roauHu
1. cepeane reomeTpuuHe (BicoTKoRMA KoedilyienT sapiauii [CVb%))

Pe3ynbTaTu OLHKY CTALOHAPHOrO CTAHY [OKA3aJIM, IO CTALIOKapHMI CTaH
GSK 1265744 He nigTBepKYETECS MPOTATOM 14 JIHIB NpH OMHOYACHOMY
actocyBanHi 3 ETV, ockinbku 90% CI ne Bkmouae Hyns. Xoua ue He 6yno
[MiATBEp/DKEHO CTATHCTHYHO, MOXHA NIPHIYCTHTH, WO CTALOHAPHHIA cTaH icHYye,
BUXOMI4H 3 Maibie nnockoro Haxmny Mok 13-M i 14-m quamu B rpadiumiit




ouiHUi 3HaYeHs 3anaguay GSK 1265744,

Pe3ynsTaTH OLHKM CTALiOHAPHOrO cTaHy nokasany, wo ETV nocarae
CTaliOHApHOTO CTaHy mici 11 Anis npuiioMy npu cymicHOMY 3aCTOCYBaHH 3
GSK1265744.

21. PesynbsTary 6e3nexu

(GSK 1265744 30 mr q24 ron npotsrom 10 nuis, oxpemo a6o B koMbiHawii 3 ETV
200 Mr koxHi 12 rop. npotarom 14 axis, no6pe nepeHocHBCA 310POBUMHE
cy6'exramu. Iin yac uboro pocnimxenns He Gyo 3adikcoBaHO KOIHOrO
Bunazky cmepti, CHA abo piaminu yepes [TP. He nosinomnsanoca npo ITP 3 abo
4 knacy. Haliuacrie nopinomaanocs npo taki no6iuni peakuii, sx 6esconns,
HYIOTA Ta FOJIOBHHIA GiNk.

YaarankHena indopmauia npo nobiuni peaxuii, npo siki NOBIZOMNANCCA WOHaAMeHIUe y 2
cyb'exriB 3aranom y gochimrenni MZ211183¢
GSK1265744 GSK1265744+ ETV
BamaHuii TepMiH {N=12) (N=12)
PecnoHpenTy 3 6yne-skow AE, n (%) 8 (67 %) 9(75%)
Be3coHHA 0 4 {33%)
Hynora 2017%) 1({8%)
I'onoBHuiA Binb 0 2017%})

GSK1265744 = GSK1265744 30 mr koxni 24 rogunn X 10 gHis
GSK1265744 +ETV = GSK1265744 30mr kol 24 romen X 14 anis + ETY 200mr kosxHi 24 ropunm

[Toai6xo 0 3aranbHUX HEBWKAHKX ABHLL HE3ANEHKHO Bif NPUMHHHOTO 3B'3KY,
HaliuacTille NoBiAOMIANOCA NMPO MEAHKAMEHTO3HI HebakaHi SBHLLA, HOB'A3aHi 3
npudoMoM nipenapaty: 6e3conns (4 nauienTs, sxi orpumysanu GSK 1265744 +
ETV), nynora (2 nauienty, axi orpumysanu GSK 1265744 ta | nauienr, sxuii
otpumyBas GSK 1265744 + ETV) Ta ronosuuii 6ine (2 nauieHTH, sKi
orpumysanu GSK 1265744 + ETV).

Onun anomansuuit naboparopHuil nokasuuk 6ys 3apeectpopanuit sk I1P,
MOB'A3aHa 3 JikapchkuM 3acobom: B oxuoro cy6'exra cocrepiranoca
NiJBHIUIEHHS aMilasi KpoBi 2-To cTyneHs nin yac npuiiomy GSK 1265744 + ETV
npoTAroM 2-ro nepiomy. B opHoro yyacHuka mig yac pocrimkenns 6yno

BUABJIEHO 2 KNiHIKO-mab0paToOpHHX Biaxunenus 4-ro crynews, 1 sinxunenns 3-
ro cTyness Ta 3 BigxunenHsa 2-ro crynens: [Tinsumenns nokasuuikis ACT i
KPEATHHKIHA31 4-TO CTYNEHA, NMOB's3aHe 3 INTEHCHBHHMH (I3HUHEMU




HaBAHTAHKEHHAMM 1111 4aC MOAANBLIONO CHOCTEPEKEHHS, MIIBUILIEHHS HATPIIO 3-
ro cTyneHs (10 NpUiHOMy Nepuioi 1031 B A0CTI/KEHHI) i MiIBHINEHHA Jlinasu 2-
ro crynens (MijJ yac NoAambWoro croctepekents), niasuments AJIT (nia vac

[10ATBIIONO CTIOCTEPEkeHH:) i MiIBHIIEHHS 3araibHoro 6utipy6iny (nia vac 1-
ro nepioay, 10-ro aus i nia yac 2-ro nepioay, 4-ro i 7-ro aHis).

KniHiuHO 3HAYYLIMX 3MiH MOKa3HUKIB KUTTEAIANbHOCTI a00 EKT He
cnocTepiranocs.

22. BUCHOBOK (3aKTIO4EHH)

o  GSKI1265744 30 mr koskui 24 roaunu npotsrom 10 axis, okpemo abo B
kom6iHatii 3 ETV 200 mr kokHi 12 roaunu npotsrom 14 axis, 106pe
nepeHoCHBCs 310poBuMH cyd'ektamu. [Ti yac LbOro A0CHIKEHHS HE
Gyso 3adikcosaro xoaHoro eunaaky cmepri, CHA abo Biaminm yepes
[1P.

e Cymicue 3actocysanns GSK 1265744 ta ETV ne BnumBano Ha
tdapmaxokinetuky GSK1265744.

3asBHUK (BACHUK PEECTPALLIHHOIO MOCBIAYEHHA)

Hlopsiook donosneno noeum dodamkom 30 32iono 3 Hakazom MO3 l;xpzau_ No 1528 gio 27.06.2019 }

IMepexnan BHKOHAB: I
Mewe/pkep 3 peryJISTOPHUX NMUTaHb Ta peecTpauii { / /
TOB I'nakcoCmitKnsitn ®apmaceiotikanc Ykpaina [ ,“{’
Mapunsiko Jlroamiuna 6 I

(rianuc)

Kapen I'peiitokep (Karen Grainger)
Biue-npe3unent, KepiBHUK BIALTY HOPMATHBHO-MPABOBOTO PerytoBaHHA

BiiB Xenckep (VilV Healthcare)




Clinical Trial Report - 8

Study ID- LAI116181

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.

IAllendeduero, 09400 Aranda de Duero

Burgos, Spain

4. Studies conducted:

vyes no  ifno, please justify

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

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

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

A Phase 1, Open-Label, Crossover Study to Evaluate the Pharmacokinetics and
Safety of GSK 1265744 and Rilpivirine and Dolutegravir and Rilpivirine in Healthy
Adult Subjects

Study LAI116181
6. Phase of clinical trial [Phase 1 .
7. Period of clinical trial from [07November2011] ~ [20February2012]
8. Countries, where clinical trial has been conducted USA

9. Number of trial subjects

planned: 28 (16 subjects in Cohort 1 and 12 subjects in Cohort 2)
actual:27 (16 subjects in Cohort 1 and 11 subjects in Cohort 2).

10. Main purpose and secondary objectives of CT

Primary
e To describe and compare steady-state plasma dolutegravir (DTG)
pharmacokinetics following administration of DTG 50 mg every 24 hours

{q24h) with and without rilpivirine (RPV) 25 mg q24h.




¢ To describe and compare steady-state plasma GSK1265744 pharmacokinetics
following administration of GSK 1265744 30 mg q24h with and without RPV
25 mg q24h.

¢ To describe and compare steady-state plasma RPV pharmacokinetics
following administration of RPV 25 mg q24h with and without GSK 1265744
30 mg q24h.

e To describe and compare steady-state plasma RPV pharmacokinetics
following administration of RPV 25 mg q24h with and without DTG 50 mg
q24h.

Secondary

¢ To assess the safety and tolerability of repeat dose DTG 50 mg q24h with or
without RPV 25 mg q24h.

o To assess the safety and tolerability of repeat dose GSK 1265744 30 mg q24h
with and without RPV 25 mg q24h.

s To assess the safety and tolerability of repeat dose RPV 25 mg q24h.

11. Clinical trial design

LAI116181 was a single-center, 2-cohort, open-label, 3-period, fixed-sequence cross
over study in healthy adult subjects.

Subjects (Cohort 1 and Cohort 2) underwent:

» A screening visit (30 days prior to the first dose of study drug)

e Three treatment periods (There was a washout period of at least 7 days for
Cohort 1 and at least 14 days for Cohort 2; between Period 1 and Period 2 but
no washout between Period 2 and Period 3. Day 1 of Period 3 started the day
after the last day in Period 2).

[n Cohort 1, subjects received DTG 50 mg q24h for 5 days (Treatment A) in Period 1
followed by a 7-day washout period. Subjects were then administered RPV 25 mg

g24h for 11 days (Treatment B) in Period 2, followed by DTG 50 mg q24h in




combination with RPV 25 mg q24h for 5 days (Treatment C) in Period 3.

[n Cohort 2, subjects received GSK1265744 30 mg g24h for 12 days (Treatment D)
in Period 1, followed by a 14-day washout period. Subjects were then administered
RPV 25 mg q24h for 12 days (Treatment B) in Period 2 and then GSK 1265744

30 mg q24h in combination with RPV 25 mg q24h for 12 days (Treatment E) in
Period 3.

Safety evaluations and serial pharmacokinetic (PK) samples were collected during
each treatment period. In Cohort 1, serial blood PK samples were collected on Day 5
of Periods 1 and 3 for DTG PK analysis. Serial blood PK samples were also collected
on Day 11 of Period 2 and Day 5 of Period 3 for RPV PK analysis.

In Cohort 2, serial blood samples were collected on Day 12 of Periods 1 and 3 for
GSK 1265744 PK analysis. Serial blood samples were also collected on Day 12 of
Periods 2 and 3 for RPV PK analysis.

A follow-up visit 7 to 14 days after the last dose of study drug.

12. Main inclusion criteria

Healthy male and female subjects as determined by medical evaluation including
medical history, physical examination, laboratory tests and cardiac monitoring,
between 18 to 55 years of age, with body mass index (BMI) within the range 18.5 to
31.0 kg/m2 (inclusive) were eligible for inclusion in this study.

13. Investigational medicinal product, mode of administration and
strength

o (GSK1265744 30 mg q24h x 12 days (Test Treatment); oral tablet; Batch
091215458

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

e DTG 50 mg q24h x 5 days (Reference Treatment); oral tablet; Batch
111287797

e RPV 25 mg q24h x 11 days (Reference Treatment); oral tablet; Batch
AJL2KQ1P1

e RPV 25 mg q24h + DTG 50 mg q24h x 5 days (Test Treatment); oral tablet;
Batch AJL2K01P1

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 GSK
Medical Monitor.

16. Criteria for evaluation efficacy/PX.

Efficacy not evaluated in this study.
Primary:

¢ Plasma DTG steady state area under the concentration-time curve over the
dosing interval (AUC(0-1)), maximum observed concentration (Cmax), and
time of occurrence of Cmax (tmax), pre-dose (trough) concentration at the
end of the dosing interval (Cr), following 50 mg q24h administration with
and without RPV 25 mg q24h.

* Plasma GSK 1265744 steady state AUC(0-1), Cmax, tmax, and Ct following
(GSK1265744 30 mg q24h administration with and without RPV 25 mg q24h.

o Plasma RPV steady state AUC(0-t), Cmax, tmax, and Crt following RPV
25 mg q24h administration with and without DTG 50 mg q24h or
GSK 1265744 30 mg q24h.

17. Criteria for evaluation safety

Safety and tolerability parameters, including adverse event {AE), concurrent
medication, clinical laboratory, electrocardiogram (ECG), and vital signs
assessments.

18. Statistical methods

No formal hypothesis was tested in this study. An estimation approach was used to
evaluate the effect of drug-interaction. The sample size of 16 and 12 subjects in
Cohort 1 and Cohort 2 respectively was chosen based on expected withdrawal rate of
approximately 10% and the within-subject variability to address the objectives of the
study.

The DTG, GSK 1265744 and RPV PK Concentration Populations (all subjects who
underwent plasma PK sampling and had evaluable PK assay results) were used for
the concentration listing, plotting and PK parameter listing. The PK DTG,
GSK1265744, and RPV Summary Populations (all subjects who underwent plasma
PK sampling and had evaluable DTG, GSK1265744 or RPV PK parameters

estimated from dosing alone and in combination) were used for PK parameter




plotting, PK. parameter summary and for analysis of PK parameters data.

Plasma concentrations of DTG, GSK1265744, and RPV were determined using a
validated high-performance liquid chromatography-tandem mass spectrometry
(HPLC/MS/MS) method. Plasma DTG, GSK.1265744, and RPV concentration-time
data were analyzed by non-compartmental methods with WinNonlin Professional
Edition version 5.3.

Individual subject PK parameter values and descriptive summaries of each parameter
were reported by treatment. The focus of the statistical analysis was to estimate the
two way drug-interaction effect of RPV on DTG and GSK 1265744 PK parameters
and effect of DTG and GSK1265744 on RPV PK parameters. Analysis of variance
(ANOVA) was performed using SAS mixed effect models procedure to assess the
relative effect of RPV on DTG and GSK 1265744, and the effect of DTG and
(GSK1265744 on RPV (AUC(0-t), Cmax, and Cr, separately for each cohort). The
point estimates and corresponding 90% confidence intervals for the parameters of
interest were provided for the between treatment comparisons. Plasma tmax, pre-dose
plasma concentration (C0), minimum observed concentration (Cmin) and terminal
phase half-life (t/2) for all analytes were summarized with the descriptive statistics.
All of the PK parameters were log-transferred, except tmax.

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




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

Demographics Cohort 1 Cohort 2 Ovemall

Age in Years, Mean (SD) 344 27401050 | 141130
{11.33)

Sex, n (%0)

Female: 2(13) 2(17) 4{14)
Male: 14 (88) 10 (83) 24 (86)
B! (kg/m2), Mean (SD) 2651 27033.24) | 26.73(2.83)

{2.58)
Height (cm), Mean (SD) 178.5 (10) 175.15 17732
{12.71) (1111
Weight (kg), Mean (SD} 84 46 83.74 84.15{1251)
{10.55} {15.23)
Ethnicity, n (35)
Hispanic or Latino: 425 1 (8) 5 (18)
Not Hispanic or Latino: 1275 11 {92) 23 (82)
Race, n (%0)
African Americanf/Altican Heritage 4 (29) 7 (58) 11 (39)
Ametican Indian or Alaskan Native 1({B) 1] 1{#
Mative Hawaitan ar Gither Pacific Islander 1(b) )] 1)
White — White/Caucasian/European Hertage 10 {(63) 5 (42) 15 (54)

SAE=Serous Adverse Event, 5D = Standard Deviaticn




20. Pharmacokinetics results Plasma Pharmacokinetic Parameters of DTG with and without RPY (DTG PK
Summary Population)

DTG DTG + RPV!
Plasma DTG PK Parameter (n=16) (n=16)
488 547
AU%&? [40.8, 58.4] [46.1, 64.9]
346 3.90
C"'?"L (296, 4.04] [343,4.44]
o 1.07 131
[0.850, 1.34] [1.04, 1.65]
{hg/ml) (45) (46)
Tmax2 350 350
(h) (1.04.0) (1.04.0)

1. Geometric mean [95% Cenfidence Interval (CI)] (Between subject variability GVb%)
2. Median {range)

Treafments;

DTG = DTG 50 mg once daily {QD) x 5 days

DTG + RPY =DTG 50 mg QD + RPY 25 mg QD x 5 days




Plasma Pharmacokinetic Parameters of GSK1265744 with and without RPV
(GSK1265744 PK Summary Population)

Plasma GSK1265743 PK GSK1265744" GSK1265744 + RPV'
Parameter n=11) (n=11)
142 159
AUC(0-) H18, 171] [138, 1683
(ng.hfmL) (28) @1)
822 865
??]fraan) [6.63, 9.69] [7.69.9.79]
Hg (26) (18)
ot 465 529
[373.579] [4.49,6.23]
Tmax2 400 400
th) (2.0-4.0) (1.04.0)

1. Geomelric mean [95% CI] (Cvb%])
2. Median (range)
Treatments;

GEK1265744 = GSK1265744 30 mg QD x 12 days

GSK1266744 « RPV = G5K1265744 30 mg QD + RPV 25 mg QD x 12 days




Plasma RPV Pharmacokinetic Parameters (RPV PK Summary Population)

Cohort 1: RPV with or without DTG
Plasma RPV PK Parameter RPV® DTG ¥ REV
{n=16} {n=16)
27 2368
U .
ﬁl gch(f?nr_}) [1872, 2649] [1985, 2625]
‘
Cmax
[128,173] (136, 197]
(ngimi.) (29) 36)
o 745 905
(603,92 [70.9, 115]
(ng/ml) (41) (48)
Tmax? 4.00 400
(h) (4.06.0) ©2.050)
Cohort 2: RPY with or without GSK1265744
Plasma RPY PK Parameter RPV! GSK1265744 + RPV!
{n=11) {n=11)
2473 2441
f:é%?n?) [2034, 3008] [1916, 3110]
: (30) 3N
171 165
Cmax
[137,213] [120, 226]
(ng/mt) (34) (50)
. 87 4 80.3
66.8, 114] [58.6, 110]
(ng/mL) (42) 50)
Tmax2z 4.00 400
) (3.06.0) (3.0-5.0)

1. Geometric mean [25% CIJ (CYb%)

2. Median (range)
Treatments:

Cohort 1 RPV=RPV 25 mg QD x 11 days

DTG + RPV =DTG 50 mg QD + RPY 25 mg QD x 5 days

Cohart 2 RPV = RPY 25 mg QD x 12 days

GSK1265744 + RPV = G8K1265744 30 mg QD + RPV 25 mg QD x 12 days




Plasma DTG PK Treatment Comparison (DTG PX Summary Population)

PK Parameter Geametric least square (GLS} Mezan Ratio [90% CI]
DTG +RPVvs DTG

AUC(0-1) 1A2[1.05,1.19]

Cmax 113[1.05, 121]

Ct 122]1.15, 1.30]

Treatments;

DTG =DTG 50 my QD » 5 days
DTG + RPV = DTG 50 mg QD + RPV 25 mg QD x 5 days

Plasma G5K1265744 PK Treatment Comparison (GSK1265744 PK Summary
Population)

PK Parameter GLS Mean Ratio [90% CJ]
GSK1265744 + RPV vs GSK1265744

AUC[O-t} 1.12]1.05,1.19]

Cmax 1.05 [0.863, 1.15]

Cz 1.14]1.04, 1.24]

Treatments:

GEK1285744 = GSKT265744 30 mg QD x 12 days
GE8K1285744 + RPY = G8K1265744 30 mg QD + RPV 25 mg QD x 12 days

Plasma RPV PK Treatment Comparison (RPV PK Summary Population)

PK Parameter GLS Mean Ratio [90% CI]
Cohort 1 Cohort 2
DTG + RPV vs RPY G5K 1266744 + RPV vs RPV
AUJC({0-t) 1.06 [0.976, 1.16] 0.987 [0.880, 1.09]
Cmax 1.1070.992, 1.22 0.963 [0.849, 1.08]
Crt 1.21J1.07, 1.38] 0.91910.789, 1.07]
Treatmenis:

Cohort 1 RPV=RPV25mgQD x 11 days

DTG + RPV = DTG 50 mg QD + RPV 25 mg OD x 5 days

Cohart 2 RPV =RPV 256 mg QD x 12 days
GEK1265744 + RPV = G8K1265744 30 mg QD + RPV 25 mg QD x 12 days

21. Safety results

DTG at 50 mg, RPV at 25 mg and GSK 1265744 at 30 mg q24h (QD) were generally
well tolerated in healthy subjects in this study. All AEs were Grade 1, with the
exception of three AEs (insomnia, catheter site inflammation and toothache) which
were Grade 2. No subject became pregnant, died, or experienced a serious adverse

event (SAE), Grade 3/4 AE, or AE leading to premature discontinuation of




Summary of All Adverse Events by Treatment (Safety Population)

investigational product during the study. One subject on GSK 1265744 and RPV
developed a Grade 4 creatinine kinase (CK) elevation that was attributed to strenuous
exercise. No other clinically significant changes in clinical laboratory values, vital

signs, or ECGs were observed during the study.

Preferred Term Cohort 1 Cohort 2
DTG RPV | DTG+ | GSK1265744 | RPV | GSK1265744
(N=16) | {N=18) | RPV {N=12) | (N=12)| +RPYV
(N=16) {N=12)

Subject with Any AE, n 2(13) | 3(19) | 8(50) 3 (29) 2(17) 5(42)
(%)
Headache 2(13) | 1(6) | 3(19) 0 1(8) 2(17)
Dizziness 0 0 1{6) 0 0 1(8)
Somnolence 0 0 0 0 0 1(B)
Toathache 0 0 0 0 0 1(8)
Oral herpes 0 0 0 0 0 1(8)
Decreased anpelite 0 0 0 1(8) 0 1(8)
Catheter site related 0 0 2(13) 0 0 0
reaction
Catheter site inflammation 0 0 1 (6) 0 0 0
Dyspepsia 0 0 1(6) 0 0 0
Pharynattis 0 0 1 (6) 0 0 0
Abnormal dreams 0 1 (6) 0 0 0 0
Insomnia 0 1{6) 0 0 0 0
Cough 0 0 0 2(17) 0 0
Arthralgia 0 0 0 0 1(8) 0
Demalitis contact 0 1 () 0 0 0 0
Treatments:

Cohert 1: DTG = DTG 50 mg QD x 5 days
RPV =RPV25mg QD x 11 days
DTG + RPY = DTG 50 mg QD + RPY 25 mg QD x 5 days
Cohorl 2: GSK1265744 = GSK1265744 30 mg QD x 12 days
RPV =RPV 25 mg QD x 12 days
GSK1285744 + RPV = G8K1265744 30 mg OD + RPV 25 mg QD x 12 days

22. Conclusion (summary)

¢ Pharmacokinetic parameters of each drug alone were similar to those when
given in combination demonstrating a lack of interaction between RPV and




DTG or GSK1265744.

Co-administration of DTG with RPV resulted in no change in DTG AUC(0-
1), and Cmax, and a 22% increase in Ct.

Co-administration of GSK1265744 with RPV resulted in no change in
GSK1265744 AUC(0-t), Cmax, and Cr.

Co-administration of DTG with RPV resulted in no change in RPV AUC(0-1)
and Cmax, and a 21% increase in Cx.

Co-administration of GSK1265744 with RPV resulted in no change in RPV
AUC(0-1) and Cmax, and an 8% decrease in Cr.

DTG, RPV and GSK1265744 given alone or in combination as DGT + RPV
or GSK 1265744 were well tolerated in this study. No deaths, serious AEs,
Grade 3/4 AEs, or withdrawals due to AEs.

IApplicant (registration certificate holder)

LN

Cove — G

(signature)

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

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




3piT npo kniniyne punpodyeaung - 8

Kon nocainxenns - LAT116181

1. Hazea nikapcekoro 3acofy (3a HasBHOCTI - HOMEp peecTpaLifHOro
[OCBIMEHH )

ATIPETIOJL, TaGneTky, BKpUTI [U1iBKOBOK 060N0HKOI0, 110 30 Mr

2. 3agaBHHK

BiiB Xenckep IOK JliMiten

3. BEpoGHuK

BupoOHRITBO HEepo2(hacCOBAHOTO HPOAYKTY, KOHTPOJIb SKOCTi FOTOBOTO NPOAYKTY
[naxco Onepeiimic FOK Jlimiten, wo seae Aisnsricrs gk Inakco Bennkom Onepefiuc /
Glaxo Operations UK Ltd (frading as Glaxo Wellcome Operations)

[Tpaiiopi Ctpir, Bea, SG12 0D/ Priory Street, Ware, SG12 0DJ

Benuka Bpurania

TlepeHHAE TA BTOPHIHE NAKYBaHHASA, KORTPOIb AKOCTI FOTOBOI0 NPOAYKTY, BHIYCK
cepii

Agenina ne Exctpemanypa 3, [lon. Iua. Annenaenyepo, 09400 Apanpa ne Jlyepo, Byproc /
Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero, Burgos

lenadig

4. [TpoBeaeHi AOCTiIKEHHA:

¥’ Tak Hi, AKWIO Hi, 00rpyHTYiTE

1) THn nikapcbkoro 3aco0y, 3a AKKM MpoBOAMNacs abo NIaHyeTheS
peecTpauis

JTikapcnkuit 3aci6 32 MOBHUM 0CkE (aBTOHOMHE OCHE), iHWIMI NnixapebkHii 3acif, HoBa
nitoya peoBHHA.

5. TToBHa Ha3Ba KJIiHIYHOrO BHNPOBYBaHHs, KOAOBAHHI HOMEP KJIIHIUHOIO
BHIIpOOYBaHHA

Binxpure nepexpecte pocnimkenns gazu 1 wis ouitiki dapmarokineTHku Ta Sesneku
npenapatis GSK 1265744 Ta puwinigiputy, a TaKoX A0JYTerpasipy Ta puirniBipHHy y
3/10POBHX HOPOCIHX CYO'eKTiB

Mocnimxenns LAIT1618]
6. ®aza KNiHIYHOrO BUNIPODYBAHHA Daza |
7. [lepiog, KiiHi4HOrO BHIPOOYBaHHA 1 [07 nuctonapa 2011] — [20 mororo 2012]
8. Kpainn, B AKX IpOBOAIITOCS KITiHIYHE BUNpoOyBaHHs CLIA

9. KinbkicTb rociimicysaHnx

hannanosano: 28 (16 oci6 y Koropri | Ta 12 oci6 y Koropri 2)
daxraunuii: 27 (16 oci6 y Koropri 1 Ta 11 oci6 y Koropri 2).

10. MeTa Ta BTOpHMHHI UiNi KNiHiYHOro BUNIPoOYBaHHA

OcnoBna

e  OmucarH Ta NOPiBHATH crauioHapHy dapmakokieTnky gonyterpasipy (DTG) y
rutasmi kposi micns npuiiomy DTG 50 Mr koxsi 24 roausu (q24h) 3 punnisipunoM

(RPV) 25 mr q24h Ta 6e3 Heoro.




Bropunni

Onucary Ta nopiBHATH cTalioHapHy dapMakokineTuxy GSK 1265744 y nnasmi
kposi micna seeaeHHs GSK1265744 30 mr koxni 24 rog 3 RPV 25 Mr koxui 24 rop
Ta 6e3 HBOTO.

Onucaru Ta nopisBHATH cTauioHapHy papMmaxokineTnky RPV y mnasmi kposi micns
nipuitomy RPV 25 mr koxkui 24 ron 2 GSK 1265744 30 Mr koxxui 24 ron ta 6e3
HBOTO.

Onucard Ta nopiBHATH cTauioHapHy dapmakokineruxy RPV y nnasmi kposi micna
npuitioMy RPV 25 mr koxni 24 rogunn 3 DTG 50 Mr koxsi 24 roqusu.

OuinvTy Ge3nexy Ta nepeHOCHMICTh oBTopHOT Ao3u DTG 50 Mr xoxHi 24 rox 2 abo
6e3 RPV 25 Mr koxni 24 rof.

Ouinuth 6e3nexy Ta nepeHocuMicTs nosTopHoi 4osu GSK1265744 30 Mr koxHi 24
ron 3 Ta 6ez RPV 25 Mr koxHi 24 rop.

Ouinuty 6e3nexy Ta nepeHOCHMICT MOBTOPHOT 1034 RPV 25 Mr koxHi 24 roaunu.

1. Ju3aiin kaiHivHoro BUNpoOyBaHus

LAIT16181 - onnouenTpose, 2-rpynose, BilkpuTe, 3-NepioauyHe, NEPEXpecHe N0CI L HKEeHHS
3 (iKCOBaHOIO NMOCAINOBHICTIO 32 YUACTIO 3I0POBUX AOPOCTHX A06POBONBUIR.

Cy6'extu (Koropra 1 i Koropra 2) npoitrinu:

Y koropri | eyG'exrn otpumyBanin DTG 50 mr q24 roauuu npoTsarom 5 gHis (nikyBanHs A)
y nepioai 1, nicng yoro Hactaras 7-feHnuit nepion BuseaenHs. [loTim cy6'exram
npusHauany RPV 25 mr koxHi 24 rogunu nporsrom 11 auis (nikyesauus B) y nepiogi 2, a
notiv DTG 50 mMr xoxnHi 24 ronuuu y noefHani 3 RPV 25 Mr xoxui 24 rogunu npotarom 5
\nHiB (nikyBauus C) y nepioai 3.

Cxpuninroswit Bisut (3a 30 Aris xo npuifomy nepuIoi A03u TOCHi Ky BaHOTO
rnpenapary)

Tpu nepiozu nikysauus (Ilepiof BAMHBAHHA CTAHOBHB WOHAIMEHLIE 7 IHIB [TA
Koroptu 1 i wonaiimenwe 14 auiB ans Koropty 2; mix [Tepiogom 1 i Ilepiomom 2,
ane Mbk [lepionom 2 i [lepionom 3 BumusanHs He sinBysanocs). esis | Iepioay 3
O3Mo4aBcs HACTYNHOro AHA Micaa ocTaHHboro aHs [epioay 2).




Y koroprti 2 cy6'extu otpumypanu GSK 1265744 no 30 mr koxkHI 24 rOAHHA mpoTsroM 12
nHiB (nikyeanHs D) y nepioni 1, micns yoro Hactapas 14-nenHuii nepion Busenenna. ITorim
cyb'exram npusHayanu RPV 25 mr koxkHi 24 roguHH npoTsrom 12 quie (JikysanHa B) y
nepioni 2, a notiM GSK 1265744 30 Mr koxkui 24 roguuu B koMOinarii 3 RPV 25 Mr koskHi
24 ropuny npotarom 12 puis (nikysanna E) y nepioai 3.

Ouinku Gesnexu Ta cepikini dapmakokineruusi ( PK) 3pasks 36Hpanucs npoTATOM KOXHOTO
nepiofy NikyBaHHs. Y koropti 1 cepiiiHi 3pazki kpoei nng ananizy PK 6ymu einibpaui Ha 5-
H nens nepionis 1 i 3 png ananisy PK DTG. Cepiitni spazku PK kpogi takox 6ynu Bigibpani
Ha 11-# geHs 2-ro nepioxy Ta Ha 5-it neus 3-ro nepiomy ans axHanizy PK RPV.

Y xoropri 2 cepiitni 3pa3ku kposi Oynu Binibpani a 12-ii neHs nepionis 1 i 3 ong ananizy
GSK1265744 PK. CepiitHi 3pa3ku KpoBi Takosx Oynu Binibpaui Ha 12-i gens nepionis 21 3
imna asanizy RPV PK.

KontponeHuii BizuT uepes 7-14 gHir nicnsa npuiioMy oCTaHHLOT 103H AOCTIMKYBAaHOTO
npenapary.

12. OcHOBHI KpHTeIT BIUTIOUEHHS

/To yuacTi B LIbOMY NOCHIIKEHH] Oynu qomyiteki 300poBi 0co6M YONOBIUOT Ta skiHOYOT CTATI
sikoM Bif 18 oo 55 pokis 3 ingexcom macu ina (IMT) B mexxax i 18,5 mo 31,0 kr/m2
(BIUTIOYHO), BU3HAYEHUM 32 Pe3yNbTATAMH MEAHYHOTO OBCTEIKEHHA, IO BIITIOYANO AHAMHES,
disukajibHe 00CTENEHHS, Tab0paTOpHi aHANI3M Ta KAPAiOMOHITOPUHTY.

13. HocnimicyBanHii ntikapcbkuid 3acid, crnocid 3acTocyraHHs, cuna gii

o  (GSKI1265744 30 Mr q24h x 12 auis (npobue nmikysaHHs); TaGNeTKH s
NepopanLHOro 3acTocyBaHHd; cepis 091215458

14. Ilpenapar nopiBHAHHA, 8033, crocib 3acTocyBaHHs, cuna Jii

¢ DTG 50 mr koxHi 24 rogunm x 5 aHie (pediepeHTHE NiKyRaHHA); TaOJETKH L
nepopanbHOro 3acTocyBaHHs; cepia 111287797

¢ RPV 25 mr koxkni 24 roouns x 11 gHie (pedepenTHe nikyBaHHs); TabneTky nisa
NepopaNIbHOrO 3acTocyBaHHA; cepig AJL.2KO01P!]

e RPV 25 mr koxkdi 24 rogunn + DTG 50 mr q24h x 5 quie (npofue nikypaHHA);
TabneTkH 1NIR NepopabHOro 3acTocyraHHs; cepis AJL2KO1P1

15. CyryTHa Teparis

JlozrONEH] ipenapar: AueraMidoden y zo3ax <2 rpamis, na no0y 6ys nossonenuit. IHuri
CYILYTHI JlikapceKi 3acO0H pO3rNAfAnHCs B KOXHOMY KOHKPETHOMY BHIIAAKY B PAMKaxX
Menuunoro moHiTopuHry GSK. -




16. Kputepii oLiHKY edeKTHBHOCT!

EdQexkTHRHICTL He OUIHIOBANAcA B bOMY JOCITI IKEHHI.
HlepeunAi:

* [lnowa crauionapuoro crany DTG y nnmasmi nia kpuBoro "koHUeHTpailis-uac”
nporaroM inTepsamy nosyeanus (AUC(0-1)), MakcHManbHa KOHUEHTpaLis, 10
cnoctepiraeTecs (Cmax), Ta yac gocarieHHa Cmax (tmax), KOHLEHTpaUis repes
103010 (trough) HanpukiHui iHTepBany fo3yeanHa (Ct) micna npuitoMy 50 Mr KOXKHI
24 ropnay 3 PIIB 25 Mr koxHi 24 roauuy Ta 6e3 PTIB 25 Mr xoxHi 24 roauHH.

s Pipnosaxni 3nayeHHs AUC(0-t), Cmax, tmax i Ct y mnasmi kposi GSK.1265744
micna npuidoMy 30 mr GSK1265744 koxHi 24 romunu Ta 6e3 npuiiomy 25 Mr RPV
KOXHi 24 TOMHHH.

o  AUC(0-1), Cmax, tmax Ta Ct y ctauionapHomy cradi, Cmax, tmax Ta Ct y mnasmi
KpoBi micns npuitomy RPV 25 Mr kosxui 24 roarnu 3 DTG 50 Mr koxHi 24 rofHHH
abo GSK 1265744 30 mr koxui 24 roguuu Ta 6e3 HEOTO.

[7. Kpurepii ouinku GezrexH

[ lapaMeTpu 6eznekH Ta nepeHocUMocCT], BKIIIOYalou nobiuni peakuii ([TP), cymyrHiit
NpHHOM JIiKiB, KIiHIKO-abopaTopHi moxasHuky, enexkTpokapaiorpamy (EKI) Ta ouinky
PKHTTEBO BAXUIMBHX MOKAZHHKIB.

18. CtaTHCTHUHI MeTOoH

Y npoMy fochimKesHi He Oy10 nepesipeHo xonHOT GopManibHOI rinotezu. Jis ouiHky
edexTy NikapceKkol B3aEMOAIT BUKOPHCTOBYBABCA OLIHOYHMH niaxin. Posmip BuGipky 3 16 Ta
12 oci6 y koropri 1 Ta koropTi 2 BinnoRigHO 6yB 0OpaHHil Ha OCHOBI OYIKYBAHOTO PiBHA
abcTHHeHUIT npudiusHo 10% Ta BHYTpilIHBOrpYNOBOT BapiabensHocTi, 106 BiAMOBiAaTH
LIUJIAM AOCTIIYKEHHA.

[Tonynauii konuentpauili PK DTG, GSK 1265744 ta RPV (Bci cy6'exTH, SKi npoHLUTH
BinOip 3paskiB mnaszmu as BuzHaveHHa PK i Manu pesynbrard ananisy PK, aki mosicta Gyno
ouinuTH) OyNM BUKOPHCTAHI AN Nepetiky KOHUEHTpalil, mobynosu rpadikis Ta nepeniky
napametpis PK. ing nobynosu rpadikis napamerpie PK, y3aranbuenns napamerpie PK ta
aHanisy naHux napamerpie PK 6ynu Buxopucrani 3eeneni nomynauii DTG, GSK 1265744 ta
[RPV (gci cy0'exrH, AKi IpoHULTM BiAGIp 3pa3KiB MNa3MH KPoBi Ta MafH OLIHIOBaHI
napametpu PK DTG, GSK 1265744 a6o RPV, pospaxoBaHi Ha OCHOBi JJO3YBaHHS OKPEMO Ta
B kKoM iHanir).

Konuentpanii DTG, GSK1265744 ta RPV y mnasmi kpoBi BH3HAYAIM 34 JONIOMOTOO
Ba/IiZIOBAHOr0 METONY BHCOKOeESKTHBHOL PIHHHOT XpoMaTorpadii-TaHgeMHol Mac-




cniexTpometpii ( HPLC/MS/MS). Haui konuenrpauii-uac mnasmu DTG, GSK1265744 ta
RPV aHani3ysajid HEKOMIAPTMEHTHIMH METOAAMH 3a AonoMoroto nporpamy WinNonlin
Professional Edition Bepcii 5.3.

IauBimyansHi 3Havenns napamerpis PK cy6'ekTie Ta omucoBi pesroMe KOKHOTO [lapaMeTpa
Bynu TpeAcTaBieH] B 3aIexXHOCT] Bia ikysanHs. OCHOBHa yBara CTaTUCTHYHOTO aHanisy
Gyna socepemieHa Ha OLHIL ABOCTOPOHHBOT Jlikapcbkol B3aemoii RPV xa napamerpu PK
DTG i GSK 1265744 Ta srutusy DTG i GSK. 1265744 na napametpu PK RPV. Bapiauiinnit
ananiz (ANOVA) npoBOIHIH 32 I0TIOMOrOk0 NMPOLEAYPH MoAeinei sMiluaHux edekTie SAS
14 oLiHKH BiHOCHOrO BILIHBY RPV Ha DTG i GSK1265744, a Taxox smmuBy DTG i

GSK 1265744 wa RPV (AUC(0-1), Cmax i Ct, okpeMo ans kokHol koroptH). Toukosi
ouinkH Ta BianosinHi 90% nosipyi iHTepRany ONA napamerTpis, WO OPEACTABIAIOTL IHTEpPEC,
By HajaKi ins MDKIpYHIOBHX MOpPiBHsAHE. Tmax B niasmi, KOHUEHTpANliA B Ta3Mi nepes
nosoio (CO), MiniMansHa cnocTepexyeana koHuenTpauis (Cmin) 1 kiHUEBHH fepiofl
HaniBsuBeNeHHA (t2) Mg BCiX aHamiziB Oynu miacyMoRaHi 3a JOMOMOTOIO OIHCOROT
cratHcTHKH. Bei mapamerpu PK 6ynu nepeHeceHi B skypHai, OKpiM tmax.

Bci cyb'ekTH, ki 6ynu pargoMi3oBaHi B AOCI/DKEHH] Ta OTpHMANHK NPHHAHMHI onHYy 03y
nocnimxysaHoro npenapaty, 6yau snoueni 1o [onynauii Gesnexu. Lie 6yna nomynsuis
NN aHanisy Oesneku Ta yzaranbHeHHs 0a30BuX/IeMOrpagiyHUX XapaKTEPHCTHK.




19. JlemorpadpiuHi NOKa3HUKH JOCHimKyBaHol nonynauii (eTath, Bik, paca
TOLLIO)

Oemorpadivui gaHi Koropra1 | Koropra 2 3arancm

Bik (pokiB), CepeaHe 3Ha4eHHs (SD) 344 27.4(10,57) | 31,4(11,37)
(11,33)

Crath, n (%)

HiHku: 2 (13) 2(17) 4(14)
Yonosiku: 14 (88) 10 (83) 24 (86)
BM! {kr/m2), CepepHe 3Ha4eHHa (SD) 2651 27,03(3,24) | 26,73 (2 83)

(2,58)
3pict (cm) CepegHe 3HauerHA (SD) 178,5 (10) 175,75 177,32
(1271) (1111)
Maca Tina (kr), CepegHe aHaderHs (SD) 84 46 83,74 84,15 (1251)
(1056) {15 23)
ETH{YHa npuHasnexHicts, n (%)
[cNaHCLKOTO Y NATUHOAMEPUKEHCHKOTO
MOXOLKEHHST: 4(25) 18) 5(18
He ICI'IaHCbK(?TO YW NATUHOAMEPUKAHCLKOrO 12.(75) 11(92) 23 (82)
MOXOFKEHHS:
Paca n (%)
Adpo-amepukaHCbKOro/agprkaHceKoro
OXODKEHHS 4 (25) 7 (58) 11(39)
AmepuKaHceKi iHpiaHL abo npeAcTaBHMKK 1(6) 0 1(4)
KOPIHHOrO HaceneHHs Anscku
!(oleHe HaCceneHHs ["aBaftcbkvx 0CcTpoBIB abo 1(6) 0 1(4)
iHIUMX OCTPOBIB TUXOro OKeaHy
BinoLwkipi/eBponerchKoro NOXOLKEHHA 10 (63) 5(42) 15 (54)

SAE= cepitoaya nofiuda peaxyis, SD= nobivna peakuia




20. Pesynbratu $hapMaKoKiHETHKH

ILnasmoBi dapmakokinernuni napamerps DTG 3 RPV Ta Ge3 avoro (DTG PK

y3araiabHeHa NOMY.IsAnin)

PK napametpu DTG y DTG! DTG + RPV!
nnasmi {n=16) {n=16)
48,8 547
e 1408,584] [46.1,649]
: (35) (33)
3,46 3.90
gn";f}; . [2,96.4, 04] [3.43,4, 44]
(30) (25}
o 107 131
[0,850.1, 34] [1,04,1, 65]
(mkr/mn) (45) (46)
Tmax2 350 350
(ron) (1,0-4,0) (1,04,0)

1 Cepeane reometpusne [95% nosipuuit iHtepean (Cl)] (Mix cy6'exTHa BapiaBensHicts Cvb%)
2 Mepgiana (gianazoH)
JlixyBanHn

DTG = DTG 50 mr onuH pas Ha goby (QD) x 5 Avie
DTG + RPV = DTG 50 mic QD + RPV 25 mr QD x 5 pris




Papmarokinerauni napamerpn maasmu GSK1265744 z RPV 1a 6e3 nuoro
GSK1265744 PK y3aaraabnena nonynsumin)

Mnasma GSK1265744 PK GSK1265744 GSK1265744 + RPVI
fMapametp {n=11) {n=11)
142 159
ﬁ?(?;)mn) [118 174] (138,183)
o (28) (21)
8,22 8,65
] [6,83,9, 89 (7,699, 72)
(28) (18)
- 4,65 5,29
13735, 78] 14,49, 6,23]
(mKr/mn) (33) (25)
tmax? 400 4,00
rog) (2,04, (1,04,0)

2. Megjaka (pianasox)
JlikysaHHs;

1. Cepepne reoMetpuune [95% CI] (CVb%)

GSK1265744 = GSK1265744 30 mr QD x 12 i
GSK1265744 + RPV = GSK1265744 30 mr QD + RPV 25 mr QD x 12 priB




Papmakoxinernyui napamerpu RPV ¥ maasmi kposi (RPV PK y3araannena

monyJstiisn)
Koropta 1: RPV 3 DTG afo 6e3 Hhoro
g)K napamerpu RPVy RPV! BTG + RPV!
nasmi (n=16) (n=16)
2227 2368
AUC(0-1) [1872 2649] [1985 2825]
(Hr. roa/mn) (33) (34)
148 164
Cmax [128 173] [136 197]
(Hr/mn) (29) (36)
745 905
Cr y
60,3, 92,2] [70,9, 115]
(Hriwn) 41) (48)
Trnax2 4,00 4,00
rog) (4,0-6,0) (2,0-5,0)
K RPV Koropra 2: RPV 3 GSK1265744 a6o 6e3 Hboro
T PAREVY RPVI GSK1265744 +RPV/
{n=11) (n=11)
2473 2441
AUC(0-1) [2034 3008] [1916,3110]
(Hr. roa/mn) (30) (37)
171 165
max [37 213] [120 226]
(Hrimn) (34) (50)
87.4 803
Cr !
66,8, 114 58,6, 110
(Hrfmn) [ 42) ] [ (50) ]
Tmax? 4,00 400
rog) {3,0-6,0) {3,0-50)

1. Cepepxe reometpuuHe
2. [95% CI] {CVb%)

3. Mepiana (aianason)
NikyeaHHs

Koropra 1 RPV = RPV 25 mur QD x 11 ghis
DTG + RPV = DTG 50 Mr QD + RPV 25 Mr QD x 5 gis
Koropta 2 RPV = RPV 25 mr QD x 12 gie
GSK1265741 + RPV = GSK1265744 30 Mr QD + RPY 25 mr QD x 12 JHIB




Iﬂopianﬂmm aikysanns DIG PK y m1asmi kposi (3aransua nony.aania DIG PK)

PK napamerp CepeaHe reoMeTpHYHe BiJHOWEHHA HaMEHLWINX Keagparis
(GLS)
[90% ClI]
DTG+RPV npotu DTG

AUC(0-1) 1,12]1,05, 1,19]

Cmax 1,131,086, 1,21]

Cr 1,22 1,15, 1,30]

TlikysanHa:

DTG = DTG 50 Mr QD x 5 gis
DTG +RPV = DTG 50 mr QD + RPV 25 Mr QD x 5 s

Hopisnsinus jikysanns nnasmu GSK1265744 PK (GSK1265744 PK y3arainuena

HonyJaauis)
PK napametp CepenHe cnigeigHowenns GLS
[90% CI]
GSK1265744 + RPV npotn GSK1265744
AUC(0-1) 1,12[1,05, 1,19]
Cmax 1,050,963, 1,15]
Cr 1,14[1,04, 1,24]
NikysaHHs

GSK1265744 = GSK1265744 30 mr QD x 12 ghis
GSK1265744 + RPV = GSK1265744 30 mr QD + RPV 25 mr QD x 12 axis

Hopiuauna gikysanus RPV PK y naasmi KpoBi (3araanHa nony.suis RPV PK)

PK napametp CepegHe cnissigHowexHs GLS
[90% CI)
Koropra 1 Koropra 2
DTG+ RPV npotn RPV GSK1265744 + RPV npotu RPV

AUC(0-T) 1 06[0 9786, 1 16] 0 987[0.890, 1,09]

Cmax 11010992, 1 23 (0 963[0.849, 1.09]

Cr 1,21 11,07 1,38] 0,919]0,789, 1,07]
NikysaHHA

Karopra 1 RPY = RPV 25 mr QD x 11 sie

DTG +RPV- DTG 50 Mr QD +RPV 25 Mr QD x 5 auis

Koropta 2 RPV = RPV 25 mr QD x 12 gris

GSK1265744 + RPV = GSK1265744 30 mr QD +RPY 25 mr QD x 12 JHiB

2]1. PesyneraTh Gesnexu DTG y nozi 50 mr, RPV y 103i 25 Mr ta GSK 1265744 y mo3i 30 Mr koxxri 24 rogunu (QD)

3aranom nofpe nepeHOCKHIHES 300POBUMH CyG'ekTaMH B usoMy Jrochlimxerti. Vei [TP 6ynu




1-ro cTynens, 3a BUHATKOM TpboX [1P (Gesconn, 3anasieHHs B MiCLi BBEACHHA KaTeTepa Ta
RyGHuii 6inb), ki 6ynu 2-ro crynens. JKogua yuacHHUA He 3aBariTHINa, HE OMepna, He
hazHana cepiiostoro nobiusoro ssuma (CILT), CIIA 3/4 cryneus abo CILA, wo npuseeno go
nepeauacHol BLIMIHE JOCILKYBaHOrO NPOAYKTY Ml Hac ocHimkeHHa. B oxHoro yuacHuka
nocnimxenns GSK 1265744 1a RPV po3BHHYJIOCA MiABHILEHHS PiBHA KpeaTHHIHKIHA3H (
CK) 4-ro cTynens, wo 6yfo MOB'A3aHO 3 iHTEHCHBHMMH (i3HYHMMHE HaBaHTLKEHHAMH.
DKoQHMX iHIMX Ki1HIYHO 3HAUYIIMX 3MiH ITIHIYHHX 1a60paTOPHUX MOKAa3HHKIB, NOKA3HHKIE
bicuTTeAisnbHocTi a6o EKT nig yac gocniukeHHa He cnocTepiranocs.

3peaenHs Beix mobiunnx peakuiii 3a puaamn gikysanus (De3meuna nomy snisn)

Baxanwil TepMit Koropta 1 Koropra 2
DTG RPV DTG+ | GSK1265744 | RPV | GSK1265744 +
{n=16} | (N=16) RPV (N=12) (N=12) RPV
{N=16) (N=12)
PecnonpneqTr 3 6yae-sxown AE,n | 2 (13} 3(19) 8 (50) 3(25) 2{17) 5(42)
(%)
onoeHui 6inb 2(13) 1(6) 3(19) 0 1(8) 2017
3anamMopoHEHHA 0 0 1 (6} 0 0 1(8)
Cornueicts 0 0 0 0 0 1(8)
3yBrui binb 0 0 0 ] 0 1(8)
epnec cnuaosol cGonoHiv o 0 0 0 0 1(8)
[POTOBOT NOPOXHUHY
SHUKEHHR BRETUTY 0 0 0 1(8) 0 1(8)
Pearufn, nos'nsaqa 3 micuem 0 0 2(13) 0 0 0
03TAUYBAHHA KaTeTepa
3ananeHHn micLs BETaHOBNEHHR 0 0 1(6) 0 0 0
KareTepa
Mcnencis 0 0 1(6) 0 0 0
KDapuHriT 0 0 1(6) 0 0 0
NOPYLLEHHS CHY 0 1(6) 0 0 0 0
BEe3COHHA 0 1(6) 0 0 0 0
Kawens 0 0 0 2(17) 0 0
ApTpanris 0 0 0 0 1(8) 0
KOHTaKTHMIA IEpMETUT 0 1 (6} 0 0 0 0
NikyBaHHa

Koropra 1: DTG = DTG 50 mr QD x 5 iwis

RPV =RPV 25 mr QD x 11 guis

DTG +RPY = DTG 50 mr QD +RPY 25 ur QD x 5 auis

Koropra 2 GSK1265744 = GSIK1265744 30 mr QD x 12 guis

RPV = RPV 25 wr QD x 12 puie

GSK1265744 + RPV = GSK1265744 30 sr QD +RPV 25 mr QD x 12 guia

22. BHCHOBOK (3aK/TIO4EHH)

o  (apMaxOKiHETHHHi MapaMETPH KOKHOTO Npenapaty okpemo Oynu nofiGHumu 10

TAKMX [IPH 32CTOCYBAaHHI B KOMGiHaLl, 1o CBiIMMTh PO BiACYTHICTL B3aEMORIT Mix




RPV ta DTG a6o GSK1265744.

e Cymicne 3actocysanns DTG 3 RPV He npu3oausio 10 3Minu AUC(0-t) Ta Cmax
DTG, a rakox 10 36inbienns Ct na 22%.

* CywmicHe 3actocypanns GSK 1265744 3 RPV se npu3BoauIo 10 3Minu AUC(0-1),
Cmax Ta Ct, a Takox Cmax ta Ct GSK 1265744,

¢ Cymicue 3actocyBanns DTG 3 RPV He npuzeoauno 10 3minu AUC(0-t ) ra Cmax
RPV, a Takox 10 36ineimenns Ct na 21%.

¢ Cymiche 3actocysanns GSK1265744 3 RPV ue npu3BOAKI0 10 3MiHU AUC(0-1) i
Cmax RPV, a takox 10 3umwkenns Ct na 8%.

e DTG, RPV i GSK1265744, mo BBoaunucs okpemo abo B kombinauii DGT + RPV
abo GSK1265744, nobpe nepeHocuancs B uboMy 10CTimkenH. JleTanbHux
BHINa/KIB, cepitosuux TP, TTP 3/4 crynens Ta BiaMOB Bia NiKyBaHHs yepes [P ne
3a(hIKCOBAHO.

3asABHUK (BAACHHK peecTpaliifHOro noceiaueHHs)

(nianuc)

Kapen I'peitrokep (Karen Grainger)
Biue-npesunenr, Kepienuk sigainy HOPMATHBHO-IPABOBOTO PeryilOBaHHsA
BiiB Xenckep (ViiV Healthcare)

{Hapﬂdok_dionoeneuo nosum dooamxom 30 32i0H0 3 Haxazom MO3 Yxpai}m—“ﬁ;@ 1528 6i0 27.06.2019 }

Ilepexian BuKoHAB: )
MeHejukep 3 peryIaTOPHHX MUTaHb Ta peecTpartii /
TOB I'nakcoCwmitKnsitn ®apmackiotikanc Yikpaina / ‘
Mapunsko Jlrvoamuna W




Clinical Trial Report - 9
Study ID- LAI117010

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

APRETUDE, film-coated tablets, 30 mg

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

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

United Kingdom

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

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

Allendeduero, 09400 Aranda de Duero

Burgos, Spain

4. Studies conducted:

v'yes no  ifno, please justify

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

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

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

Phase I, single-center, open label, fixed-sequence cross-over study to evaluate the effect
of rifampin on the pharmacokinetics of oral cabotegravir in healthy subjects

Study LAI117010
6. Phase of clinical trial Phase 1
7. Period of clinical trial from [01July2015] — [11September2015]
8. Countries, where clinical trial has been conducted [USA
0. Number of trial subjects planned: 15
actual: 15
10. Main purpose and secondary objectives of CT Primary

e To compare the single dose (SD) pharmacokinetics (PK) of cabotegravir (CAB)
oral 30 mg when co-administered with rifampin (RIF) 600 mg once daily (QD) at
steady-state to those of CAB oral 30 mg administered alone.




Secondary

» To describe PK of CAB oral 30 mg once daily administered alone and co-
administered with RIF.

o To assess the safety and tolerability of CAB 30 mg oral administered alone and in
combination with RIF 600 mg once daily.

11. Clinical trial design

This was a phase 1, single-center, open label, fixed-sequence crossover study in healthy
adults to evaluate the effect of RIF on the PK and safety of oral CAB 30 mg.

Study Design
Subjectz Screening Period 1 Period 2 Period 3
Period Day1-Day7 Days §-20 Days 21 -28
. Single dose CAB Follow-up
Nets | W30 e deecap | REGWmgonce | g0t n o | Day 3842
Daysof | oy o payy | dalYfriddms | oreny s on s
Day 1 mg {L'ay {Pays 8 ~-20) 4 "
ays (Days 21-28)

Traatment & Single dose CAR 30 mg (Day 1)
Treatent B: RiF 600 mg QD for 13 days [Mays § - 20)
Treatment C: CAB 30 mg on Day 21 {single dose) + RIF 600 mg QD for 8 days (Days 21-268)

Subjects enrolled in the study received a single dose (SD) of CAB 30 mg on Day 1,
followed by collection of serial PK samples over 8 days. Subjects then received RIF

600 mg daily on days 8-28 with co-administration of a single dose of CAB 30 mg on Day
21 and collection of serial PK samples from Days 21 to 28. Safety and tolerability were
assessed throughout the study through assessment of AEs and clinical laboratory tests.

12. Main inclusion criteria

Eligible subjects were healthy males and females between 18 and 65 years of age, body
weight >50 kg and body mass index (BMI) within the range 18.5 — 31.0 kg/m2
(inclusive); and alanine aminotransferase (ALT), alkaline phosphatase and bilirubin
<1xULN. Subjects were excluded if they had a current or chronic history of liver disease,
or known hepatic or biliary abnormalities and history of clinically significant
cardiovascular disease.




13. Investigational medicinal product, mode of administration and.
strength

Treatment Drug Dose/Form/Route Frequency/Duration Batch Number

Treatment A Gatgcrtegravir 30 mgfTabletCral Single dose 142384483
sodium

Treatmet B ﬁm 600 mg/CapsulefOral | QD/A3 days 20150138869
{rifampin)
Cabotegravir | 30 mg/TabletfOral Single dose 142384489
sodium

Treatment G —
Rifadin, 600 mg/CapsulefOral | Q0/B days 2015013869
(rifampin}

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

Rifadin (see Table above in Item 13)

15. Concomitant therapy

Permitted medications: Acetaminophen, at doses of <2 grams/day was permitted for use
any time during the study. Other concomitant medication could be considered on a case-
by-case basis by the investigator in consultation with the Medical Monitor if required.

16. Criteria for evaluation efficacy/PK

Efficacy not evaluated in this study.
Primary:

* Plasma CAB maximum observed concentration (Cmax), area under the
concentration-time curve over infinite time (AUC[0-inf]).

Secondary:

e Plasma CAB concentration at 24 hours (C24), area under the concentration-time
curve up to the last measurable concentration (AUC [0-t]), time of occurrence of
Cmax (tmax), half-life (t1/2), apparent clearance (CL/F)

17. Criteria for evaluation safety

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

18. Statistical methods

Sample size justification




Based on a within-subject coefficient of variation (CVw) of 11.4% and a sample size of
12 evaluable subjects, it was estimated that the half width of the 90% confidence interval
for the treatment difference on log-scale is within 8.3% of the point estimate for AUC(0-
t)/AUC(0-0) and Cmax. If the point estimate of the ratio of geometric means was 1, then
90% confidence interval is approximately (0.92, 1.09).

\Analysis Populations

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

Screening Population: All subjects who had signed the consent form were included in this
population.

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

Pharmacokinetic Concentration Population: The CAB PK Concentration Population
included all subjects who underwent plasma PK sampling and had evaluabie PK assay
results.

Pharmacokinetic Parameter Population: The CAB PK Parameter Population for this study
included all subjects with CAB PK parameters estimated.

Pharmacokinetic Summary Population: The CAB PK Summary Population for this study
included subjects who had CAB PK parameter estimates from both serial PK sampling
time periods.

PK Analyses

Plasma CAB concentration-time data were analyzed by noncompartmental methods with
'WinNonlin (Phoenix) 6.3. Calculations were based on the actual sampling times recorded
during the study. From the plasma concentration-time data, the following PK parameters

were determined: AUC(0-c0), AUC(0-t), C24, Cmax, tmax, t1/2, and CL/F.

Statistical Analyses




Descriptive summaries presented for PK data included n, mean, standard deviation (SD),
coefficient of variation for the mean (%CV), median, minimum, and maximum,
geometric mean with associated 95% confidence interval (CI), and the between-subject
CV (%CVDb) for the geometric mean.

The point estimates of the geometric least squares mean (GLSM) ratio for the selected PK
parameters and the associated 90% Cls were provided for treatment comparisons
(test:reference).

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

(IDSL) standards whereas, n and percent were used as summary statistics for categorical
variables.

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

Number of Subjects Overall
Number of subjects planned [N] 15
Number of subjects entered [N] 15
Number of subjects completed as planned |n {%] 15 (100)
Number of subjects withdrawn {any reascn) [n {%)] 0
Age in Years [Mean (SD)] 485 (14.11)
Sex|n (%)]

Female: 5(33)

Male: 14 (67)
BMI (ka/m?) [Mean (SD)] 26.71 (3.578)
Height {cm) [Mean (SD}] 17241 (6.979)
Weight (kg) [Mean (SD)] 79.63 (12.788)
Ethnicity [n (%)]

Hispanic or Lalino: 1(1)

Not Hispanic or Latino: 14 {83)
Race [n (%)]

African American/African Heritage 3 (20)

White — White/Caucasian/European Heritage 12 (80}




20. PK results

Summary of Plasma CAB Pharmacokinetic Parameters in LAT117010

Treatment | AUCH<0Y Cmax! tmax? c24! /21 CLIFt

(h*ngimL) (ng/mL) {h) {ng/mL) {h) {L/h)

CAB 146 361 200 172 385 0.205
(n=15) (128,167) | (3.28,3.96) (1.006.00) (1.48,197) | (357,416) | (0.180,0234)

[23.9] [16.9] e [25.5] (139] [23.9]

CAB+ 59.7 339 1.00 (.860 16.4 0.502
RIF (628,675) | (305,376) | ( q54qq) | (074.0.988) | (147.182) | (0444, 0.568)

(n=15) [22.4] [18.1] i [25.5] [19.5)) [(22.4]

1 Geometric mean (85% C!) [CVh%]

2 Median (range}
CAB: Single dose CAB 30 mg (Day 1)
CAB+RIF: CAB 30 mq on Day 21 {single dose) + steady state RIF 600 mg QD (Days 8-28)

When CAB 30 mg was coadministered with RIF 600 mg, CAB AUC(0-c0) was decreased
by 59%; no effect was observed in CAB Cmax; CAB CL/F was increased by 140%; and
t1/2 decreased by 57%.

Summary of Plasma CAB PK Parameters Treatment Comparisons

CAB PK Parameter Treatment Comparison: CAB * RIF vs CAB
(GLSM ratio, 90% ClI}
AUC(0-o) 0.41 (0.36, 0.46)
Cnax 0.94 {0.87, 1.02)
CLF 24(22,2.8)
t1/2 0.43 (0.39, 0.46)

CAB: Single dose CAB 30 mg (Day 1)
CAB+RIF: CAB 30 mg on Day 21 (single dose) + sfeady state RIF 600 mg QD (Days 8-28)




21. Safety results

CAB 30 mg RIF CAB Overall
sSD 600mg | 30 mg SD
QD +
Most Frequent Adverse Events RIF
600 mg
QD
n (%) n {%) n (%) n
Any AE 320 15 (100) 1(7) 15 (100)
Any AE related to investigational 1(7) 15 (100) 0 15(100)
product
Most Common AEs:
(= 10% overall):
Chromaturia 0 15 (100} 0 15 (100)
Decreased appelite 0 2(13) 0 2(13)
Headache 1 (7) 10 0 2(13)

Treatment A: Single dose CAB 30 mg (Day 1)

pregnancies reported in the study.

Treafment B: RIF 800 mg QD for 13 days (Days 8 - 20)
Treatment C: CAB 30 mg on Day 21 (single dose) + RIF 600 mg QD for 8 days (Days 21-28)

There were no deaths, no serious AEs (SAEs), and no significant AEs reported in this
study. No clinically significant changes in laboratory values over time in hematology,
chemistry, or urinalysis results were observed during this study. No clinically significant
changes over time were noted in any ECG and vital sign evaluations. There were no

22. Conclusion (summary)

reported in the study.

e (Co-administration of steady-state RIF 600 mg with single dose oral CAB 30 mg
decreased CAB AUC(0-00) by 59% and had no impact on CAB Cmax.

e CAB administered alone or in combination with steady state RIF was well
tolerated in the study with no deaths, no serious or significant AEs, no vital signs
or ECG abnormalities, and no Grade 3 or Grade 4 laboratory abnormalities

e Co-administration of RIF with oral CAB 30 mg once daily is not recommended.




.

Applicant (registration certificate holder) J:
L G\-/\_—\

(signature)

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

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




3siT npo kaiHiYHe BUNpOGyBannn - 9
Koa aocnimxenns - LAI117010

1. Hasga nikapcekoro 3acofy (3a HasBHOCTI - HOMep peecTpauiitHoro
OCRiYEHH)

ITPETIO/], Tabnerxy, BKpHTI NIiBKOBOKO obonounxoro, mo 30 mMr

2. 3a9BHUK

BiiB Xenckep FOK Jlimiten

3. Bupobuuk

Bupo6unureo neposdacosanoro mpoaykry, KOHTPOJIb IKOCTI FOTOBOrO IPOAYKTY

['naxco Onepeitmne FOK Jimiten, wo sese misnbHicTs sk Mnakco Bemwtkom Onepeitmine / Glaxo
Operations UK Ltd (trading as Glaxo Wellcome Operations)

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

Benuka Bpurauis

IlepBuHHe Ta BTOPHHHE DAKYBAHHS, KOHTPOIb AKOCTi FOTOROIO NPOAYKTY, BROYCK cepii
Agsenina ne Excrpemanypa 3, ITon. [u. Annennenyepo, 09400 Apanna ne Hyepo, Byproc / Avda.
de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero, Burgos

[cnauis

4. IlpoBeneHi nocnimxeHHa:

v Tak Hi, AKIWO Hi, 06TpyHTYiiTe

1) TMn fikapchbkoro 3acoly, 3a FKUM NIPOBOAMNAcS a6o [NaHyeThCs
peecTpartis

Ulikapehxuii 3aci6 32 NOBHUM JOChe (ABTOHOMHE I0CBE), IHWKHA NiKapChKuii 3acib, HOBa AiloYa
PEUYOBHHA.

5. [oBHa Ha3Ba KNTHIYHOrO BUNPOBYBAHHS, KOJOBAHMI HOMEP
IUTIHIMHOTO BHIIpOBYRAaHHA

Daza [, oHoueHTpoBe, BiAKpHTE, NepeXpecHe QOCTiIKEHHS 3 ¢ikcOBaHOIO MOCNIOBHICTIO N8
OUIHKH BILUTHBY PH(aMITIHY Ha (papmaKoKiHETHKY mepopanbHOro kaboTerpasipy y 3/0poBHX
nobposonblLis

Jlocnimkenna LAI117010

6. asa kiiHiuHOro BUNPOBYBaHHs Daza |
7. Ilepiop kaiHiuHOro BUNPOOYBaHHS 3 [01 munng 20157 - [11 epecus 2015]
8. KpaiHu, B AKMX NpOBOAMIOCS KITiHIUHE BHNPOGYBaHHS CILA

9. KinexicTs nocninxysaHux

3a[UIaHOBaHO: 15
(akTHMHa KinbKicTh cy6'ekTiB Aocimrenns: 15

10. MeTa 1 BTOpHHHI Wil KIiHIYHOrO BUNPOBYBaHHS

OcHoBHA

* Tlopienatu dapmaroxineTuky pasopoi mo3u (SD) kaborerpaeipy (CAB) nepopaneno 30
MT [IpH OTHOYACHOMY 3aCTOCYBaHHI 3 pudamninom (RIF) 600 mr onuu pas Ha noby (QD)
¥y CTaiioHapHOMY cTaHi 3 hapmakokiHeTuxoio CAB nepopajsHo 30 Mr, o
38CTOCOBYBaBCS OKPEMO,




'B"mpmmi

¢ Onucatr PK nepopaneroro 3acrocyeanns CAB no 30 Mr onus pas Ha 100y OKpeMo Ta B
koM0inanii 3 RIF.

¢  Ouinute Ge3nexy Ta MepeHOCHMICTEL nepopanbHoro 3actocyeanus CAB 30 Mr okpemo Ta
B komOinauii 3 RIF 600 Mr omuH pas Ha noGy.

11. Muzaiin kniniu#oro BUnpoOyBaHHa

Lle Oy/10 OMHOLEHTPORE, BIAKPHTE, BiKPHTE, NEpexpecHe AOCTDKEHHS 3 (IKCOBAHOK
mocioBRicTIO y dasi 1 3a yyacTio 380pOBKX AopociuX juia oninku erusy RIF Ha PK ta
Desneky nepopanbHoro 3acrocysanns CAB 30 Mr.

H3AHH JocTifKeHHs

YyacHuKm Mepion Mepioa 1 Nepion 2 Nepioa 3
ckpuHiHry | Jeus 1- Jens 7 Jens 8-20 lens 21-28
QOnHopasosa gosa Jenk
Mporsrom 30 RIF 600 mr ogvn pas| CAB 30 mrHa 21-ii | cnocTepexenHs
N=15 JHiB rifcns (Sf; gga;??:iia% Ha feHb npotrarom 13 peHs + RIF 600 mr 38-42
Dns 1 auis {aHi 8 - 20) | QD npoTArom 8 gHis
(21-28-i gHi)

Jlikysanns A: Ognopasosa no3a CAB 30 mr (geHb 1)
Jiikyarnn B: RIF 600 mr QD npotsirom 13 pis (aHi 8 - 20)
JNikysanna C: CAB 30 mr Ha 21-i pevs (pasosa fo3a) + RIF 600 mr Q0 npotsirom 8 gris (21-28-i ani)

Cy6'exTu, BKITOUEH] B JOCTIDKEHHSA, OTPHUMyBa oaHopazosy no3y ( SD) CAB 30 mr B 1-ii
IeHb, nicns 4oro npotarom 8 Axie nposoauees 36ip cepiiinux 3paskis PK. [ToTim cy6'ekTH
otpumysanu RIF 600 mr monns Ha 8-28-H aHi 3 onqHouacHuM npHiiomoM oaHopaszoeoi o3u CAB
30 mr Ha 21-i metb i 300pom cepilinux 3paskie PK 3 21-ro no 28-i nens. Beaneky ta
MEepEeHOCHMICTE OLITHIOBAJIM POTATOM YChOro NOCHIKEHH tuaxoM ouinku [IP ta kminiuHmX
irabopaTopHUX TecTis.

12. OcHoBHI KpHTEpiT BTIOYEHHA

ITo yuacTi B JOCHIDKEHH] HOIyCKaTHCs 3M0POBi YOMOBIKM Ta MiHKH BikoM Bia 18 mo 65 pokis, 3
Macoto Tina >50 kr Ta innexcom MacH Tina ( BMI ) B Mexkax 18,5 - 31,0 kr/m2 (BriouHo), a
TaKosK 3 piBHEM anaHiHaMinoTpaHcdepas (AJIT), nyxHol gocdarasu Ta BinipySiny <1xULN,
[Y'9acHUKiIB BHIUTIOHATH, AKLIO BOHH MASTH NIOTOYHY a60 XPOHiYHy XBOpOBY NeuiHKy B aHAMHe3i,
abo BinoMi maTonorii NeviHkH UM KOBYOBHUBIAHHMX LLISXIB, 4 TAKOM KIIHIMHO 3HAYYIL CeplEeBO-
CYNHHHI 3aXBOPIOBAHHA B aHAMHe3l.




13. Mocnimxyeanuii nikapebkuii 3aci6, crocid sacTocypaHHs, cuna afi

JlikyBaHH#A Nikapcbkuin Hosafdhopmalcnoci6 YacroralTpusanicTb Homep cepli
3acib 33CTOCYBaHHA
lixysaxs A Kaboterpasip (30 mrfrabnetsw/ Op+opasosa fioza 142384489
HaTpilo nepopancHo
Mikysaris B Picsagis 500 mrfkancyni/ QD/13days 2015013869
' (pucpamriiH) NnepoparnsHo
KaGoterpagip |30 mritabnetid/ OnHopa3osa f03a 142384489
ikysarts C HaTpilo MepopaneH)
Pichapin 600 mrfikancyn/ QD/ 8 aHi 2015013869
(puchamnix) nepopancHo

14, TIpenapaT NOpiBHAHHS, 1034, CIIOCIO 3aCTOCYRaHHS, cUna Ail

Pudanun (aus. Tabnuio Bue B MyHKT! 13)

15. CyriyTHs Tepanis

TTo3soneHi npenapary: Aueramitodex y go3i <2 r/noby 6yIo No3BONEHO 32CTOCOBYBATH B Oy/b-
[KMif Yac npoTArom nocnimxeHu. [HIU cynyTHI ipenapati MOXyTb GyTH PO3TIAHYTI B KOXKHOMY
KOHKPETHOMY BHIIAJIKY JOCAITHAKOM ITiCHs KOHCYJIBTALLT 3 MENHYHHM KOHCYJIHTAHTOM, AKLIO Le
HeobXigHo.

16. Kpurepii OUiHKH eeKTHBHOCTI

EdekruBHICT He OUIHIOBATACA B UBOMY AOC/IDKEHH].
[lepBHHHI:

e MakcumanbHa cnioctepexysana konuenrpauis CAB y nnaswmi kposi (Cmax), niowa mia
KPHBOIO «KOHLEHTPALiA-uacy MpoTaroM HeckiHderHoro yacy (AUC[0-inf]).

Bropunni:
e Kouuenrpauis CAB y nnasmi kposi uepes 24 roxuuy (C24), nnowa nijg KpHBOKO

«KOHLEHTPALA-4acy 0 OCTAHHBOT BUMipIoBaHOi koHuenTpauii (AUC [0-t]), uac
jocardends Cmax (tmax), repioa nanissuseaenns (t1/2), yaeuuit knipenc (CL/T)

17. Kpurepif omiHku Oe3neku

[lapameTpu Geanexy Ta nepeHocHMocTi, BrIIoUatoun nobiuni peakuii (ITP), cymyrHi npuitom
biikiB, KIiHiuHi nabopartophi gocnimkenns, enexrpokapaiorpamy (EKI") Ta ouiHKy XKHTTEBO
BAMUTMBHX [TOKAZHHKIB.

18. CTaTHCTHYHI METOIH

Obrpyumyaanas possmipy aubipku

Ha ocHoBi BHyTpilHBbOCYG'eKTHOTO KoediuienTa Bapiauii (CVw) 11,4% Ta posmipy subipku 3 12

InocimkyBaiux ociG 6yNo OliHEHO, O NMONOBHHA WHPHHH 90% noBipyoro iHTepBary A




i3HMII B AiKyBaHHi 3a NOrapHOMITHOIO ITKANO SHAXO/IHTHCA B MEKAX 8,3% Bin Touxopof
OLITHKH T AUC(0-t)/ AUC(0-00) Ta Cmax. Hkio ToukoBa ouiHka BifgHOMIEHHS cepeaHix
FCOMCTPHMHHX NOpiBHIcE 1, To 90% nosipunii iHTEpBAN CTAHOBHTL MPHGITH3HO (0,92, 1,09).

Ananiz naceneuns
/s ananisy Ta npencraBnenns qanux Oyiu BUKOpHCTaHT HacTyHi IpyIM HaceneHH:

CxpuHinr nacenenns: Jo uiei monynauii 6ynu BKmoYen; sei cy6'exTy, ki NiAmHcany Gopmy
3rOHH.

Bubipka mis ouinku Gesnexu: Bei cyb'exru, sxi Gynu BKIMIOYEH] B DOCHI mKeHIS | OTpHMAaITH
NPHHAHMHI OHY 03y NOCHiIKYBAHOTO npenapary, Oynu Brnoueni s [Tomynduiro 6e3nexy.

DapmakoKiHETHKa Kouuentpauis 8 nomynasuir; [Tonymauis CAB PK KOHLEHTpaL(il BKtouana
BCix cy6'extis, aki npoiiuiu Tpoueypy 3abopy 3paskiB 11a3MK kpoBi Ta Mamy Pe3yneTaTH
anamsy PK, axi moxta 6yno ouinuth.

Ilonynauis dpapmakokineTHumIX napameTpis: [Torynsuis napamerpie CAB PK 1A UBOTO
JIOCTTIDKEHHS BKITIOUAna BCiX Cy6'eKTIR 3 OliHeHHMu napametpamy CAB PK,

(PapmakokiHeTHUHA XdpaKTepHcTHka nomyasuii: Ysaranbxena nomynauis CAB PK g UBOro
[LOCHIIDKEHHS BITIOUana Cy6'ekTiB, Axi Majy ouinku napamerpis CAB PK 3 ofox cepifiHnx
nepioaie BuGipku PK.

PK-auanizu

Konuentpauiiino-qacosi nani CAB y nnasmi KPOBI aHANI3YBA/IH HEKOMNAPTMEHTHHMH METOAMHU
33 AoroMoroto nporpamu WinNonlin (Phoenix) 6.3. Pospaxynxu 6asysanucs na dakTHYHOMY
uaci BubipKy, sadikcosaHomMy mi uac Rocnimrenns. Ha ocrosi namux mpo KOHUEHTpaujilo-4ac y
[U1a3Mi KpoBi OynH BH3HaYeHi HacTymui napametpd PK: AUC(0-0), AUC(0-t), C24, Cmax, tmax,
ti/2 i CL/F.

Cmamucmuyui ananizu

Onucosi 3Bedenns, npencrasneni mis Aanux PK, simouanu n, cepenue 3HAYEHH, CTAHAAPTHE
BLoxunenns (SD), koediuient BapialLii JU1s cepeHbOro 3HaYeHHs (%CV), Meniany, Mitivym i

[MAKCHMYM, CEPEAHE reOMETPHYHE 3HAYESHHS 3 BiOBinHMM 95% nosipunm intepsanom ( CI), a




19. Hemorpadyiuni MOKa3HHUKH JOCITI LKy BaHOT MOMyIAL{T (¢Tarb, BiK,
paca Toio)

rakoxk Mbxcy6'extauit CV (%CVb) ama cepeHBOro reoMeTpHYHOrO 3HAYEHRS,
TouKOBi OUIHKH BiTHOIIEHHS IeOMETPHYHOIO CEPEqHBOrO HaMEHIIHX kBazpariB (GLSM) pms
0Oparmx napamerpis PK ta nos'a3aui 3 mumu 90% CI Gynu HagaHi s MOPIBHAHHA JIIKYBaHHS
(Tect: pedepenr).
Jani 3 Gesnexn Gynu npenctasneni B TabnnusoMy Ta/a6o rpadiHoMy dopMmari Ta ysaranbHeHi
OIMMCOBO BiAMOBIAHO N0 CTaHAapTiB [HTerpoBaHot 6inioTeku cranmapris naHux (IDSL) kommawii
(GlaxoSmithKline (GSK), Tozi sk n Ta BiICOTOK BHKOPHCTOBYBATHCS K 3B€/EHi CTATHCTHYHI
MaHi U1 KaTeropialsHAX 3MiHHHX.

KinbKicTs yyacHukiB 3aranom

KinbkicTs 3annaHoBakmx yyachmkie [N] 15

KinbkicTo BCTYNUIM y4acHukis [N] 15

KinbkicTb TeM, 3aBeplueHKx BiNoBIHo £0 nany [n (%)] 15 (100)

KinbkicTb Aocnifkysanux, ski BigMoBUNUCA Bif yuacTi (Byab-Aka npuuvnHa 0

[n (%)]

Bik (poxiB) [CepesiHe 3HauetHs (SD)] 48 5(14 11)

Cratb [n (%)]

DKiHkm: 5(33)

Honosiku: 10 (67)

BMI (kr/m2) 2671(3578)

[Cepeane snayeHHs (SD)]

3picT {(cm) {Cepeane 3Haverts (SD)] 17241 (6,979)

Bara (kr) [CepenHe 3HaqeHHs (SD)] 79,63 (12,788)

EtHivHa npuHanexmicTs [n (%))

JCNEHCLKOTO Yt NATUHOAMEPUKEHCHKOIO NOXOMKEHHS: 1(7)

He icnaHebKoro UM NaTMHOAMEPUKAHCHKOIO NOXOMKEHHS: 14 {93)

Paca [n (%)]

Adp0-amepuKaHCKOro/adiprKaHCHKOTO NOXOMKEHHS 3 (20)

Binotwkipi/eBponenehKoro noxomxeHHs 12 (80)




20. PeaynbeTaTh e eKTUBHOCTI

Pestome niasmopnx ¢apmarokimernunnx napamerpis CAB y LAI117010

Mikysasks AUC(0-c)' | Cmax! tmax2 Ccaa t1/21 CLF!
(ropg*mirimn) | {mkrimn) {rog) {mKr/m) (roa) {n/ ron}
146 3,61 200 (1.00-6 172 38,5 0205
CAB (n=15) | (128167) |(3,28,3, 96) 00') (1,491,97) | (35,7,41,6) | (0.180.0 234)
[23,9] [16,9] [25,5] [13.9] (23,91
CAB + 597 3,39 1,00 (1004 0860 164 0.502
RIF (52,8,67,5) [(3,053,76) | - 00) (0.749.0 988) | (14,7, 18,2) | (0.444,0. 568)
(n=15) [22,4] [19,1] (25 51 [19,51] [22,4]

t CepenHe reometpuie(95% Cl) [CVhb%)
2 mepiaHa (aianascH)
CAB: Ognopasosa poza CAB 30 mr (neHb 1)
CAB+RIF CAB 30 Mr 1a 21-i1 petb (pa3osa fj03a) + crabinbruii cTan RIF 600 Mr QD {8-28-i pHi)

[Tpu opxouacHomy 3actocysanni CAB 30 mr 3 RIF 600 mr AUC(0-c0) CAB sumkyBanacs Ha
59%; ue cniocrepiranocs By Ha Cmax CAB; CL/F CAB s6inburysanacs Ha 140%; a t1/2
3MEHLIYBagBCs Ha 57%.

Ilincymok nopisnsiHe napamerpie JikyBanns naasmokoaryasatamu CAB PK

Mapamertpn CAB PK pyna nikysanHs MNopieHaHHA: CAB + RIF npotn CAB
{CniBsigHoweHHA GLSM. 90% CI)
AUC(0-0) 0.41 (0.36, 0.46)
Cmax 0.94 (0.87,1.02)
CLF 24(2.2,28)
t1/2 0,43 (0,39; 0,46)

CAB: OnHopasosa fo3a CAB 30 mr (aeHs 1)
CAB+RIF: GAB 30 mr Ha 21-it aienb (pasosa f03a) + cTabinbHui craq RIF 600 mr QD (8-28-i1 ai)




2 1. PesynbTath 6e3nekH CAB 30 mr SD| RIF 600 mr | CAB 30 Mr | 3aranom
G - QD SD + RIF 600
Haityacriwi noBiuni peakyit wr QD
n (%) n (%) n (%) n

Byab-sika MNP 3 (20) 15 {100) 1(7) 15 (100)
Byab-aka 1P, noe'A3aHa 3 4ocnimxysanum 1(7) 15 (100) 0 15(100)
POAYKTOM
IHwWi 2aranbHi NP:
3aranom = 10%):
Xpomartypis 0 15(100) 0 15{100)
SHIDKEHHS aneTuTy 0 2(13) 0 2(13)
['onoBHKK binb 1(7} 1(7) 0 2(13)

NikysatiHaA A: Opropasosa go3a CAB 30 wMr (aeHs 1)
Rikysanna B: RIF 600 Mr QD npotsirom 13 gHis {aHi 8 - 20)
NikysarHa C: CAB 30 Mr Ha 21-i aeHb (pasosa posa) + RIF 600 mr QD npoTsrom 8 aHis (21-28-4 i)

[Y upoMy ZocnimkenHi He GyIIo 3apeecTpPOBAHO NETANLHHX BUMIAAKIR, cepiiosHux [P Ta 3HauHmx
[1P. Tlin yac ubOro ROCAIHKEHHS HE CIOCTEPIrANOCH KITiHIHO 3HaYYLIMX 3Mik nabopaTopHux
NOKA3HMKIB remMaTonorii, XiMii a6o peaynuraris ceuoBHMycKants 3 naMHOM yacy. Koanux
KIHIYHO 3HAYYLIMX 3MiH 3 MMHOM uacy Ha EKT Ta npu ouiHUl SKUTTEBO BAXKIHBUX (10OKA3HHKIR
e 6yno sinanaueno. Y nocnimkenni ve 6ymno 3apPeECTPOBAHO KOJHOT BAriTHOCTI,

22. BUCHOBOK (3aK/IIOUEHHS) * CymicHe 3acTocysanHs crauioHapxoro RIF 600 mr 3 OJTHOPa30BOI0 NEPOPANLHOIO HO30I0

CAB 30 mr sumncysano AUC(0-c0) CAB 1a 59% i He BninBano Ha Cmax CAB.

¢ CAB, wo 3acTocosyBasca okpeMo a6o B kombinauii 3 RIF y cTabinpHOMY cTaHi, 1o6pe
NEPEHOCHBCS B IOCNLLKEHHI: He GYI10 3apecCTpOBaHO KOAHOTO BUMagKy cMepTi,
cepiio3Hux abo sHaunux TP, nopylueHs >KMTTEBO BasCIUBHX yHKUiii abo BigxuneHs Ha
EKT’, a Takox na6opaToprux siaxwiens 3-ro a6o 4-ro crynesie.

¢ CymicHe 3actocysanus RIF 3 nepopanbhum rnpuitomom CAB 30 Mr ozmH pas Ha no6y He
PEKOMEHIYEThCS.




bttt

3asBHUK (BIACHMK peecTpauiiiHoro NOCBIAYEHHS) T

(nianuc)

Kapen ["peiirxep (Karen Grainger)

{Ilopsdox donosneno nosum dooamxom 30 32iono 3 Haxazom MO3 y}{p

Ilepexaan Bukonas:

MeHepkep 3 peryisTOpHHX MUTaHb Ta peectpauii
TOB I'nakcoCmitKnsiin ®apmaceioTikanic Vkpaina
Mapuusko Jroamuna

ainu Ne 1528 eio 27.06.2019 }

Biue-npesunent, KepiBuuk BIZLILTY HOPMATHBHO-NIPABOBOTO peryJIroBaHHsI
BiiB Xenckep (ViiV Healthcare)




Clinical Trial Report - 10
Study ID-LAJ117011

1. Name of medicinal product (registration certificate No, 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

An Open-label Study to Evaluate the Pharmacokinetics of an Oral Contraceptive Containing
LLevonorgestrel and Ethinyl Estradiol when Co-administered with GSK 1265744 in Healthy
[Adult Female Subjects

Study LAII17011
6. Phase of clinical trial Phase |
7. Period of clinical trial from [14August2014] — [01December2014]
8. Countries, where clinical trial has been conducted (UK
9. Number of trial subjects planned: 20
actual:19
10. Main purpose and secondary objectives of CT Primary

¢ To demonstrate the lack of an effect of cabotegravir (GSK1265744; CAB) 30 mg on

the exposure of levonorgestrel (LNG) and ethiny] estradiol (EE) in healthy female




subjects.

Secondary

e To evaluate the safety and tolerability of oral CAB 30 mg q24h when given in
combination with Microgynon.

» To investigate the effect of CAB on other pharmacokinetic (PK) parameters of LNG
and EE.

e To assess the impact of CAB on the pharmacodynamic (PD) effects of Microgynon
on endogenous luteinizing hormone (LH), follicle stimulating hormone (FSH), and
progesterone levels when given in combination compared with these parameters
when Microgynon is administered alone.

e To evaluate the PK of CAB when co-administered with LNG and EE.

11. Clinical trial design

This study was an open-label, fixed-sequence crossover study in healthy adult female
subjects. Subjects who were not already on a stable regimen of Microgynon were switched
to Microgynon for a minimum of one cycle of 21 days to evaluate tolerability, followed by a
washout period of 7 days (when no active treatment was received), before continuing to
Treatment Period 1. During Treatment Period 1, subjects received Microgynon once daily
(QD) on Days 1-10. Subjects were asked to come to the research unit the morning of Day 1.
Following completion of the required measurements on Day 1, subjects received a dose of
Microgynon and were dispensed one package of Microgynon for Days 2-8 dosing (at
home). Subjects returned to the study center on Day 8 and remained through the morning of
Day 11 (of Treatment Period 2). On the morning of Day 9, blood draws were collected to
assess the predose concentration of LNG and EE. Authorized study center personne]
administered the subject’s dose of Microgynon after the predose blood draws were collected
and recorded the date and time of dosing. On the morning of Day 10, predose PD blood
samples for LH, FSH, progesterone, and predose PK samples for LNG, and EE were
collected. Subjects were dosed with Microgynon followed by 24-hour serial PK blood
collection for LNG and EE. On the morning of Day 11, a 24-hour LNG and EE PK sample
and a predose blood sample for LH, FSH and progesterone were collected. Subjects were
dosed with a morning dose of Microgynon and their first dose of oral CAB 30 mg. After
Day 11, subjects were discharged from the research unit with the remaining Microgynon

and CAB tablets for Days 12-19 dosing (at home). The duration of Period 1 was 10 days




(Day 1-10 Microgynon only).

During Treatment Period 2, subjects were instructed to take their study drugs (Microgynon
+ CAB) at the same time each day on Days 12-19. Subjects returned to the study center on
Day 19 and remained in the unit through the morning of Day 22. On the morning of Day 20,
blood draws were collected to assess the predose concentration of CAB, LNG and EE. On
the morning of Day 21, predose PD blood samples for LH, FSH, progesterone, and predose
PK samples for LNG, EE, and CAB were collected. Subjects then received a dose of
Microgynon and CAB, and underwent 24-hour serial PK blood collection for LNG, EE, and
CAB. On the morning of Day 22, a 24-hour LNG, EE, and CAB PK sample and a predose
blood sample for LH, FSH and progesterone were collected. After Day 22 assessments were
completed, subjects were discharged from the research unit. Subjects who chose to continue
to use Microgynon as their oral contraceptive (OC) were instructed to have 7 Microgynon-
free days (Days 22-28) during which withdrawal menses was expected. Subjects who
switched to Microgynon to participate in the study and who wished to return to their original
(or to a different) OC did not have a 7-day contraceptive free period. Instead, they were
instructed to start the next cycle of the original (or a different) OC on Day 22. The duration
of Period 2 was 11 days (Days 11-21 Microgynon + CAB). Subjects returned to the study
center 7-14 days after their last dose of study drug (Days 28-35) for follow-up evaluations.

12. Main inclusion criteria

Healthy female subjects between 18 and 45 years of age inclusive, with body mass index
(BMI) within the range 18 to 30 kg/m?2 (inclusive) and body weight >50 kg (110 1bs) and

<114 kg (<250 Ibs) were included in this study.




13. Investigational medicinal product, mode of administration
and strength

lactose monohydrate, microcrystalling
cellulose, hypromellose, sodium fauryl
sulfate, croscarmellpse sodium,
magnesium sfearate, Opadry film-
coafing, white OY-5-28876

Study Treatment
Product name: GSK1265744 Microgynon (ethinyt estradiol and
levonorgestrel)
Formulation GS5K1265744B Microgynon fablets confain the
description: (micronized) following inactive ingredients:

Lactose monohydrate, maize starch,
povidone, lalc, magnesium slearate,
sucrose, polyethylene glycol, calcium
carbonate, glycerol, fitanium dioxide,
yellow ferric oxide pigment, montab
glycol wax, purified water.

Dosage form: Tablet, weight of 824 mg Tablet

Unit dose 30 mg =1 tablet Strength = levonorgestrel 0.15 mg
strength(s)/Dosage | Dose =30mg and ethinyl estradiol 0.03 mg
level(s):

Route/ Administered orally once daily Administered orally once daily
Administration/

Duration:

Dosing Dosed with 240mL of water Dosed with 240mL of waler
instruclions:

Manufacturer/ GlaxoSmithKline Bayer (site o purchase)
source of

procurement:

Batch Number

Lot No: 132379360
Batch No: NFA
Input Batch No: 132377654

Baich No: WEF667
Expiry date: 30 Oct 2016

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

Refer to Item #13

15. Concomitant therapy

Permitted Medications: Paracetamol, at doses of <2 grams/day was permitted for use any
time during the study. Other concomitant medication could be considered on a case-by-case

basis by the investigator in consultation with the GSK Medical Monitor.

16. Criteria for evaluvation efficacy/PK

Efficacy not evaluated in this study.

Primary:

o Plasma area under the concentration-time curve over the dosing interval (AUC[0-1])




of LNG and EE following Microgynon with and without CAB.
Secondary:

e Maximum observed plasma concentration (Cmax), plasma concentration at the end
of the dosing interval (Ct), time to maximum drug concentration (tmax), and oral
clearance (CL/F) of LNG and EE after Microgynon alone and after Microgynon with
CAB.

¢ Predose serum levels of LH and FSH on Days 1, 10, 11, 21 and 22.
e Predose serum levels of progesterone on Days 1, 10, 11, 21 and 22.

e CAB PK parameters: AUC(0-t), Cmax, tmax, Ct and CL/F

17. Criteria for evaluation safety

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

18. Statistical methods

The primary objective of this study was to demonstrate lack of effect of multiple doses of
CAB on the PK [AUC(0-1)] of LNG and EE. To assess this, a bioequivalence (BE)
approach was employed using Schuirmann’s 2 one-sided t-test procedure with a=0.05 for
cach test. Lack of effect was to be demonstrated if the 90% confidence interval (CI) for both
[LNG and EE ratios of geometric least-squares means for AUC(0-1) lie within 0.8 and 1.25.

All of the PK parameters were log-transformed, except tmax. Following logetransformation,
AUC(0-1), Cmax, and Ct of EE and LNG were separately analyzed using a mixed effects
model with treatment as fixed effect and subject as a random effect. The ratios of the
geometric least square (GLS) means and associated 90% Cls were estimated for the
differences between test treatment (Microgynon +CAB) and reference treatment
(Microgynon). LH, FSH, and progesterone concentrations from both periods were listed and
summarized by treatment.




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

Demographics Wicraoynan, | Nisreaynen, Overall
QD QD+ CAB 30 (N=20)
(N=20) mg QD
(N=20}
Age in Years, Mean {SD) 265 (5.64) 26.5 (5.64) 26.5(5.64)
Sex, n (%)
Femals: 20 (100) 20 (100) 20 (100)
Male: 0 0 0
BMl (kg/m?), Mean (8D) 2448(3.196) | 24.48 (3.196) | 24.48 (3.156)
Height {cm}, Mean (SD} 163.13 (6.347) | 163.13 (6.347) | 163.13 (6.347)
Weight (kg), Mean (SD) 65.09(8.992) | 65.09(8.992) | 65.09(8.992)
Ethnicity, n (%)
Not Hispanic or Lafino: 20 {100) 20 (100) 20 (100)
Race, n (%)
African American/African Heritage 2(10) 2(10) 2 (10}
White — White/Caucasian/Furopean Heritage 18 (30) 18 (90) 18 (90)

a. One subject provided Period 2 Day 11 pre-dose PD samples but was vithdrawn prior to the collesfon of Period 2 Day

21Day 22 PD samples.

Micrpaingn, QD = levonorgestrel 0.15 mg and ethinyt estradiol (.03 mg once daily; Mirmaison, QD + CAB 30 mg =
levonorgestrel 0.13 mg and ethinyl estradial 0.03 mg + ora! cabotegravinGSK1265744 30 ma coadministered once dally

20. PK, pharmacodynamic and biomarker results

Pharmacokinetic Results:

Levonorgestirel AUC(0-t), Cmax and Ct following administration of Microgynon + CAB
30 mg were comparable to values observed following Microgynon alone.




Summary of Steady-state Plasma Levonorgestrel Pharmacokinetic Parameters and
Treatment Comparisons
Geometric Mean GLS Mean Ratio
[95% CI] {GVb%%) (30% CI)
Wirogynen QD | SREMSLODE | yroronynon+ CAB 0mg
Levonorgestrel (n=13) CAB 30mg QD vs. Ni
Parameter ~ {n=19) - 20
774 87.0
AUG(0-T) 1.12
[64.5,92.9] [721, 105]
(h*ng/mL) (39) o) (1.07,1.18)
6.86 720
Qnay, - 1.05
[5.84, 8.06) [6.28, 8.26]
(ng/mL) 4 39) (0.858, 1.15)
24 249
Ct 107
[1.98,295] [2.09, 3.22] 104,145
(ngfml) (43) “n (1.04,1.15)
tmax? 1.00 1.00 L
{h) (0.5-2.5) {0.5-3.0)
1. Madan (range)

Micregungn, QD = levonorgestre! 0,15 mg and ethinl estradiol 0.03 mg once daily; Migrogynen, GD + CAB 30 ma =
dkmnmgesh’e[ .15 myg and ethiny! estradiol .03 mg + ora! cabotegraviri3SK 1265744 30 mg copdmipistered once
atly
Ethinyl estradiol AUC(0-), Cmax and Cr following administration of Microgynon + CAB
30 mg were comparable to values observed following Microgynon alone.




Summary of Steady-state Plasma Ethinyl Estradiol Pharmacokinetic Parameters and

Treatment Comparizons
Geometric Mean GLS Mean Hatio
[85% CI] (CVb%) (30% CI
E;ht;:zliol Microgynon QD Mrcmggg:]n ?]?)+ CAB Microgynon + CAB 36mg
Parameter (n=19) {n=:'l19) vs_ Microgynon
773 800
AUC{-y ; 1.02
(hpgiml) [65%33“1 59%39}151 (0.968, 1.08)
862 795
Cmax . 0922
724,103 {£8.0,92.8]
16.0 157
Cn ) 100
—— e o0 A (0918, 110)
trmax? 100 150
(h) 05-25 05~ 28) _

1. m= 17 for Mictogymon and n=18 for Microgynon + CAB
2. Median (range}
Mictogynon QD = levenorgestrel 0.15 mg and ety estradkal 0.03 mg once dafy; Micogynon QD + CAB 0 ma =
Ievonoegestred 0.15 my and ething eshadict .03 mg + oral cabotegravinG5K(] 285744 30 ma coadminisiered once

dally




Summary of Steady State Plazma CAB Pharmacokinetic Parameters following
Goadministration with Wicrogynon
Geometric Mean
[95% Cl (CVYb%)
CAB Microgynon QD + CAB 30mg GD
Parameter [n=19)
13
AUCI0-1) 191 1
th*ugiml) [ [2'1)48]
Cmax 715,85
(niml e
Cr 4'33 2
387, 4.
(g B
tmax 300
(h)! 10-42)
i, Medin frange)

Microgynon QD + CAB 20 mg =levorargasirel 0.15 mg and eliiny estradicl 0.03 ma + oral
cabategraviiGEK1 2E5744 30 mg coadministersd caca dafy

Pharmacodynamic and Biomarker Results;

There was no apparent difference in mean LH, FSH and progesterone concentrations
between Microgynon alone and Microgynon co-administered with CAB.

21. Safety results Thirteen subjects reported at least 1 AE. All AEs were of mild to moderate intensity. There
were no Grade 3/4 treatment emergent laboratory abnormalities reported in the study. No
serious adverse events (SAEs), deaths or other significant AEs were reported in the study.
The most commonly reported AEs overall were headache (n=6 [30%]), and nausea (n=5
[25%]) with no clear association with CAB dosing,

One subject was withdrawn from the study due to an AE. She was diagnosed with a UTI
and required treatment with trimethoprim. The UTI was not attributed to study drug. The
subject ceased CAB dosing and was withdrawn from the study. She was advised to continue




Microgynon as her preferred contraceptive and returned to the unit for follow-up
procedures.

Summary of All Adverze Events by Treatment (Safety Population)

System Organ Class Microgynen | Microgyner QD+ Overall
Preferred Term QD CAB 30 mpg QD {N=210)
{N=20) {N=20)
Any Event, n {%) 8 {£h 9 {45) 13 (65)
Nervous system disorders, n (%)
Headache 315} 4 {201 b {30)
Dizziness 2(10) 0 2{10)
Migraine 0 1(5) 1{0)
Gasirointestinal disorders, n (%)
Mausea 4 (20} 1(5} 5 {25)
Vomiting ] 15} 1(5)
Infections and infestations,_ n (%)
Nasopharmuoitis 1{5) 1 {5} 2{10)
Uppet respiratory tract infection 1 {0} 0 1)
Urinary tract infection ] 1 {2} 1{3)
General disorders and
administration site conditions, n (35)
Asthenia ] 1(3) 1(5)
Influenza [ike ness 0 15 169
Skin and subcutaneons tissue
dizorders, n (%}
Eczema 1(3) 0 1(0)
Rash ] 163 1{3)
Blocd and lymphatic system
disorders, n (%)
1 ymphadenopathy 0 1 (0} 1(3)




Any Event, n {%) _ 1 [40) _ g {45) 13 {65)

Musculoskeletal and connective
tissue disorders, n (%)

Musculoskeletal chest pain | 1 (5} 0 1{5)

Mizrogyrica QD = fevonorgastrel 0,15 mp and eyl esbadal 0.03 mg cnce daiy; Microgynea QD% CAB 3} mg =
levonorgestref 0.15 mg and ethiny estradiof 0.03 my + oral cabotegzavin/GSK 1283744 30 mp coadmintsierad ooz

daily

One subject reported a Grade 2 migraine 5 days after the last dose of CAB. The migraine
resolved in approximately 28 hours. The AE was considered to be related to study drug.

Drug-Related Adverse Events by Treatment {Safety Pepulation)
System Organ Class Microgynen | Microgynon QD+ | Overall
Preferred Term ' QD GAB30 mg QD [N=24)
{N=20}  {N=20)
Any Event-nt {%) 0 1 {5 1(5)
Nervous system disorders, n (%) ' ' '
Migrairie : { 169} 169}

Mictoqynon QD = fevemoraestrel 0.5 mg and shinyl estrasfol 0.03 my once daly; Microgynoa QD + CAS 30 mg =
levanorestrel §.15 mg and efhiny? estradict .03 mg + orat cabotegravit/ GSI1 265744 30 ma coadministEred cacs
daily

22. Conclusion (summary)

¢ Co-administration of repeat dose cabotegravir (CAB) and the oral contraceptive
Microgynon had no effect on the pharmacokinetic profile of levonorgestrel (LNG)
and ethinyl estradiol (EE).

e The combination of CAB and LNG/EE was well tolerated in healthy volunteers.
Specifically there were no deaths, SAEs, or clinically significant trends in postdose
laboratory abnormalities, vital signs or ECG values observed. All adverse events
were mild to moderate in intensity.

e Steady-state CAB plasma PK parameters in this study were comparable to historical

valunes.

e Co-administration of CAB with Microgynon had no pharmacodynamic effect on LH,

FSH and progesterone compared to when Microgynon was administered alone.




Applicant (registration certificate holder) !: (N\_\\
N ;

(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 kriniune Bunpobysanna - 10
Hocaizxennst ID-LAI117011

I. Hassa nikapchkoro 3acofy (3a HasBHOCTI - HOMep peecrpaniifnoro
NOCRIUEHHS)

ATIPETIO]], TabneTkH, BKpHTI MTiBKOBOKO 0GOOHKO0, Mo 30 Mr

2. 3a9BHHK

BiiB Xenckep IOK Jlimiten

3. Bupobumk

BupoGHINTEO Hepo3dacoBaHOro MPOAYKTY, KOHTPOIL TKOCTE FOTOBOTO MPOIYKTY

['naxco Onepeiiwne OK Jlimiten, mo sene aisnsnicts sk [nakco Bejuikom Onepeiirc / Glaxo
Operations UK Ltd (trading as Glaxo Wellcome Operations)

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

Benuka bpuranis

[lepBHHHE TAa BTOPHHHE MAKYBAHHS, KOHTPOJb SKOCTi FOTOROIrO NPOAYKTY, BHHYCK cepil
Apctina e Excrpemanypa 3, Ion. [un. Annennenyepo, 09400 Aparna ne Oyepo, Byproc / Avda.
de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero, Burgos

[cnaHis

4. [lpoBeneHi MOCHIDKEHHS:

v Tax Hi, IKLWO Hi, 06rpyHTYiiTe

1) Tun nmikapenKoro 3acoby, 3a KM NpoBoxMnacs abo MUIAHYETBCA
peecTpauis

likapcekuit 3acif 3a NOBHHM NOCKE (ABTOHOMHE Jocke), iHWKuH nikapcebkuit 3aci6, Hopa giroua
pEHOBHHA.

5. IloBHa Ha3Ba KAIHIYHOrO BUNPOGYBAHHA, KOA0BAHKIA HOMep
KniHiyHOro BUNpoGyBaHHs

BinkpuTe mocnimkeHHs A1 ouiHKH hapMaKOKiHETHKH NepopanbHOro KOHTPALUENTHBY, 110 MICTHTE
JIEBOHOPrecTpeN Ta eTHHIAECTPaioN, IPH CyMicHoMy 3acTocyBatHi 3 GSK 1265744 ¥ 300pPOBHX
NOPOCANX KIHOK

Iocnimxenus LAITI17011

6. ®asa KIHIYHOrO BUNPOGYRAHHS

Dasa |

7. Hepion kiiHiuHOro BUnpo6yBaHHs

3 [14 cepnins 2014] - [01 rpyans 2014]

8. Kpainu, B AKUX POBOAUNOCS KITiHIYHE BHIIPOGYBaHHS

Besuka bpurahis

9. Kinbkicts noctimkysanmx

BaruiaHobato: 20 gakTHuno: 19

10. Meta Ta BTOpHHHi UiNi KiaidiuHOrO BHNIPOGYBaHHS:

OcHoBHa

¢ IlpopemoHcTpyBaTH BiaCyTHICTH BRHBY kaboterpasipy (GSK1265744; CAB) 30 mr Ha
eKCMIO3HILII0 NeBoHoprecTpeny ( LNG) Ta etuninecrpaniony (EE) y 3n0poEux *iHOK.




BropuuHi

* QuinuTy Ge3neKy Ta NepeHOCHMICT epopanbHoro sactocysania CAB 30 mr koxHi 24
TOOMHH y KOMOIHALT 3 MIKPOriHOHOM.

o Jocnigury primye CAB Ha inmi dapmakoxinernuni ( PK) napamerpu LNG 1a EE.

¢ Ouinury Briue CAB Ha dapmaxoausamiuni ( PD) edekrs MikporiHoHy Ha pieHi
SHIOTEHHOTO JifoTelHIzyIouoro ropmony ( LH), osikynoctuMymorouoro ropmony ( FSH)
T MPOrecTepoHy NpH KOMOIHOBAHOMY 3aCTOCYBaHHI MOPIBHAHO 3 MMM apamMeTpaMu pH
3acTocyBaHHI MiKpOTriHOHY OKpeMo.

¢ Ouinnru PK CAB npu cymicHomy sactocysansi 3 LNG Ta EE.

11. JuzaliH KIiHIYHOrO BUNPOOYBaHHS

Lle nocnimkeHns 6yno BIIKPHTHM MepeXpecHUM JOCIMKEHHAM 3 GIKCOBAHOIO MOCNIZOBHICTIO 32
yacTIO 3AOPOBUX AOPOCHHX KIHOK. [TauieHTis, AKi e He npuitManu cTabUILHY CXeMy JiKyBaHHS
rpernapatoM MikporiHoH, MepeBoHIM Ha MIKporiHOH WoHaliMeHLIE HA OHH LMK TPUBANcTIO 21
IeHb JUIs OUIHKM IEPEHOCHMOCTI, M1iC/A YOro HACTYIAB NEPiOA BUBEASHHS TIPENapaTy TPHBATICTIO 7
THIB (AKUIO AKTHBHE JIKYBaHHS HE NPOBOAMAOCS), 4 MIOTIM NPONOBKYBATH NiKyBaHHS B PAMKAX
[epiony nixysanns 1. ITin wac Mepiony nikysanus 1 mauientn oTpuMysanu MikporiHos onus pas
Ha fers (QD) y ani 1-10. [linaocnigHKX NONPOCHIN NPHITTH A0 AOCAIAHMUBLKOrO NiAPO3AiNY BpaHLi
nepworo Jxs. Ilicna sasepienss HeoGXimuX BUMIpIOBaHb y |- netb, cy6'eKTH OTpHMany 03y
MIKpOTiHOHY i OTpuManu 1o oaHii ynakosui MikporiHoHy nns npuitoMy Ha 2-i-8-# mui (Broma).
HaCHUKH MOBEPHYNIHCS 0 JOCTIAHHLBLKOrO UEHTPY Ha 8-i feHb i 3anuiuanucs TaM 1o pauky 11-ro
Hs (2-ro nepiofy nikysaHHsa). BpaHui Ha 9-if pexb Oynu BinibpaHi 3paske KpoBi TS OLLIHKH
nepennosoBol koHueHTpauii LNG ta EE. YnosnosaskeHHH nepcoHan AOCTIAHHLILKOTO LEHTPY
BBOMB CyS'cxTy A03y npenapaty MikporitoH micis 3a6opy kposi nepen 103010 Ta peecTpyBaB JaTy
| yac Bsesienns. Bpanui Ha 10-if neun BinGupann 3pasku kposi Ha LH, FSH, nporectepon, a Takox
Bpaske KpoBi Ha LNG Ta EE nepen nouarkom npuiiomy npenapaty Ha PK. CyG'exram BBomiH
npenapat MikporiHoH 3 nomansmuM 24-roquHHumM cepiiiium 3a6opomM kposi 3 PK ans BuzHaueHHs
LNG Ta EE. Bpanui na 11-# nenb 3abupanu 24-ronuunuii spasok LNG i BE PK, a Takox 2pazok
KpoBi nepen 2030t0 Ha LH, FSH i nporecrepon. Cy6'extH otpuMyBanu panxosy o3y MikporiHomny
a neply 103y nepopanbHoro npriomy CAB 30 mr. ITicas 11-ro zHA yuacuuku 6yau sunucai 3
IOCILAHALBKOrO UEHTPY 3 pelHToro Tabnetox Mikporinony ta Tabnetok CAB mnst npuiiomy Ha 12-
19-i i (Broma). Tpusanicts Ilepiony | cranosmna 10 muis (tinbku aers 1-10 Mixporinomn).




[Tix gac Ilepiomy nikyBanss 2 yyacHHKaM 6yJ10 3anpoloOHOBAHO NPHAMATH AOCITIIKYBaHi
npenapat (Mikporidon + CAB) B oauH i ToH caMHif yac koxuoro iHs 3 12 o 19 aens. Yuacuuxy
MOBEPHYIUCS 0 HABYAILHOIO LIEHTPY Ha 19-if neHs i 3anuiuanucsa B Nigpo3gini K0 paHky 22-ro
nHs. BpaHui na 20-it nens 6ynu Binibpani 3pa3kH kposi fU1a OLHKM MepeAI030B0] KOHIEHTpPALIi
CAB, LNG Ta EE. Bpanui Ha 21-# neus Binbupanu 3pasku xposi na LH, FSH, nporectepon, a
rakox 3paskd PK va LNG, EE Ta CAB nepen npuifomom npenapary. [ToriM cy6'ekTs oTpuMyBanu
nosy Mixporinory Ta CAB, a Takox npoxoanin 24-roguHHuii cepiliumii 3a6ip xposi na PK ais
BusHauenda LNG, EE ta CAB. Bpanui na 22-ii nexpb 3a6upanu 24-roguunnii 3pazok LNG, EE, i
CAB PK, a Taxox 3pasok xposi nepen jo3oto Ha LH, FSH i nporecrepon. [Ticns 3apeprueHns
OLIIHIOBARHA Ha 22-ii IeHb y4aCHHUKHM OYJIM BUNHCAHI 3 JOCTIHHLBEKOTO MAPO3ALTY. YUacHHIAM,
AKi BUPINIITH TIPOZIOBIKYBAaTH NpHitMaTi MiKpOriHOH fK opaishuii kontpauernTus (OC), 6yno
3anponoHoBano 7 AHis 6e3 Mikporinony (22-28-it Hi), NpoTAroM AKHMX OYiKYETECS MEHCTpYallis
BiAMiHH. YuacHHKH, AKi nepeiiunn Ha Mikporinou na yyacTi B fociimxeHHi Ta Gaxanu
NOBEPHYTHCA IO CBOro nonepegHeoro (ado inmoro) OC, He Manu 7-A€HHOr0 BiILHOTO Bifl
KOHTpauenuii mepiogy. 3aMicTh LBOro iM 6yJI0 AOPYYEHO PO3MOYATH HACTYITHHI KK
opuriHanpHoro (abo inmoro) OC wa 22-if nedo. Tpusanicts [lepiony 2 cranosuna 11 amis (aui 11-
21 Mikporinon + CAB). Cy6'exru nosepranics a0 AOCHIAHHIBKOrO HeHTPY uepes 7-14 i micms
[pKiAOMY OCTaHHBOT 103K JOCTILKYBaHoro npenapaty (28-35-i aHi) 1S MOJANBILIMX OLIHOK.

12. OcHoBHI KpUTepiT BKMIOYEHHS

Y mocnimxenns 6ynu BIIIOYEHI 30poBi xiHKH BikoM Big 18 10 45 pokis BKIIOUHO 3 iHAEKCOM MacH
rina ( BMI) B mexax sin 18 no 30 kr/mM2 (Brmouno) Ta Macoro Tina >50 kr (110 ¢ynris) i <114 kr

(<250 qyuTis).




13. Hocnijokypanuii nikapcbkHii 3aci6, cnoci6 3acTocyBaHHs, cuiia Ail|

TlikyBakHA B LOCHIIXHEHHI

HaimexyBaHHa nikapckkoro 3acofy: [(GSK1265744 Mikporinon (eTwHinecTpagion Ta
neeQHaprecTpen)
Onue nikapcuKoi ropmit: GSK1265744B ITabnetiu MikporiHoH MicTATL
(MiKkpoHisoBaHWUH) HACTYNHI HeaKTUBHI IHrpegieHTH:

NakTo3K MOHOMApaT, Uenonosa
MIKDOKPUCTANIYHA, rinpoMenoaa,
HaTpilo naypuncynsdar, HaTpin
KPOCKapMEN03a, MarHile cTeapar,
nniskose nokpuTs Opadry, binvit
0Y-S-23876

axTo3n MoHarigpar,
RYKYPYE3AHWIA KpoXManb,
MOBIA0H, TanbK, MarHit creapar,
Caxaposa, nonieTUneHmikonb,
kanbyiio kapboHart, rnikepuH,
TUTaHY AIOKCG, NITMEHT XOBTUIA
themiHHMIA oKCg, BiCK MOKTAE
rIKONEBUH, BOAA OMMULEHS.

[Mixapebka chopma:

Tabnetka, sara 824 wmr

TabneTxu

Cuna(n) oAuHKYHOT Ao3uipiBeHb (1)
03yBaHHH;

130 mr =1 TabneTka
03a=30mr

Cwvina = nesoHoprectpen 0,15 mr
Ta eTwHinectpagion 0,03 mr

Cnocib 2acrocyBanHaifoaupobral
[TpuBanicTb:

MepopantHo oAwH pa3 Ha goby

lNepopankHo oauH pa3 Ha noby

Bra3iBKM WoAO 3aCTOCYBAHHA
nikapcsxoro sacofy:

Moaa 3 240mn sogw

[No3sa 3 240mn sogun

BupobHuk/mrepeno 3axynisni: GlaxoSmithKline Bayer (caiT ans nokynku)
Homep cepii Homep naprii: 132379360 CEPIA Ne: WEF66Z
CEPIf No: wfg flara sakiHyeRHA TEpMiHY
BxinHuia Homep cepii: 132377654  |npugarrocti; 30 wostHa 2016
oKy
14. TIpenapar nOpiBHAHHA, 1033, ¢nocib 3acTOCYBaHHd, cyna Aail JTuB. myHKT #13
15. CynyTtHs Tepanis Jlozsoneni npenapatu: [Tapaneramon y nozax <2 r/neHs N03BONEHO BUKOPHCTOBYBATH 6Y,Ib-KOIY

[POTAroM ACCHIKeHHA. [HINI CymyTHi TIpenapaTi MOXyTh PO3TASAATHCA B KOMHOMY KOHKPETHOMY
BHITAJIKY OCJTIAHHKOM ITicist KOHcynbTauii 3 Menuuaum moritopom GSK.

16. Kpurepii ouinky edexTdBHOCTI

MepeunHi:

EdexTHBHICTE He OLIHIOBANACA B 1{EOMY JDOCIIKEHHI.

¢ IInowa mig KpUBOIO «KOHUEHTPALliT-4acy y Na3Mi KPOBI NPOTAroM iHTepBay A03yBaHHA
(AUC[0-7]) LNG T1a EE nicna npuiiomy Mikporinony 3 CAB 1a 6e3 CAB.

[Bropunni:




f

* MakcuManbHa CroCTepesyBaHa KOHLUEHTpauis B rnasMi (Cinax), KOHUEeHTpallii B rwia3Mi B
KiHui intepsary nosysanns (Ct), 9ac AoCAIrHEHHS MAKCHMANBHOT KOHLEHTpauii npenapary
(tmax) Ta nepopansuui kiipenc (CL/F) LNG ra EE nicna 3acTocyBaHHS TiNbkM Ipenapary
MixkporiHoH Ta micns 3acTocyBaHHS Iipenapaty Mikporidon 3 CAB.

¢ Busnauntu pisenb LH ta FSH y cuposarui kposi na 1, 10, 11, 21 Ta 22-if qui.
¢ BusHaure piBeHb POrecTepOHy B CMPOBATUI kposi Ha 1-if, 10-#, 11-#, 21-i 1 22-i gni.

e [lapamerpu CAB PK: AUC(0-t), Cmax, tmax, Ct i CL/F

17. Kpurepii ouinku 6e3nexH

[Tapametpu 6e3neku Ta nepeHocUMOCTI, BKIIOUat0uH N06iuni peakuii ([TP), kiiHiuHi nabopatopHi
anaiisy, enexktpokapaiorpaMy (EKT) Ta OLiHKY MTTERO BAKIMBHX MOKA3HHKIB.

18. CratvcTHygi METOIH

(OCHOBHOIO METOIO LIbOr0O AOCHIIKEHHA 6yJI0 TIPOJCMOHCTPYBATH BiACYTHICTh BIJIKBY
GaraTopaszosux 203 CAB wa PK [AUC(0-t)] LNG Ta EE. Jina ouinku 6y51o 3acToCOBaHO NiIxin
ioexsipanenTHocTi ( BE) 3 BHKOpHCTaHHAM npoueaypH 2 0AHOCTOPOHHIX t-KpHTepiis Schuirmann 3
a=0,05 111 koxHOro Tecty. BincyTHicTs edekty cnia 6yno npogeMoHcTpyBaTH, Akimo 90%
lnoBipunii intepsan ( CI) six ans LNG, tak i ana EE cniBsilHOWEHE reOMETPHUHKX CepenHix 3a
METOJOM HaliMeHIIkX kBaapaTis 11 AUC(0-t) suaxoauecs B mexax 0,8 i 1,25,

Bci napamerpa PK 6ynu norapudmiuno nepersopeti, 3a BuHATKOM tmax. [Ticns norapudmiutoro
nepetsoperHa AUC(0-t), Cmax Ta Ct EE ta LNG 6ynu okpemo npoananizosaHi 3a J0IOMOroo
Mozet 3Millankx edeKTis, B AKiH NikysanHA Oyno dixcosanum edekTom, a CyG'eKT - BUIAKOBHM
edexToM. BinHomlienHn cepenHix reoMeTpHyHHX Halimeniux keanpatis (GLS) Ta nos's3aHi 3 HUMH
50% CI 6ynu ouiHeHi A BinMiHHOCTE# MDK AOCHIKYBAHUM JiikyBannam (Mikporinon + CAB) Ta
peepenTHEM JikyBaruaM (Mikporinon). Koruentpauii LH, FSH 1 nporectepouy B 06ox nepionax
Oy/u nepepaxoBaHi i MiICYMOBaHI 32 pe3yAbTATAMM NiKYBaHH.




19. Jlemorpadiuni MokasHUKH JOCHIKyBaHOT MOy AALIT (CTaTh, BIK,
paca ToIuo)

[emorpadiuni naui MixporiHon QD) Mikporinos QD+ 3aranom
(=20) CAB mr QD {N=20)
{N=20)
Bix (pokig}, CepepHe axaveHHs (SD) 26,5 (5,64) 26,5 (5,64) 26,5 (5,64)
Cratb, n (%)
Kirova: 20 (100) 20 (100) 20 (100)
Yonogiva; 0 0
BMI {kr/m?), Cepeate 3HaveHHs (SD) 24,48 (3,196) | 24,48(3,196) | 24,48 (3,196)
3pict (cm); Cepeane 3Ha4eHHa (SD) 163,13(6,347) | 163,13 (6,347) | 163,13 (6,347)
Maca Tina (xr), CepenHe aHaqeHHs (SD) 65,09 (8,992) | 65,09(8,992) | 65,09(8,992)
ETHiuHa npuHanexHicTts, n (%)
He icnancekoro 4v natuHoaMepikaHebkoro
—— 20 (100) 20 (100) 20 (100)
Paca, n (%)
Athpo-amepuKaHCHKOrO/athpuKaHChKOTo
OXCIDKEHHS 2(10) 2(10) 2(10)
BinoLwukipi/eBponeicbKoro NoXom«eHHs 18(90) 18 (90) 18 {(90)

nepiogy 2, AeHb 21/nexk 22,

30 Mr woseHHo

a. OpuH cyb'ext Hagas apaaws PD nepiony 2, Aes 11 nepes gosoto, ane Gys BiAKMMkaHmif 4o 3bopy 3paskie PD

MikporiHon QD = nesoHoprectpen 0,15 Mr Ta etutinectpagion 0,03 Mr oguH pas Ha Aoby, Mikperinon QD +
KAB 30 wr = neaotoprectpen 0,15 mr Ta eTuninectpagion 0,03 Mr + nepoparnbHuii xaboTerpapip/GSKi285744

20. Pesynetati edekTuBHOCTI

PesynsTaTn papmakokineTHKH:

AUC(0-t), Cmax Ta Ct neBoHoprectpesny micis sacTocyBaHia Mikporinony + CAB 30 mr 6ynu
MOPIBHAHHMMH 31 3HAYEHHAMH, O CTIOCTEPIraNKCs TiC/A 3aCTOCYBaHHS TUTHKH MikporiHoHy.




Peatome hapmaKokiHeTHyHIX NapaMeTpiB NeBOHOPrecTpeny B CTauioHapHOMY CTaHi B
nna3Mi KPOBi Ta NOPIBHAHHA NiKyBaHHA
CepefiHe reoMeTpuyHe CepegHe cniBBigHOWEHHA
[95% Cl] {CVh>%) GLS(80% CI)
[apametp MixporitoH QD{=19) | Mikporinon QD+ CAB CAB 30mr npoTH
IrIeBOHOpPrecTpenyj mr QD(N=19) MikporiHoHy
774 87,0 1,12
’;ﬁ(’g?’ (Hr. [64,5.929] 721, 105] (1,071, 18)
(39) (40)
Cmax 6,86 7,20 1,05
(hrian) [5,84.8,06] [6,28. 8,26] (0959,1. 15)
(34) (29)
Cr 2M 2,59 1,07
(trfan) [1,98.2,95] [2,09. 3,22] {(1,01,1, 15)
(43) (47)
tmax! 1,00 (0,5-2,5) 1,00 (0,5-3,0) —
(roa)

1. Meniana (nianasoH)

Roby

MikporinoH QD = nescHoprectpen 0,15 mr Ta etuninectpagion 0,03 mr oauH pas Ha fo6y. Mikporiton QD + KAB 30 mr
= nesaxoprectpen 0,15 wr 1a etuxinectpagion 0,03 wr + nepopanshuit kaboterpapip/GSK1265744 30 Mr ofuH pas Ha

AUC(0-1), Cmax ta Ct eruninectpaniony micist sactocysanus Mikporisory + CAB 30 mr 6ynu
MOPIBHAHHAMY 31 SHAYCHHAMH, IO CIIOCTEPIraIUCA MiCNs 3aCTOCYBAMHS TiNbkK MiKpOriHOHY.




Pestome cTauioHapHuX hapmaKoKiHeTUHHUX napaMeTpiB eTWHiNecTpagiony B nnasmi Kposi

Ta NOpiBHAHHA MiKyBaHHA
CepefiHe reoMeTpUYHe CepefiHe cniBBifHOWEHHA
[95% CI] (CVb%) GLS(80% Cl)
MapameTp MikporivoH | Mikporiton QD+ CAB mr| MixporioH + CAB 30mr
eTuHinecTpapnionyl QD(=19) QD{N=19) npotk MikporiHony
773 800
AUC(0-1)! 1,02
(rosnrivn) [65(2??)1 1l [69(8289)15] (0.968,1. 08)
86,2 79,5
Cmax ' y 0,922
(krin) [72'(‘;5;03] [68'%3%2'8] (0,827.1.03)
16,0 15,7
Cr1 y ' 1,00
(12,5, 20,4] [12,9,19,0] )
(nr/mn) (51) (40) (0,919; 1,10)
tmax? 1,00 1,50 _
(rog) {0,5-2,5) {0,5- 2,6)

1. n=17 ana MikporiHoHy Ta n= 18 gnsa MikporiHoxy+ CAS
2. MepiaHa (gianazoH)
MixporiHon QD = nesoroprectpen 0,15 Mr Ta eTHinectpagion 0,03 mr ofum pas Ha Ao6y; Mikporitor QD +

CAB 30 mr = nesoHoprecrpen 0,15 mr 1a emurinecrpagion 0,03 mr + nepopansHui

xaBoterpasip/GSK1285744 30 mr oawH pa3 Ha floby




Pesiome chapmakoKiHeTHYHWUX napameTpiB cTauioHapHoro craHy CAB y niasmi xposi nicns
CYMiCHOro 3acTOCyBaHHA 3 MIKDOriHOHOM
CepenHe reomeTpHyHe
[95% CIJ (CVb%)
CAB Mixporinon QD+ CAB mr QD
napaMerp (N=19)
AUC(0-1) 133
(rog*mKkr/mn) [121 148]
Cmax [7,13, 8,56]
(MKr/Mn) {(19)
433

Cr

[3,87, 486]
(MKr/nmn) (24)
tmax 3,00
(ron)! (1,0-4,2)

1. Megiana (gianazoH)
Mikporidos QD + KAB 30 mr = fiesoroprectpen 0,15 mr 12 etwninectpagion 0,03 Mr + nepopanbHui
kaborerpasip/GSK1265744 30 mr oavH pas Ha Aoby

PesyneTaTn dapmakoaunamiku Ta Giomapkepin:

He 6yno oueBuunoi pisuuLi B cepennix koHuenTpauisx LH, FSH ta nporecrepony npu
3aCTOCYBaHHI TiNbKH Mikporitony Ta Mikporinony pasom 3 CAB.

21. PesyneTaTi Oe3neku

Tpunanuats cy6'exris nopinoMuny npo woxaiiMere 1 ITP. Vei [P 6ynu cnabxoi Ta moMipuoi
{HTEHCHBHOCTL. ¥ JIOCIIIKEHH] He OYI10 3apeeCTPOBAHO XOJHUX Ja00paTOpHMX BigXHIeHDb 3/4
CTYIIeHs TAKKOCTI, MOB'A3aHUX 3 JIKYBaHHAM. Y QOCHIKEHHI HE OB IOMIIANOCH HpO cepiiosHi
nobiunt asrwa (CIDI), neransui Bunanky abo imwi snagymi CITS. Haifuactime nosimomisnocs
npo Taxi HebakaHi ABHIIA, AK roNoBHui 616 (n=6 [30%]) Ta HymoTa (n=5 [25%)]) 6e3 "iTkoro
3B'93Ky 3 J03yBaHHAM CAB.

Onun cy6'ext OyB BUBeAeHHH 3 JocnimxeHHA depes [IP. V uel aiarnoctysanu UTI, i BoHa
notpebysana nikysaHHa TpuMetonpumoM. UTI He Gyina nos'a3ana 3 NpHHOMOM JOCHHKYBaHOTO
npenapary. Cy6'ext npurmatus npuiiom CAB i 6yB BHUBeennit 3 nociimkenns. [Tauientui 6ymo
PEKOMEHIOBAHO NPOAOBKYBATH NpHitMaTH MIKpOriHoH AK Gakanuit 3aci6 kouTpauenuil, i Bona
MOBEPHYNIACH Y BiAALIEHHS A4 NOJANbLIOTO CIIOCTEPEXEHHS,




3BefeHHA BCix NoivyHmx peakyii 3a BugamMu Nikysanus (Gesneyda nonynsuis)

BaxaHuil TepMiH 3a KnacoM cucTemu MikporiHoH Mikporison QD+ 3aranom

opraHie QD(=20) CAB mr QD(N=20) (N=20)

BYb-AKA NOAIA, n (%) 8(40) 9 (45) 13 (65)

NMopyuweHHA 3 BoKy HepBOBOI cUCTeMM, N (%)

['onosHwii Binb 3(15) 4 (20) 6 (30)

3amamoposEHHs 2(10) 0 2(10)

Mirpens 0 1(5) 1(5)

3 6OKY LINYHKOBO-KMIIKOBOTO TpaxTy, n (%)

Hypota 4(20) 1(5) 5 (25)

BnioBaHHs 0 1(5) 1(5)

IH¢hekuiT Ta inBaaii, n (%)

HasodapuHrit 1(5) 1(5) 2(10)

[HcheKLUin BEpXHiX BUXarbHNX LUNAXIB 1(5) 0 1(5)

IHbekLi cevoBMBIOHKMX LINaXiB 0 1(5) 1(5)

3aranbHi po3nagy i nopyuweHHs y Micyi

BBeOeHHN, it (%)

ACTEHIR 0 1(5) 1(5)

IpunonogibHe 3axBopIOBaHHSA 0 1(5) 1(5)

MopyweHHA 3 GoKy WKipK Ta niawkipHoi

KNiTROBUHK, N (%)

K3eMa 1(5) 0 1(5)

Bucun 0 1(5} 1 (5)

Kpos 12 nimdatiuHa cuctema, n (%)

MimchageHonaris 0 1(5) 1(5)




|5Yab-KA MofIs, n (%)

8(40) 9 (45) 13 (65)
[Mopywenks 3 Goky onopHo-pyxosoro
anapary Ta cnoJIy4Hol TKaHuHH, n (%)
M'si30B0-CreneTHUi Bifb Y rpyasx 1(5) 0 1(5)

Aoby

MOCTIIKYBAaHOI'O JIIKAPCHKOro 3ac0by.

MikporioH QD = nesoroprectpen 0,15 Mr Ta eTuwinecTpagion 0,03 Mr oguH pas Ha AoBy MikporiHon QD + CAB 30 mr =
nesaHoprectpen 0,15 Mr Ta etukinectpagion 0,03 Mr + nepopansHuii kaboterpasipGSK1265744 30 Mr opvH pas Ha

O/tuH MaLieHT NOBIOMME PO MIrpeHs 2 CTyNeHs depe3 5 MHiB Micna OpHiHoMY OCTAHHBOT A03H
CAB. Mirpeus npofimaa npu6nusHo uyepes 28 ronus. [P BRakaacs MoB'A3aHOIO 3 TIPUIOMOM

Mo6i4Hi peakyii, nos'Asan; 3 nikyBaHHAM, 3aneXHO Bif NikyBanHs (Geanedna nonynsuis)

baxaHuii TepmiK Mikporinon QD+ 3aranom
3a KNacoM CUCTEMM OpraHiB Mikporitox QD CABwmrQD (N=20)
(=20) {N=20)
BY1b-AKA MOAIA, n (%) 0 1(5) 1(5)
NopyleHHs 3 BOKy HepBOBO! CUCTEMMK, N
(%)
MirpeHs 0 1(5) 1(5)

OfWH pa3 Ha noby

MikporiHon QD = nesoroprectpen 0,15 Mr Ta eTuninectpagion 0,03 mr oaun pa3 Ha goby; Mikporinon QD + CAB
30 mr = nesoroprectpen 0,15 Mr Ta euinectpagion 0,03 mr + nepopansHuii kaboterpasip/GSK1265744 30 mr

22. BUCHOBOK (3aKNIIOUEHHs)

3 ICTOPHYHUMH 3HAYESHHAMH,

* Cninbhe 3acTocyBaHHa nosTopHoi Ko3u kaboterpasipy ( CAB) Ta nepopanbHoro
KOHTpauenTHBy MIKPOTiHOH He BILUIHBAIO Ha dapMakoKineTHuHuil npodink
nesoHoprecrpeny (LNG) ta etuninectpapiony (EE).

¢ Kombinauis CAB Ta LNG/EE no6pe nepeHocunaca snopoBuMu 100poBonbLAMH. 30Kpema,
HE cnocTepiranocs netanbHux sunankie, CITS aGo kniHiuzo 3HAYYLIMX TeHAEHUTH Y
ic9/1030BHX TA60PATOPHHX BIAXUACHHAX, JKHTTEBO BAXMUIHBHX 1OKa3HUKaX abo
nokastukax EKI. Yei nobiuni ssuina Gynu lerkoro Ta noMipHOTO CTYNEHs TSMKKOCTI.

¢ Crauionapni napamerpu PK naasmu kposi CAB B usoMy mocimoxeHHi 6yiu nopiBHAHHUME

* CymicHe 3actocysanna CAB 3 MikporiHOHOM He Mano ¢apMaKkoAMHAMIHHOrO BIUIMBY Ha
LH, FSH Ta nporecrepon nopisHAHO 3 npuifoMoM TUbkH MikporiHony.




3asBHUK (BIACHHK PEECTPALlifHOIO MOCBITYEHHS)

(rianuc)

Kapen I'peiimkep (Karen Grainger)
Biue-npesnnent, KepiBHUK BiAIiTy HOPMATHBHO-TIPABOBOTO PEry/OBAHHS
) o o BiiB Xenckep (ViiV Healthcare)
{Tlopsadok donosneno nosum dooamxom 30 32iono 3 Haxazsom MO3 Vipainu Ne 1528 6io 27.06.2019 }
Iepek.iag BHKOHAB:

MeHe uKkep 3 peryIITOPHUX MUTaHb Ta peecTpaii f/’ /
TOB I'nakcoCmitKnsiin @apmaceiotikanc Ykpaiva |
Mapunsko Jliogmuna
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1. Name of medicinal product (registration certificate Ne, if available )

IAPRETUDE, film-coated tablets, 30 mg

. Applicant

Vi1V Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

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

United Kingdom

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

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

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

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

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

binding and unbound concentration of CAB




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

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

11. Clinical trial design

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

12. Main inclusion criteria

Healthy and Hepatic Impairment Subjects: Male and female subjects, between 18

and 70 years of age inclusive, with body weight >50 kg and BMI within the range
19 to 41 kg/m?2 were eligible for the study.

Specific inclusion criteria for subjects with hepatic impairment: Child-Pugh score

of 7-9 AND previous confirmation of liver cirrhosis by liver biopsy or other
medical imaging technique associated with an unambiguous medical history (such
as evidence of portal hypertension). Subjects with chronic (>6 months), stable
hepatic impairment due to any etiology with no acute episodes of illness with
previous 1 month prior to screening were also considered. Subjects with pre-
existing condition (except hepatic impairment) or with presence of Grade 3 or 4
elevations in aspartate aminotransferase, alanine aminotransferase (ALT), or
bilirubin were not allowed to participate in the study.

13. Investigational medicinal product, mode of administration and
strength

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

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

N/A




15. Concomitant therapy

Permitted medication:

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

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

For Healthy Subjects:

Acetaminophen, at doses of <2 grams/day was permitted for use in healthy
volunteers only. See Protocol Section 5.1.2 for a list of permitied contraceptive
agents for Females of Reproductive Potential,

16. Criteria for evaluation efficacy/PK

Efficacy was not evaluated in this PK study.
Primary:

* Plasma area under the concentration time curve from time zero (pre-dose)
extrapolated to infinite time [AUC(0-00)] and maximum observed
concentration (Cmax) following a single oral dose of CAB

Secondary:

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

e Plasma area under the concentration-time curve from time zero (pre-dose)
to last time of quantifiable concentration [AUC(0-t)], percentage of
AUC(0-0) obtained by extrapolation (%AUCex), concentration observed
at 24-hours post dose (C24), apparent terminal phase half-life (t'%),
apparent clearance (CL/F), lag time before observation of drug
concentrations (tlag), time of occurrence of Cmax (tmax) and apparent
terminal phase volume of distribution (Vz/F) following a single oral dose
of CAB

17. Criteria for evaluation safety

Safety and tolerability parameters, including adverse events, clinical laboratory




tests, electrocardiogram (ECG), and vital signs assessments

18. Statistical methods

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

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

Sensitivity analysis assuming a higher between-subject CVb of 36% and a sample
size of 8 evaluable subjects per cohort was conducted. It was estimated that the
lower and upper bounds of the 90% CI for the cohort difference on log-scale
would be within 30.7% of the point estimate for AUC(0-t)/AUC(0-c0) and Cmax.

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

Safety Population: Included all subjects who enrolled in the study and received at

least one dose of study drug. This was the population for the safety analyses, as
well as for presentation/ summarization of baseline/demographic characteristics.

[Pharmacokinetic Concentration Population: Included all subjects who underwent

plasma pharmacokinetic (PK) sampling and had evaluable CAB assays. PK assay
results from samples collected from a subject with emesis occurring within

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

Pharmacokinetic Summary Population: Included subjects who had CAB PK
parameter estimates. This population was used for summary and plotting of PK
parameters and statistical comparisons between cohorts. PK assay results from

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




were not to be considered as evaluable.

Interim Analyses: There was no formal interim analysis planned for the study,
however, the preliminary PK and safety from Part 1 was reviewed internally at
GlaxoSmithKline (GSK) to determine if Part 2 of the study was required prior to
the start of Part 2. If the geometric mean total plasma AUC (0-o0) of CAB
increased by >2-fold in moderately impaired subjects compared to matched
controls, Part 2 was to be conducted to evaluate CAB pharmacokinetics in another
group of subjects with mild impairment.

Pharmacokinetic Analyses:

Plasma CAB concentration-time data was analyzed by non-compartmental
methods with WinNonlin 6.3 or higher and the following pharmacokinetic
parameters were determined, as data permitted: AUC(0-w0), AUC(0-t), %AUCex,
Cmax, tmax, C24, tlag, CL/F, VZ/F, and t%. Unbound fraction (fu) was calculated
using the total and unbound plasma concentration of CAB data generated at 2 and
24 hours post dose for both normal and hepatic impairment subjects. Log-
transformed PK parameters (except %AUCex, tmax and tlag) were analyzed by
analysis of covariance (ANCOVA) with gender and cohort as fixed effects and
age and BMI as continuous covariates. The relationship between plasma CAB PK
parameters, including AUC(0-t), AUC(0-00), Cmax, C24, ts, CL/F, VZ/F, fu2 and
fu24, and liver function measurements, including Child-Pugh score (overall score
and liver synthetic ability [albumin, bilirubin, and prothrombin time (PT)]) was
assessed by Pearson correlation and linear and/or nonlinear regression methods.
For the analysis of relationship between PK and Child-Pugh score as continuous

variable, subjects with normal hepatic function were considered to have a score =
0.

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




19. Demographic indices of studied population (sex, age, race, etc.) Demographics (Safety Population) Moderate Hepatic | Healthy Overall
Impaired Matched
n 8 3 16
Age in Years [Mean (SD]] 60.3 (3.20) 56.9(6.17) 58.6
(5.06)
Sex [n (%)]
Female: 2(25) 2 {25) 4 (25%)
Male: 6 (75) 6 (75) 12 (75%)
BMI (kg/m?) [Mean (SD) 29.3 (3.78} 29.2{417) 292
(3.85)
Height {cm) [Mean (SD)] 176 (11.6) 171 (11.2) 173
(11.3)
Weight (kg} [Mean {SD)] 91.1(184) 86.1 (18.9) 88.6
(18.2)
Ethnicity [n {%)]
Hispanic or Latino 1(13) 2 (25) 3 (15%)
Not Hispanic or Latino 7(88) 6 (758) 13 (819%j)
Race [n {%)]
African American/African Heritage 2 (25) 2 {25) 4 (25)
White — White/Caucasian/European Heritage 6 (75) 6 (75) 12 (75)
Child Pugh total score [n {%)]
7 3 (37.5%) NA
8 3 (37.5%) NA
9 2 (25.0%) NA

20. PK results

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




-Sun:mary and Comparison of Unbound Plasma CAB Concentrations 2h and 24h following
Single Dose Oral CAB 30mg (PK Concentration and PK Summary Population)

Moderate Hepatic Hepatic Impaired
Unbound Statistic Impaire dp Healthy Matched! veraus Healthy
CAB Cong. pare (n=T" GLSM Ratio
(n=Z (90% CI)
Median 0.00831 0,00591
(ange) | {0.00289,00234) | (0.00364,0.00959) -
fﬁgmu"se Mean (SD) | 00004 (0.00867) | 0.0058{0.00227) _
1401
GLS Mean 0.0074 0.0053 078, 24589
Median 0.00432 0.00260 —
ot Pos frange) | (0.00163,00105) | (0.00136,0.00441)
e Mean(SD) | 0.0050(0.00317) | 0.00%6 (0.00107) —
1552
il
gml) | GLSMean 0.0041 0.0026 0820, 2078

* For1 subject with hepatic impairment and 1 healthy subject, protein binding samples were collected, but due to shipment
issues, not received and thus not processed.
1. Healthy control subjects are matched to the moderate hepatic impaimment subjects in gender, age {10 years), and BMI

 [225%)




Bummary of Select Plasma CAB Pharmacokinetic Parameters Followang Single Dose Oral
CAB 30 mg (FK Summary Populztion)

T o (U ——————— Haajthmtdmd‘
Geometric mean N
[95% Cff {(HGND) ook 1 e
102 77
Tl ) [75.2, 136} [947, 1707
{h*pgimt ) (37.3) (36.2)
352 T
o, 733, 132 [91.9, 162]
{ugiml) (36.2) (35.4)
. 270 355
T [1.94,3.76] [2.20, £.33]
fugtrol) @14 124.3)
15 150
co4
[0.956, 1.58] [1.43, 2.01]
fpg/ml) (30.8) {35.6)
oy 0.205 125
[0.218, 0.399] [0.176, 0.317]
L) (37,3} (36.2)

, 131 27
¥zF (0.1, 17.03 1879, 16.4]
4 (31.6) 3.0
” 308 377

- [23.7.40.4] [334 21.5)
) (323) 3.1)
s, 24 20
{h)= (1 {;3 3—4-0] (1.0 ; 531;0}

: 307 .
F;a-ghun unbound at Zn [0202, 0.467) 119, 0,207}
(%) (47.6) £30.5)

P 0,165
Fraction unbound at 24k 0 184 0.564] [.124, 02071
&9 " (66.5) (239)

1. Heathy conlrol subjects are mathed 0 ihe hepatic impainTent sutjzcts in gender, age [+10 years), and BAY {22554
2. 0313 se fepresented 35 macian (fange)
3-m=T7 for bam moderse hapatic impated snd hegthy malch=d groups

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




concentration.

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

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

AUC(0-=) 0.726 (0.497, 1.068)
AUG(0-Y) 0.731 (0.508, 1.053)
Cmax 0.685 (0.505, 0.529)

C24 0.732 (0.526, 1.018)
CLF 1.379 {0.945, 2.012)
Vz/k 1.134 (0.834, 1.541)

4 0.822 (0.648, 1.042)
Fraction unbound at 2h* 21437 (1.574, 2.902)
Fraction unbound at 24h" 1,502 (1.139, 3.47hH)

* n=7 for both moderate hepatic impaired and healthy matched groups.

21. Safety results

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

Summary of All Adverse Events by Cohort (Safety Population)

Preferred Term Moderate Hepatic Impaired | Healthy Matched Overall

{n=8) {n=8) {N=16)
Subjects with any AE(s), n (36} 2(25) 3(38) 5 (31)
Folliculitis 1(13) 0 1(8)
Gasfroenterifis 1(13) 0 1(6)
Upper respiralory tract infection* 0 1(13) 1 (6)
Constipation® 1(13) 1) 1(6)
Blood pressure increased® 0 1(13) 1(6)
Back pain 0 1(13) 1(6)
Headache” 0 1(13) 1(6)
Papule 1(13) 0 1 ()
*Drug-elated AEs

Past-SAG, afier further evaluation by the investigator, the falliculiis AE was determined to be not related to study
drug, and instead was a pre-existing condition triggered by sweating and hot weather.




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

22. Conclusion (summary)

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

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

e No new safety signal was detected during the study.

Applicant (registration certificate holder)

(signature) )

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

{Procedure amended by new annex 30 according to MoH Ukraine Order Ne 1528 of 27.06.2019 }
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1. Hassa nikapcexoro 3acoby (3a HasBHOCTI - HOMep peecTpauiiiHoro
MOCBiAMEHHN)

AITPETIO/I, Tabnerky, BKpHTI MITIBKOBOK 000JIOHKOIO, M0 30 Mr

2. 3aaBHuUK

BiiB Xenckep FOK Jimiten

3. BrpobHuK

BrpoOEHATEO HEpo3hacoBaHOr0 NPOIYKTY, KOHTPOJIL SIKOCTi FrOTOBOr0 NPOIYKTY
['nakco Onepeiiinde FOK Jlimiten, wo eae gisnbHicts Ak ['nakco Bennkom Omnepetinrde /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

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

Benuka bpuranis

‘llepsmme Ta BTOPMHHE NAKYBAHHA, KOHTPOJIL AKOCTi FTOTOBOI0 NPOAYKTY, BHIIYCK
cepii

Apenina ne Exctpemanypa 3, [Ton. Ina. Annenpenyepo, 09400 Apanna ne /lyepo, Byproc /
Avda. de Extremadura, 3, Pol. [nd. Allendeduero, 09400 Aranda de Duerc, Burgos

[cnanis

4. [TpoBeseHi AOCTiIKEHHS:

v Tak Hi, SKUIO Hi, 00rpyHTYiiTE

1) Tun nikapcekoro 3aco0y, 3a SKUM Nposogunacs abo IUIaHyeTLCS peecTpaLis

Ulikapcpxuit 3acib 3a NOBHMM NOChe (ABTOHOMHE JOCHE), IHINMH JTiKapchkuid 3acif, HOBa
Ti104a pe4OBHHA.

5. [ToBHa Ha3Ba KJIiHIYHOTC BHNPODYBAHHS, KOLOBAHUI HOMED KITIHIYHOrO
BUMpPOOYBaHHA

[locnimxenns | gazu 3 ouinky (apmakokiHeTHkH Ta Hesneku npenapaty GSK 1265744 y
NALICHTIB 3 NOPYLICHHAM (PYHKUIM NeYiHKH Ta 310POBHX OCI0 KOHTPONLHOT rpymH,
imocnipxenns 201479

6. ®aza kniniyHoro BUNpoOyBaHHA Paza 1
7. INepioa kniHiYHOTO BUNPOOYBAHHA 3 [22 uepsua 2015] — [16 epecus 2016]
8. Kpainu, B AKHX NMPOBOJMIIOCS KITIHIYHE BUIIPOOYBAHHA CIHA

0. KinbkicTs RociimKyBaHuX

RannanoeaHo: 16
thaKTHYHA KUTBKICTL cy0'ekTiR AocnimkeHHs: 16

10. Meta Ta BTOPHHHI Lini KAiHIYHOrO BUNPOOyBaHHA

Ocnosna

e [lopiBuaru rwasmoei noxasHuky PK CAB & oci6 3 nopyuieHHaM QyHKIIH newiHKu
3i 310pOBHMH ocobaMK, sKi BIAMOBIAAIOTH 34 CTATTIO, BIKOM Ta iHAEKCOM MACH TiNa
( BMI ), y nopiBHAHHI 3 KOHTPOJIBHOKO rPYNOKO

Bropnuui

¢  OuiHuTH BIUIWB NOpYyIiueHHs QYHKLiH TeuiHKn Ha 3B'A3aHy 3 OinkaMu miasMu Ta

He3B's3aHy koHueHTpauito CAB y nnasmi kpoBi




o JlocniawTH BIUMMB fIOpYLIeHHs QyHKIIiH neuitku Ha i napamerpu CAB PK
e Oninurn Ge3NteKy Ta MEPeHOCHMICTE ONHOPa30BoT nepopansrol nosu 30 mr CAB

11. Jluzaiin kninivHOro BUNpoOyBayHs

[le 6yn0 BimKpUTE 0HOMO30BE alaTHBHE AocnimkenHa | a3y B mapanensHUX rpynax 3a
[Y4acTio IOpOC/IMX 3 TOMIPHHM MOpYLIEHHIM QYHKIIH NeYiHKH Ta 3M0pOBHX H0OPOBOIILLIBR
3 HOpMaNBbHOIO YHKIICKO NewiHKH, Aki BiAMOBiAanu KOHTpONbHIEH rpyni. V YactwHi |
3M0POBI KOHTPONBHI 0cobH (n=8) Gynu minibpani 2a crarrio, BikoM (£10 pokis) Ta
ingexcoM macu Tina (£25%) no oci6 3 nomipauM (n=8) cryneHeM HopyieHHs QyHKIiH
nedinky. Bei yuachuky otpuMyBany kaborerpasip ( CAB) 30 mry Burnsaai ogHopazool
[1epOpANIbHOI 03K HATHIECEPLIE 3 MOAANBUIHM (apMAaKOKIHETUYHUM JOCIIDKEHHAM 1A
BU3HAYEHHA 3aranbHoi koHUeHTpauii CAB y mnasmi kposi. Hesp's3ai konuentpauii CAB
OL{IHIOBAH NPH piaKicHOMY Binbopi npob. Ockinexu AUC(0-c0) CAB He 36ineurysanacs B
>2 pa3u y Mali€HTiB 3 MOMiPHOIO EYIHKOBOK HEJOCTATHICTIO MOPIBHAHO 3 BIAMOBIAHAM
KOHTPOAEM, CMIOHATKY 3aIUIAHOBAHA YaCTHHA 2 JOCHIKEHHA Y JOPOCIHX 3 JIErKdM
NopymeHHs QYHKUIH MeyiHKy He NPOBOAMIACH.

12. OcHOBHI KpHTEPIT BIIIOYEHHS

3n0poBi 0cobH Ta 0cobH 3 nopyiueHHaM QYHKUIT nevinky: ¥V pociimrkenti Morin 6pati
y4acTb 0cOOM 4ON0BIYOI Ta MiHOUOT cTaTi BikoM Bif 18 1o 70 pokis BKIOUHO 3 MACOIO TiNa
I>50 kr Ta iHAEKCOM MacH TiJIa B Mexkax Big 19 mo 41 kr/m2.

CrienianbHi KpUTEpIl BIIOUEHHS JUIA ¢y6’ekTiB 3 nopyienHaM dyHruil nevinku: 7-9 Ganis
3a mkanoto Child-Pugh Ta nonepeiite niaTBepLKEHHS LMPO3Y TEYIHKH 32 AOIOMOLOI0
Bioncii newiHky abo iHIOrO METOMy MEAHYHOT Bisyanizanii, NOB'I3aHOTO 3 OAHO3HAYHHM
aHaMHe30M (HaNpHKIa, JOKa3H NopTaneHol rinepreHsit). TaKoXK po3rasaamucs NaLicHTH 3
XPOHIYHUM (>6 MicALiB), cTabiMBHHM NOPYLIEHHAM QYHKLIH mediHkH Oyab-AKoT eTionorii
0e3 rocTpX eMni3oMiB 3aXBOPIOBAHHs NPOTAroM 1 Micaus 10 ckpuHiHTY. JIo yuacTi B
OCTTIIPKEHHI HE MOMYCKAINCA NAUIEHTH 3 IONEPEIHIMH 3aXBOPIOBAHHAMHU (OKPiM
nopymenHs GyHKUiH nedilky) abo 3.niNBUILEHHAM PIBHA acriapTaTamiHOTpaHcdepasy,
ananiHaMiHoTpaHcdepasu ( ALT) abo 6inipy6iny 3-ro abo 4-ro cryneHis.

13. HocnimxyBanuii nikapceskuif 3aci6, crocib 3acTocyBanHs, cuia il

Bcl yYaCHMKH OTPHMYBANTH OTHOPA30BY niepopansHy o3y Tabmetky CAB 30 mr (Homep
naptii 142384489), sanuearoun 240 Mn BoAH HaTweCepIIE.

14, Ilpenapar nopisHsIHHA, A03a, cnocid 2acTocysanhs, cuna ail

H]L




15. CynyTHs Tepanis Jlo3BoJieHi mpenapaTu:

I ocib 3 mopywenuam dyHriGi meyinky;

CymyTHiit npuriiom nikie Oye nozeonexnit ViiV Medical Monitor, axirio 1ie He cTaBumo
MiA 3arpo3y IHTEpnpeTaiio JaHdx, OTPHMAHMX Bill LLoro cyb'exTa, abo Gesneky
cyb'exra. Tleperik q03BONCHHX KOHTpaLlenTHBHUX 3acO0IB JJisl 3KIHOK 3 PeNpoNYKTHBHAM
MOTEHLIATOM JHB. ¥ posaini 5.1. 1 Ilporokoiry.

Jlng 3n10poBUX cy0'eKTiB:

AueraMiHogeH y nozax <2 r/noby H03BONEHO 3aCTOCOBYBATH JTIHLIE 310POBUM
nobpoBonblaM. [Tepenik 103B0IeHHX KOHTPALIENTHEHHX 2aC00iB IUIs JKIHOK 3
penpoAyKTMBHHM TNIOTEHLIaIoM AHB. ¥ po3niii 5.1.2 [Iporokouny.

16. Kpurepii ouiHku edexTUBHOCTI Y usomy PK socinimxeHHi edeKTHBHICT He OLiHIOBaIACA.
[lepBunHi:

» [lnoma mix KpHBOIO 3aNIeXKHOCTI KOHIIEHTPAIIiT BT Yacy Bia Hyns (ronepemHs
[103a), EKCTPANONLOBaHA [0 HecKiHyeHHoro vacy [AUC(0-c0)], T2 MakcHMansHa
crocTepexyeaHa koHUeHTpaLid {Cmax) nicnsa npuiioMy oaHOpa3oBol
nepopanesHoi go3u CAB y nnasmi Kposi

BropuuHi:

¢ Hesp's3aHa koHUeHTpaLlis Ta He3B'A3aHAa (ppakuis y nna3mi kposi CAB vepes 2 Ta
24 ropuHu micna npuioMy I103H

e [lnoma mij KPHBOK KKOHIEHTpALIif-4ac» y MIasMi KpoBl Bill HyNBOROTO Hacy (10
NpHiioMy N03H) A0 OCTAHHBOTO Hacy KiNbKICHOTO BU3HAYEHHS KOHLIEHTpALT
[AUC(0-1)], BincoTok Big AUC(0-00), OTpHMAHMI HUIIXOM eKCTPAMOIALIT
(%AUCex), koHUeHTpaLis, LIO CIOCTEPIracTeCA depes 24 rofuHH mics
npuiiomy no3u (C24), ysaBruif mepio HaniBBHBEAEHHS 3 TepMiHaNbHOT a3y
(t'2), ysuuit kiipere (CL/F), yac 3aTpiMKy 10 criocTepeskeHHs KOHLeHTpauii
npenaparty (tlag), yac nocarrenHs Cmax (tmax) 1a yaBHUIL 00'eM poznogimy B
TepMmiHanbHil dasi (VZ/F) nicns npuiiomy onHopasoBol nepopanbHoi gozH CAB

17. Kpurepii oninky Gesnexu [Tapamerpu Ge3neky Ta NepeHOCHMOCTI, BRIIOYAIOUM HebaxkaHi ABHIIA, KITIHIYH]
lrabopatophi asanisH, enexrpokapaiorpamy (EKD) Ta OLIHKY %HTTEBO BAXUTHBHX




MOKAZHHKIB

18. CraTHeTH4uBi MeTOIH

[Ipanymenns mofe po3mipy BuGipkn: LincoBuil po3mip BUOipKH - 8 HocmimicyBaHuX y
KOXHi Koropri - 6ye o6paHmii Ha OCHOBI IPAKTHYHOT NOUIABHOCTI, 100 JOCATTH Lifei
NOCITI IKeHHS.

Tlns Mikey6'exrroro koediuienta sapiauii (CVb) 24% (ua ocHoBI nonepeaHix
inocmimkens CAB) Ta posmipy Bubipku 8 cyf'exris y xokHiit xoroprTi 6yio nigpaxoeato,
o nonosyHa WHpHHY 90% noeipuoro intepsany { CI) g pisHHLI MK KoropramH 3a
ImorapudmivHOO WKanow Oyae B Mexxax 20,8% sin Toukopor ouinku g AUC(0-
t)/AUC(0-o0) Ta Cmax. SIxio TouKoBa OUIHKZ BiJHOLIEHHS CEPeHIX reOMEeTPUdHHX
nopisntosana 1, to 90% CI spaxanu npudnuzno (0,81, 1,23).

byno npoBeseHO aHami3 YyTIHBOCTI 3 NPUIYLICHHAM, Mo Mbkcyd'ekTHUi CVDb
CTaHOBHTH 36%, a po3Mip BubipkH - 8 ouiHtoBannx cy§'exTiB y koxHiil koropri. Byno
OLIHEHO, 0 HUMKHA 1 BepxHs Mexi 90% CI ana pisuuui Mbk Koropramu Ha
norapudmiunii wkani 6yayTs B Mexax 30,7% Bia TOUKOBOT ouinku ama AUC(0-

)y AUC(0-00) i Cmax.

AHaJI3 HaceTeHHd

CKpHHiHI BacenieHHs: Bxmoueni Bei cyb'exTh, gxi nixmucanu dopMy 3roau.

Bubipka ang oniHky 6esnexu: Biomoueni sel cy6'exry, aki 6yau eximo4eHi B

NocTiKeHHs Ta OTPUMAITH IPHHAHMHI OHY 103y AOCIILKYBAHOTO Npenapary. Lie 6yna
MomynAnia AT aHanizy Oe3neKH, a TakoxX AT IIpeAcTaBAeHHs/y3aralbHeHHA
BHXITHUX/AEMOrpa(iyHHX XapaKTepHCTHK.

PapmakokineTyka KoHugHTpauis B nonynsuii: Brmouedi Bei cy0'ekTH, aki npoiiuny
apmakokineTHuHe pocmimkenns mwiasMu kposi { PK) i mamu aunanizu CAB, mo

NiIAaThes OUinul. Pesynstati ananisy PK y spaskax, pinibpanux y cy6'exra 3
OJTEOBOTOIO, IO BUHHKIIA IPOTATOM 4 FOIOMH WiCIA NpHtoMy 1034, He NOBHHHI
[PO3MIAOATHCH AK TaKi, WO NiUIAraloTs oliHoBauHeo. g nonynsauis 6yna BHKOpUCTaHa
1714 CHIAAHISA CITHCKY, y3aranbHeHHs Ta no0ynoBH rpadikis 3aneKHOCTI KOHIEHTpaLii
Bif yacy.

(DapMaKOKiHETHYHA XapaKTepHCTHKa nomynauii: Bxaouanu cy6'ekTiB, SKi MalH OLiHKH

napamerpie CAB PK. g nomynauia 6yna BHKOPHCTAHA [UIA y3aranbHeHHs Ta To0YA0BH




rpagikie napametpis PK i craTHcTHYHEX NOpPIBHAHE MiX KoropTaMu. PesyiasraTh aHamisy
PK y spaskax, Binibparux y cyG'exta 3 6M0BOTO10, IO BUHUKIA IPOTArOM 4 IOmHH micna
[PUAOMY N03M, HE MOBHHHI PO3TIAATHCS K TaKi, L0 NiAJISraloTh OLiHIOBAHHIO.

[Ipomikui ananizn: QopManbHOro NPOMbKHOTO aHANI3Y JOCIKEHHS HE THIAHYBANOCA,
O/IHaK, Nepex novyatkoM YacTHHH 1 8 komnanil GlaxoSmithKline (GSK) 6yr
NpoBeAcHuUH BHYTPiHIK aHanis PK ta 6esnexku 3 MeToW BH3HauCHHA HeoOXimHOCTI
npoeefieHHa HacTnuu 2 nocmimxeHHsa. SKIoO cepefiHe reOMETPHYHE 3HAYEHHS 3arabHOT
nrasmMoBoi AUC (0-00) CAB s6insiryBanocs B >2 pazu y cyG'ekTiB 3 oMipHHMH
[IOPYLUEHHAMH HOPIBHAHO 3 BiAMOBIAHUMH KOHTPOJILHMMH MMOKA3HHKAMH, YacTHHA 2
NOBUHHA (Y14 NPOBOAMTHCA ANA OuiHKK dapmakokiteTHkn CAB B inwii rpyni cy6'extis
3 IETKUMH NOPYIUEHHAMH,

®apmakoKiHeTHYHI aHATIZU:

Naui npo xoxuenTpauio-yac CAB y miasmi kpoBi ananizysanu HeKOMIAPTMEHTHUMH
METOAAMH 33 nonomorolo nporpamu WinNonlin 6.3 a6o nosilwol Bepcii Ta Bu3HAYANH
HACTYTHI (hapMaKOKIHETHYHI NapaMeTpy, HACKUIEKH Lie 103BONIH jaui: AUC(0-w),
AUC(0-t), %AUCex, Cmax, tmax, C24, tlag, CL/F, VZ/F i t'. Hess'azaHy dpaxutito (fu)
PO3paxoByBali, BHKOPHCTOBYIOUM JaHi Npo 3arajbHy Ta He3s'a3aHy koHUeHTpauio CAB
[y T71a3M1 KpOBi, OTpUMaHi Yepes 2 1a 24 rofuHH nicng NprHoMy 103, K A71A 310POBHX
oci6, Tak i Ana ocif 3 nopymenHam GyHKuiR neginku. Jlorapudmiuno Tpancdopmosani
napametpu PK (3a sunarkom %AUCex, tmax i tlag) 6ynu npoananizosaui 3a J0NOMOToio
KoBapiauiiinoro aHanisy (ANCOVA), ne ctaTh i koropra Gynu dikcopanumy edexramy,
a Bik i BMI - 6eanepepBHEMH KOBapiauiliHumy 3MiHMMK. B3aeMo3B'130K Midk
miasmoBumH napametpamu PK CAB, skmouatoun AUC(0-t), AUC(0-w0), Cmax, C24, t'4,
CL/F, V2Z/F, fu2 i fu24, Ta nokasHukamu QyHKUIT NeYiHkH, BKIIOuaodH mKany Yaitny-
[T'0 (3aranbHuit 6an | CHHTETHYHY 3BATHICTL NedinkH [ans6yMin, GutipyGin i
nporpoMbiHoOBHIA yac ( PT )]), ouiHioBanu 3a nonoMorow MeTosis kopensitii 3a Pearson
Ta niiiinol i/abo HeniHifinoT perpecii. [ng aHanisy s3aemo3s'3ky mik PK Ta ouinkowo 3a
mkanoio Child-Pugh sx 6esnepeperoro sMiHHOK, TallieHTH 3 HOPMATBHOIO dYHKLIi€lO
neYiHKY BBAKANMCS TAKHMH, 11O MAKOTh MNOKA3HHK = 0.

Ananis Gesnexn: Jaui 3 6e3nexu 6yan npeactasiedi B TabnH4HOMy Ta/a60 rpadidHoMy
(popmari Ta ysaransHeni B ormcoBii Gopmi. PopManbHuit CTATHCTHYHHIE aHATIR TAHUX 3
Oe3nexH He MPOBOAUBCH.




19. Hemorpadiuni nokasHUKY AOCTIHKyBaHO! Moy amii (crats, Bik, paca Touo)|[flemorpadiuni nokasHuku (Besneyna MomipHa 3popoBa | 3aranom
nonhynauis) neyiHkoBa  [BiAMOBIAHICTY!
HEROCTATHICTb
n 8 8 16
Bix {poxiB) [CepenHe 3nayeHHs (SD)] 60 3 (3 20 56 9(6 17) |586 (5,06)
Crats [n (%)]

KiHoya 2(25) 2 (25) 4 (25%)
Yonosiva: 6 (75) 6 (75) 12(75%)
BMI (xr/m?) [Cepente 3Haverns (SD)] 293(378) 29.2(4 17) | 292 (3 85)

3picr (cM) [Cepepne 3HavenHs (SD)] 176(11,6) 171 (11,2) 173
(11,3)
Bara (kr) [CepeaHe 3Havennn (SD)] 91,1(184) 86 1(189) 886
(18 2)
ETHi4Ha npuHanexHicTk [n (%)]
TNaTuHoamepukaui abo naTuHoamepukaHLL 1(13) 2(25) 3{19%)
He icnaHoMOBHI 4n naTMHoamMepyKaHL 7(88) 6 (75) 13(81%)
Paca [n (%)]
Adbpo-amepuraHCEKOro/adyprkaHCLKoro 2 (25) 2 (25) 4 (25)
NMOXOAKEHHRA
BinowKipi/eBpoNeCLKOro NoXoMKEHHS 6(75) 6 (75) 12 (75)
SaransHui 6an Yanng Mo [n (%))
7 3 (37 5%) HI
8 3 (37,5%) HA
9 2 (25 0%) HA

20. Pezynbtath edexTreHOCTI

BiANOBIAHO.

KoHuettpauis vesp'asaHoro CAB y mnasmi xposi: Konuentpauii nesg'szanoro CAB y
[L1a3Mi KpoBi y cy0'eKTiB 3 MOMIPHOIO MEHIHKOBOK HEAOCTATHICTIO Oynu Ha 40% Ta 55%

BHIIIMMH, HIK Y 310POBHX CYD'eKTIB uepes 2 roaMuu ta 24 roguHH micas npuitoMy H03H,
P 4 P




YaaranbHenus Ta uopiBHgHHE KOHLEHT
qepes 2 roAHHH Ta 24 roAMHy meas o
CAB 30 mr (konuenTpanis

pamniit nesp'sizanoro CAB y miasmi KpoBi
pHitoMY 0HOPA30BOI A03H NepOpaALHOrO

Y PK Ta yaarannuena nonyasmiiina KOHUEHTpANin y

GLS

PK)
CriBBigHOWeHHs
Posg'maaHo MNomipHa nevikkoBa 3R0poBa neviHkosol
CAB Conc Cratuctuxa HeloCTaTHICTL BignosiaWictb 1 | HepocratHocti Ta
{n=7)* (n=7)* 3nopoeoro GLSM
{(90% Cl)
Meniaxa 0,00831 0,00591 .
o3a uepes 2 flianascH) (0,00289; 0,0234) | (0,00364, 0,00958)
roaukY nicnst Cepe””eSD 0,0094 (0,00661) | 0,0058 (0,00227) —
BBEAEGHHA aHaCL'EHHﬂ (SD)
(Mkr/mrT) _ UEPeAHE 1,401
CI'IIBBI,quL%LLIEHHH 0,0074 0,0053 (0,798, 2,459)
MeniaHa 0,00432 0,00260 _
(aianason) | (0,00163,0,0105) | (0,00136: 0,00441)
ﬂ)?:a:eﬁiinz ™ Copene 0,0050 (0,00317) | 0,0026 (0,00107) -
SB6EHHS 3HavueHHs (SD) | ’ ’ !
(Mir/mn) . Cgp Gane
CNiBBISHOLIEHHS 0,0041 0,0026 1,552 (0,820, 2,938)

* Onst 1 cyB'exTa 3 nevidkosown HepocTaTHicTio Ta 1 a0
3ifipani, ane yepes npobnemu 3
1. 300posi KoHTPONLH cyB!
cTarTio, sikom (10 poxis) Ta BMI (£25%)

PoBOro cyb'eKTa 3paski 3'A3yBaHHs Ginka Gy
ROCTaBKoi He Bynu oTpuMani i, BignosiaHo, He obpobneni.
KT BignosiparoTs cyb'extam 3 NOMIPHOIO NEYIHKOBOIO HEROCTATHICTIO 33




Pestome oxpemMuX papmakoKiHeTHUHHX napametpis CAB y naaimi kposi nicas
npHiioMy 0ZHOPa3oBOT 1031 RepopaabHoro CAB 30 mMr (yaaraabHeHa nonyasuin PK)

Mapamerp CAB PK (Caunuyi) MomipHa nevilkosa — - -
HegocTaTHicTs (1=8) CepesHe 3;102231 Bianoeianicts1 (n=8)
pefHE reoMeTpUyHe
reoMeTpMYHE 3HAYEHHA [95% CI] (%CVE)
[95% CI] {%CVb)
AUC{0~0) 102 127
(ron™mkr/mn) 75,2, 138] [94,7,170]
{37.3) {36,2)
AUC(0-T) 98,2 12
(rom™mkr/mn) [73,3, 132 [91,0, 162]
(36,2} (35.4)
Cmax 2,70 3,55
{MKr/Mn) [1,94. 3,76) [2,904, 33]
(41,1 (24.(:)3)
C24 1,23 1,5
MET/MIT) [0,856,1, 58] [1,13,2, 01]
(30,81 832532)
CLIF 0,295 :
Niron) [0,218.0,399] [0176,0. 317]
{37.31 {36,2)
Vz/F 13,1 127
n) [10,1,17,0] [9,79,16,4]
(31,6) (31,7)
] 30,8 372
(ron) [23.7.40,1] [33.4, 41,5
(32,2 (1361)
tmax 20 2,
(ron)? {1,0-4,0) {1,0-3.0)
bpauis, Heae'aaaHa vepes 2 ron 0,307 0,157
%)3 10,202. 0,467] [0119,0. 207]
(47.6) (30,5)
He3as'aaaHa (pakuin vepes 24 roguHu 0,322 0,166
%)3 [0,184. 0,564] [0134,0. 207]
{66.5) (23.9)

1 3poposi koHTponbHi cyb'exTy BignosinaioTs cy6'ekram 3 NeviikOBO:0 HEOCTATHICTIY 3a CTATTIO, BikoM (+10

poKie) Ta iHgeKrcoM Mack Tina (+25%)

2 [lavi npefcrasnen AK Mepiana {giana3on)
3. =7 AnA rpyn 3 NOMIPHOK RENIHKGEGK HEJOCTATHICTIO Ta 300poBHX ocib

Heap'szani thpakuii CAB GynH cTaTHCTHYHO BHINMMY B OCI6 3 BUILMM MOKAZHHKOM
Y.




anbOYMiHy (HHKHOKO KOHUEHTpaLicro aneGyMiHy B CHpOBaTIi KpoBi) Ta BHIHMM
U0KasHIKOM 32 wianoko Child-Pugh. Oueennnoro 38'13ky Mbk He3B'13aHO0 dpakuicro
CAB Ta 3arabHOI0 KOHUEHTpaLcro Gika He BUSEICHO.

CraTuctuyne nopieasHEs GpapmMaxokiHeTHIHIX napameTpie CAB y nnasmi kposi micas
O0HGPA30BOro NpHitomy nepopasibuoi 2o3u 3¢ mr CAB (3aranbua nonyasauis PK)

CnisBinHowWweHHa cepenHix 3HaYeHkL y3aranbHeHum
PK napamerpu CAB y nnaswi _MeToioM HaWMEHLLINX xBfmpari? {90 % -CI) .
Momipya ne4iHkoBa HenocTaTHICTL {n=8) nopieHano 3i
380poBuMK ocoBamu (n=8)

AUC(0-0) 0,725 (0 497,1. 058)
AUC(0-) 0,731 (0 508,1. (53)
Cmax 0 685 (0.505.0, 929)
C24 0732 (0.526.1. 018)
CLF 1,379 (0,945. 2,012)
Vz/F 1.134{0.834,1. 541)
0.822(0.648,1. 042)
PpaKLis, Hess'sizaHa vepes 2 rog i 2137(1 574.2902)
Ppakujis, He38'A3aHa vepe3 24 ronuHu 1,902 (1 139,3. 175)

" N=7 ANns rpyn 3 NoMIpHO: NEYIKOEOK HEOCTATHICTIO Ta 3A0poBux ocit

21. Pesynbratu 6e3mexu

Y1 zapeecrpoBani ro6iuni peakuir (ITP) Byn 1-ro cTynens Taxxocri, 3a BHHsTKOM 1P ¥
BULIISI HiBMLLEHRS aprepianbhoro Tueky ( BP) Ta IHeKNIT BepXHIX MUXATEHUX UTAXIR
ly 1 mauienTa 3t 310poBOT KOHTPOSLHOT rpynu, aki 6yaM 2-ro CTyneHs TAKKOCTI.

3Beaenns peix nodivHux pearuiii 32 Koroprofo (Gesnedua nonynauis)

Baxaunii Tepmin MomipHa nevinkoBa 3nopoea 3aranom
HeflocTaTHiCTL BiANGBiAHicTL (N=16)
(n=8) (n=8)
Cy6'ekTy 3 Byb-sikumu AE, n (%) 2(25) 3 (38) 531
Donikynit3 1(13) 0 1(6)
[acTpoeHTEpUT 1{13) 0 1(6)
IHthekuin BEPXHIX aMXansHuX
nsxie® 0 1(13) 1(6)
3akpen 1{13) 0 1(6)
[THCKY Y KPOBi NigRMULeHII* 0 1013) 1(6)
Gink y cnuwi 0 1(13) 1(6)
['0roBHWA Bink 0 1(13) 1(6)
Manynu 1{13) 0 1(6)

* [P wo nos'a3aH 2 nikapohiiiM 3acoBom

Micna npoBeAeHHA nogansuto] oUiHM A0CTiAHMLOM Byno BeTaHosneHo, o donikyrit MP He NoE's3anuii 3 NpriAoMoM




AOCTifpKyBaAHOro NiKapcbKoro 3acoby, a bys nonepenHimM CTaHOM, CNPOBOKOBaHIUM MITNMBICTIO Ta CNEKOTHOK NOMOAOH

[Tin gac nocuimkeHHs He Oy/10 3apeeCTPOBAHO JKOJAHOTO BHIAKY CMepTi a00 cepHO3HHX
nobiynux asuiy (CI1LA). XKoaxe 3 HeGaxkaHuX ABHILI HE MPU3BENO 0 BIAMIHH
V10CIT1LKY BAHOTO npenapaty abo BMBeJSHHS YKOIHOTO YYaCHHKA 3 I0CITIUKEHH.

22. BucHoBOK (3aKiIIOUYEHHS )

e [lomipHe nopyieHHs GyHKILH neYiHKA Maia MiHIMaIbHUI BIUIMB Ha 3araibHUM
pieens CAB PK y nna3mi kpoei. @pakiis He3s's3aHoro kaborerpasipy (%) v
cy6'exTiB 3 nomipHuM nopyiueHHAM QyHkuiit nevinku 6yna Ha ~90% - 114%
BHULLLOIO, HIXK Y 310POBHX Cy0'€KTIB, HMOBIPHO, Yepe3 HHKYI KOHLEHTpaLti
anbOYMiHY.

e CAB moxna npuiimary 6e3 Kopekuil 034 NauieHTam 3 NopyeHHsM yHKLiH
MEYIHKH JIErKOro Ta MOMIPHOTO CTYMEHS TSKKOCTI.

e [lin vac nocnikeHHs He OyJI0 BUSBIEHO JKOIHOTO HOBOIO CHIrHANY De3mnexu.

3asBHHK (BIACHMK PEECTPALIHHOTO MOCBIAYEHHS )

(mianuc)

Kapen I'pelitokep (Karen Grainger)
Biue-npe3unent, KepiBHHK BTy HOPMATHBHO-TIPABOBOIO PErY/IHOBAHHS

BiiB Xenckep (ViiV Healthcare)

{7]’5;}1"001{ donosmeno nosum oodamxom 30 32iono 3 Haxazom MO3 prcﬁu Ne 1528 gio 27.06.2019 }

Ilepexknian BHKOHAB:

MeHe/pKep 3 peryaTOPHHX MUTAHb Ta peecTpallil
TOB I'nakcoCmitKnsiin ®apmaceiotikanc Yipaita

Mapunsko Jlronmuna




Clinical Trial Report - 12
Study ID-201480

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'yves no  ifno, please justify

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

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

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

A Phase I, Open-Label, Parallel-Group Study to Evaluate the Pharmacokinetics
and Safety of GSK 1265744 in Subjects with Severe Renal Impairment and
Healthy Matched Control Subjects, Study 201480

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

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

Secondary

e To evaluate the impact of severe renal impairment on the plasma protein

binding and unbound concentration of CAB




...

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

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

impact of renal impairment on CAB disposition following a single oral dose. The
study compared the PK in human subjects with severely impaired renal function
(creatinine clearance [CLcr] <30 mL/minutes (min) based on 24-h urine
collection), who did not require renal replacement therapy, with matched healthy
subjects with normal renal function (CL¢g 290 mL/min).

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

'The study comprised of 2 cohorts:

Cohert | Sample size | Renal function CLcr! Treatment®
1 8 Severe renal impairment’ | <30 mL/min | Oral CAB 30 mg
2 8 Normai regal function >90 mL/min | Oral CAB 30 mg

CLcg was determined at screening by 24-h urine collection
All subjects received a single 30 mg oral dose of CAB
Subjects were not on any form of renal replacement therapy

W b

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

Healthy Subjects (Cohort 2): Healthy Male or females, matched for age

H10 years to renally impaired subjects and between 18 and 70 years (inclusive)
with body weight of >50 kg; BMI matched with +25% of renally impaired
subjects and within the range 19-38 kg/m2, and with a creatinine clearance
>90 mL/min as determined by a 24-hour urine creatinine clearance done at




screening were included in the study.

13. Investigational medicinal product, mode of administration and

strength

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

Product Name DoselForm/Route | Frequency/Duration Batch
number
GSK12656744 30 mgftabletforal | Administered 1 fablet orally as a single 142384489
{Cabotegravir, CAB) dose with 240 mL of waler
14. Reference product, dose, mode of administration and strength IN/A

15. Concomitant therapy

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

16. Criteria for evaluation efficacy/PK

Efficacy was not evaluated in this PX study.

Primary:

e Plasma area under the concentration-time curve from time zero (pre-dose)
extrapolated to infinite time (AUC[0-o0]) and maximum observed
concentration (Cmax) following a single oral dose of CAB.

Secondary:

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

e Plasma AUC from time zero (pre-dose) to the time of the last quantifiable
concentration (AUC[0-t]), percentage of AUC(0-00) obtained by
extrapolation (%AUCex), Concentration observed 24 hours post dose
(C24), apparent terminal phase half-life (t1/2), apparent oral clearance
(CL/F), lag time before observation of drug concentrations in sampled

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




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

17. Criteria for evaluation safety

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

18. Statistical methods

A sample size of 8 subjects was a feasible and reasonable sample size to provide
sufficient PK data. Based on the CAB formulation comparisons (I.AI117008 and
LAT116585), the within subject coefficients were in the range of 21%-24% and
19%-21% for the CAB PK parameters. For a between-subject coefficient of
variation (CVb) of 24% and a sample size of 8 subjects per cohort, it was
estimated that the half width of the 90% confidence interval (CI) for the treatment
difference on log-scale was within 22.4% of the point estimate for AUC(0-

t)/ AUC(0-0) and Cmax. If the point estimate of the ratio of geometric means is 1,
then the 90% CI is approximately (0.80, 1.25).

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

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

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

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

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

The following analyses were performed:




Pharmacokinetic analyses:

Plasma CAB concentration-time data were analyzed by non-compartmental
methods with WinNonlin 6.3. Calculations were based on the actual sampling
times recorded during the study. From the plasma concentration-time data, the
following pharmacokinetic parameters were determined, as data permitted: area
under the plasma concentration time curve from time zero to infinity AUC(0-c0),
area under the plasma concentration time curve from time zero to the time of the
last quantifiable concentration (AUC(0-t)), percentage of AUC(0-o0) obtained by
extrapolation (%aAUCex), maximum observed plasma concentration (Cmax), time
to Cmax (tmax), concentration observed at 24-h post dose (C24), absorption lag
time (tlag), apparent oral clearance (CL/F), apparent terminal phase volume of
distribution (Vz/F), and terminal phase elimination half-life (t1/2).

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

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

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

Other analyses:

The relationship between plasma CAB PK parameters, including AUC(0-1),
AUC(0-c0), Cmax, t1/2, CL/F, VZ/F, and FU2H, FU24H, and renal function




measurement (creatinine clearance determined by 24-hour urine collection and
glomerular filtration rate [GFR]) were assessed by Pearson correlation and linear

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

(SD)]

regression methods.

Demographics Severe Renally Healthy Overall

Impaired Matched {n=16)

(n=8) Controls
(n=8)

Age in Years [Mean (SD}] 556 (11.12) 523 (11.27) 63.9 (10.96)
Sex |n (%))
Female: 2 (25) 2(25) 4 (25)
Male: 6 (75) 6 (75) 12 (75)
BMI (kg/m?) [Mean (SD)] 26.51(3.424) | 2813(3.804) | 28.32(3.502)
Height (cm) [Mean (SD)] 171.80 (6.936) | 174.18 (10.833) | 173.04 (8.944)
Weight (kg) [Mean (SD}] 84.24 (10.674) | 85.78 (16.561) | 85.01 (13.483)
Ethnicity [n (%)]
Hispanic or Latino: 1(13) 0 1{6)
Not Hispanic or Latino: 7 (88) 8 (100} 15 (94)
Race [n (%)]
American Indian or Alaska Nalive 0 1(13) 1(6)
Black or African American 3{38) 1(13) 4 (25)
White - White/Caucasian/European 5 (63) 6 (79) 11 (69)
Heritage
Creatinine Clearance (mL/min) [Mean 22.1{3.83) 121.3 (21.66) -




20. Efficacy/PK results

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

Cohort
E:ggﬁgg?lf:n:’: Severe Renal n;‘::__'g;ﬂ GLS Mean Ratio (30% CI)
CAB {ug/mL) Impairment Controlst Severe Renal Impairment vs
Mg (n=8)2 (n=8)2 Healthy Match
2 hours 0.0056 0.0047 1.32
(0.0034, 0.0129) | (0.0022, 0.0162) (0.807, 2.153)
94 hours 0.0030 0.0020 1.67
{0.0022, 0.0050) | {0.0013 0.0025) {1.33, 2.09)

1. Heallhy control subjects are matched te the severe renal impairment subjects in gender, age (=10 years), and

BMI (225%)
2. Median (range)
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21. Safety results

All Adverse Events Severe Renally Healthy
Impaired Matched Overall
(n=8) Controls {N=16)
n (%) (n=8) n (%)
n {%)
Subjects with any AE(s), n {%) 3 (38) 2 (25) 531N
Subjects with any Drug-related AE(s), n 2 (25) ] 2(13)
(%)
Change of bowel habit 0 1{13) 1 {6)
Diarthoea 0 1(13) 1 (6)
Gastrointestinal pain 1(13) 0 1(6)
Nausea 1(13) 0 1 (6)
Vomiting 1{13) 0 1 (6)
Conjunctival haemorrhage 0 1(13) 1 (6)
Infusion site pain! 1(13) 0 1 (6)
Lipase increased 1(13) 0 1 (6)
Somnolence 1{13) 0 1 (6}

1. Pain around an IV catheter that was inserted for phlebotomy.

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

22. Conclusion (summary)

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

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

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

» No new safety signal was detected during the study.




Applicant (registration certificate holder)

(signature)

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

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




3BiT Npo KJiHiTHe BANPOGYBaHHA - 12
Hocaigxenust ID-201480

1. Hasea nixkapcbkoro 3acody (3a HafABHOCTI - HOMEP peecTpaLiiHoro
MOCBIAYEHHA)

ATTPETIO], Tabnerxu, BxpuTi IUTiBKOBOIO 000I0HKOO, 0 30 Mr

2. 3a1BHHK

BiiB Xenckep FOK JlimMiTen

3. Bupobuux

BupoGHHITBO HEPO3(aCOBAHOIO MPORYKTY, KONTPOJIL SKOCTi FOTOBOrO NPOXYKTY
[nakco Onepeitwnc IOK Jlimiten, mo sere pisuisHicTs Ak I'nakco Bennkom Onepeitmmc /
(3laxo QOperations UK Ltd (trading as Glaxo Wellcome Operations}

[paiiopi Ctpir, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ

Benuxa Bpuranis

[lepBHHHE TA BTOPHHHE NAKYBAHHA, KOHTPOJb AKOCTI FOTOBOTO NPOAYKTY, BHRYCK

cepii

Aperina ne Excrpemagypa 3, I'lon. Ing. Annennenyepo, 09400 Apanna ne Hyepo, Byproc
Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero, Burgos

[crianis

4. ITporeneni nociifmkeHH:

v Tak Hi, AKIIO Hi, 0brpyHTYiiTe

1) Tan nikapcbkoro zacofy, 3a AKHM NpoBoaKnacs abo IUIaHYETLCS PeccTpanis

JTikapcbkuid 3aci6 32 NOBHUM [OCKE (ABTOHOMHE I0ChE), IHILMH Nikapchkiii 3acib, HoBa
Imiroua peuoBHHA.

5. [ToBHa Hasga KIIHIYHOTO BUIIPODYBAHHS, KOIOBAHHI HOMEP KIIiHIYHOTO
BUNpoCYBaHHA

Biakpure nocnimienns | ¢asu B napanensHuX rpynax mjis OUiHKK $papMaKoKiHETHKM Ta
Gesneku npenapaty GSK1265744 y naiieHTis 3 THKKUM NOPYIUEHHAM (YHKUIT HHPOK Ta
310posHx ocib 3 BianosigHuM KoHTponem, nocnipkenns 201480

6. Daza WIiiHIYHOrO BUIIPOOYBaHHA (hasa |
7. [epion kniHiuxoro sBHNpobypaHHa 3 [ 13 nunHa 2015] - [0] aucronapa 2016]
8. Kpaiuu, B sKMX NPOBOMMIIOCH KIiHI%HEe BUHIPoOyBaHHs CIIIA

0. KinbkicTb nocaimcyBatux

3ariaHoBaHo: 16
thaxTHuHa KiNBKICT CY0'eKTiB focnikeHHA: 16

10. MeTa Ta BTOpUHHI 1IN KNiHiYHOro BUNpoOyBaHHA

OcCHOBHA

» TlopiBHATH NOKa3HUKH MIa3MoBoi koHueHTpauil CAB y cy6'eKTiB 3 TKKUM
MopyIeHRAM GyHKUIT HHPOK 31 300poBUMH ocobamH, NifIOpaHHUMHK 3a CTaTTIO,
BikOM Ta iHfekcom Macu Tina { BMI), nicna npuifoMy oIHOpa30BoT NepopanbHOT
JIO3H TIpernapaTy

Bropunni

e  OuinyTH BIUIMB TAHKKOTO NopyineHHs GyHKuUii HHPOK Ha 3B'13aHy 3 HinkaMu




nIa3sMH KPoBl T4 HE3B's3aHy KOHIeHTpaniio CAB

¢ JlocaiapTu BONEB TAXKOre NopyLieHHs GYHKUIT HUPOK] Ha inwi napamerpu PK
CAB

*  OuinvTy Ge3MeKy Ta EpeHOCMMICTb OHOPazoBoro npriomy 30 Mr CAB

11. Tn3alin xninivHOro BUNpoOyBaHHA

[le 6yto BikpuTe, GaraToLeHTPOBE, HAraTOLCHTPOBE, OAHOKO30BE JOCTDKEHHS (asH |
115 OLIHKH BIUIUBY NOpyNIeHns $yHKUIT HUpok Ha nepeHocumicts CAB nicns npuitomy
OAHOPA30BOI NepopalibHOi 1o3H. Y nocnimxeHH] nopisHosand PK y mozeil 3 THKKHMK
nopyimeHHaMK GyHkuUii Hupok (ltipesc kpeatuniny [CLCR] <30 mMi/xs (xB) Ha ocHOBi
24-ronunHoro 36opy ceui), AKki He NoTpeOyBany 3amMicHOT HHPKOBOT Teparil, 3
BLATIOBIHHMH 3/I0POBHMH 0c0obaMH 3 HOpMaibhoto dyHkuieto Hupok (CLCR 290 mn/xs).

[Kosen cyG'ext 6pas yuacTs y rocnimkeHHi nprénusHo Bia 2 10 6 THXKHIB.

JToCTiKEeHHA CKNafanocs 3 2 Koropr:

oropra [Po3mip Brbipkn [Pynxuis Rupok CLCR! UlikyBanns®
1 3 TaxKa HUpKOBa <30 mn/xe ITepopanennii CAB
HEHOCTATHICTL3 30 mr
2 8 HopMmanbha. dynkuis P90 mn/xs [Tepopansuuii CAB
HHPOK 30 mr

1. CLCR Bu3Hauanu nia 4ac CKPHHIHTY LLISIXOM 360py ceui npoTaroM 24 roguH
2. Bei cy6'exTd 0TpuMYBaTH OHOPAz0BY Nepopanbhy Ao3y 30 mr CAB
3. Cyf'¢kTH He OTPHMYBANH KOAHOT (POPMH HUPKOBOT 3aMicHOT Tepanii

12. OcHoBHi KpHTEPIl BKIIIOYEHHS

Oco6n 3 mopymennsm pynruii Bupox (Koropra 1): V nocimkeHHs BRITIOYAIH
4ONOBIKIB Ta XiHOK BikoM BiJ 18 110 70 pokis (BKMOYHO) 3 Macoio Tifla =50 Kr, iHACKCOM
macH Tina ( BMI) B mesax 19-38 kr/M2 Ta 3 TAXKHM nopylueHHAM GyHKIIT HEPOK,
EM3HAYEHOIO AK MAIl€HTH 3 KIipeHcOM KpeaTHHiHY <30 mu/XB 3a AaHUMH 24-FOJHHHOTO
KIIipEHCY KpeaTHHIHY B Cedi, OTPUMAHMMH [1iJ] YaC CKPHHIHTY.

31oposi 0codu (koropra 2): V pocnimxenHs 6ynu BKIHOYEH] 370poBi 0co6H uonosiuol
a60 #inouoi crari, Bik Axux +£10 pokie BiANOBIAAB BiKy NaLiEHTIB 3 HUPKOBOIO

HEJOCTaTHICTIO, BikoM Bif 18 no 70 pokis (BxmouHO) 3 Macoro Tina >50 kr; iHACKC MacH
Tina BiAnopinaes £25% nauicHTiB 3 HUPKOBOKO HEIOCTATHICTIO i 3HAXOMHECH B Mexax 19-

38 kr/M2, a TakOXK 3 KAIPEHCOM KpeaTHHiHY >90 Mi/XB, BU3HAYECHHM 22 OTIOMOTO 24-




FOMIMHHOTO KIPEHCY KPEaTHHIHY ceyi, MpoBeJeHoro mnix yac CKPHHIHIOBOTO 00CTEXKEeHHS.

13. Mocnimkysauuii nikapebkuii 3aci6, cnoci6 3aCTOCYBAHHA, CHNa il

Bci cyb'exrn oTpuMyBanH oqtiakore MiKyBaHHS: OHOPA30BY MEPOPANBHY Tozy CAB 30
MT, [ B LbOMY JOCNIIOKEHH] HE BYII0 MOmHIX KOPHUI'YBaHb JO3H.

HaitmeHyBaHHA Bosa/thopmalcnociG) YactotalTpusanicts Homep cepii
npoaykTy 3aCTOCYBAHHSA
GSK1265744 30 mriTabnetku/ 3actocoeyiots 1 Tabnetky 142384489
(Kaboterpasip, CAB) | nepopansHo nepopansHo sk pasosy A03y,

sanvaaroun 240 mn soau

14. Tlpenapat nopisusHus, n03a, croci6 3aCTOCYBAHHS, CHITA il

H

15. CynmyTHs Tepania

losponeui npenaparu: Auetamitoden y 1031 <2 r/no0y, 6yno no3eoneHo 3aCTOCOBYBATH
B Oyb-sK1it 4aC NPOTATOM HOCNIIKEHHS. [epenik nossoseHux MeToxin KoHTpauenuii
s FRP naseneno s Pospini 5.1. 1 IMpotokomy s namieHTis 3 HHPKOBOIO
HeJocTaTHICTIO Ta B Pospini 5.1, 2 Ilpotoxony ans 3popoBux nauienTie. Iami CYIYTHI
npenapartu MoxyTs 6yTH nossoneHi ViiV Medical Monitor, sxuio e He cTasuts nin
3arposy iHTEprpeTauiio JaHWX, OTPUMAHKX Bl LIbOTO cyb'exra, abo Gesniexy cy6'exra.

16. Kpurepii ouinku edekTHBHOCTI

Y ueoMy PK nocnimkenni eexrupnicTs e ouimrosanacs,

IlepBruui:

¢ [Inouia mig KPHBOIO 3AEKHOCTI KOHLIEHTpALLii BiA 4acy Bin Hyns (monepenHs
1032}, eKCTPaIOJLOBAHA 0 HECKIHYCHHOrO yacy(AUC{0-0)], Ta MakcHManeHa
cnocrepexyBata konueHTpauis (Cmax) nicns npuitomy omtopasosoi
Nepopanshoi no3u CAB y nnasmi kposi.

Bropnmmi:

* Hess's3sana kOHUeHTpaLis Ta He3B'13aHa bpakuis y nnazmi kposi CAB uepes 2 ta
24 roaunu micas npuifomy go3K.

* AUC y nnasmi xposi Bix Hynb0Boro yacy (nepea npuitomoM 103H) o uacy
OCTaHHBOI KINBKICHO BUMIPIOBAHOT KOHNEHTpaLLi (AUC[0-t]), BincoTok AUC(0-
©0), OTPHMAHHH MIAXOM EKCTPATIONILIT (% AUCex), koHUEHTpalis, 110
CcrocTepiraeThes Yepes 24 roAuHH micns npuiomMy no3u (C24), yaBuuii nepion
HAITBBUBCAEHHS 3 TEPMiHATLHOT dasu (t1/2), yaBhuii nepopanbuuii wiipeHe
(CL/F), uac 3aTpuMku /10 CIocTepexeHHs KOHUeHTpalii npenapary y

BinibpaHomy 3pasky matpuxey (tlag), uac nocaruenns Cmax (tmax) Ta yaBHuii




ob'eM posnoainy y kiHuesi ¢asi (Vz/F) micng IpHHOMY OIHGPA30BOT
ncpopansHoi nosu CAB.

17. Kpurepii ouinky Gesnexu

[TapameTpu Gesnekn Ta nepeHocHMOCTi, BRIIOUAIOUH HeGaskaHi ABHMINA, KIIHIYH]
lTabopaTopHi aHaNi3H, enexrpokappiorpamy (EKI') Ta oinKy :UTTEBO BaskTHBUX
MOKa3HUKIB

18. CrartuctHyni Metoau

Poamip subipku 3 8 cy&'extin Gye 3aiicuennmum i 06IrpyHTOBAHHM JISL OTPUMAaHHS
IOCTATHBOT KinbkocTi qanux npo PK. Ha ocHosi mopiersmHa npenaparis CAB
(LAT117008 Ta LAIT16585), BHyTpitHbo npenmerHi koedilieHTH Oy B Aiana3oui
21%6-24% Ta 19%-21% ans napamerpis CAB PK. [Tng MiKCYO'eKTHOrO KoediuieHTa
Bapialii (CVb) 24% Ta posmipy suBipku 8 cy6'exTiB y kosicHilt koropti 6y1o ouiteHo, o
nonosrHa wupknk 90% posipyoro intepsany ( CI) as PI3HUL] B MiKYBaHH] 32
morapuMivHo0 LKanoo 6yna B Mexax 22,4% Bin Toukosoi ouinky pa AUC(0-

t)/ AUC(0-0) Ta Cmax. Sxuio Touxosa ouinka CIiBBiZHOIIEHHA CepeHiX reoMEeTPHYHHX
AopiBHIOE 1, 10 90% CI cTaHOBUTL npHGIH3RO (0,80, 1,25).

Jlns ananisy Ta npeacTaBneHHs Aatux Gy BHKOPHCTaHI HaCTYNHI [PYITH HAaCeeHHS:

CKpHMHIHrOBa nonynsuis BKIIOYANA BeiX cy6'exTis, Aki nignucanu dhopMmy 3roau Ha
[Y4acTs Y DOCHiKEHH],

Tomynsiis Geznexu srmouana scix cy6'exTiB, AKki Oynu BKIIOUEH] B JOCHImKeHHS |
OTPUMAITH NPHHAAMHI OAHY 03y NOCTiIXKYBaHOTO npenapary, 6ynm BKIOYeH B
[Monynauiro 6esnexu. Le 6yna nomynsis wis aHanizy Gesnexu, a TAKOX JUIs
NPCACTABNEHHA Ta y3aranbHEHHs BUXiAHHX/ieMorpadiuHiX XapaKTepHCTHK.

[Tomynsauis susnasenns konuentpauii PK skimouana seix YYaCHHKIB IOCAIMKEHHA, AKi
NPOALLIM TECTYBAHHA HA BUSHAYEHHS KOHLEHTpALiT PK Y masmi Kposi Ta Manu
pe3ybTaTd aHanisy va CAB, axi Moxua 6yno ouinuty. Lia nomnynsuis 6yna BUKOpHCTaHa
115 CKIIJIaHHA CIIHCKY, y3aranbHEHHS Ta o6y nosu rpadixis sanexHocTi KOHIeHTpauii
Bix uacy.

Y sBeaeny nomynsuito PK 6yan sxmoueni 0co0H, AKi MANH 1OCTOBIPHi OLIiHKH
napametpis CAB PK. LIs nomynsuis Gyna BHKOPHCTaHa JU/Is y3arajlbHEHHS Ta
CTATHCTHYHOIO aHallisy faHuX mapamerpie PK.




YITH NPOBEEH] HAaCTYIHI AHATI3H;

Dapmaroxinemuuni ananizu:

Jlani npo koHueHTpauio-yac CAB y miasmi KpOBI aHAAI3yRAIN HEKOMIIAPTMEHTHHMH
METO/IaMH 3a noromororo nporpamMi WinNonlin 6.3. Pospaxynxu 6azysanucs na
baxTiHaHOMY uaci BuGipKy, 3adiikcoBaHOMY Mif Yac gociimienHs. Ha ocHOBI JaHHX
BaI1EIKHOCT] KOHLEHTPAUT B Ta3Mmi Bia uacy Gyiu BusHaueni HacCTYIIHI
(papMakoKiHeTHuHi NapamMeTpH, HACKUIBKH 1€ ZO3BONITH JaHi: [UI0Mma 1if KPHBOKO
«KOHLEHTPALIA B INa3Mi - 4acy» Bijl HyJI 10 HECKIHUSHHOCTI AUC(0-0), mrowa nig
KPHBOIO "KOHLEHTpaLlis B Iasmi - yac" Big Hyns 10 Yacy OCTaHHBOT KITbKICHO
BHMIDIOBaHOT KOHLEHTpaLT (AUC(0-1)), BincoTox Big AUC(0-c0), otpumannii umsxom
excTpanonauii (YoAUCex), makcumansHa KOHLEHTPALA, 1O COCTEPIraeThes B nasmi
(Cmax), 4yac o Cmax (tmax), KOHUeHTpallis, (o CrocTepiraeTbes Yepes 24 rogyHu nicng
npuitoMy no3u (C24), yac 3aTpuMky BCMOKTYBaHHA (tlag), yapuuit nepopanuuuii knipenc
(CL/F), ysaBHHi 06'eM posnoxiny kinuesoi dasu (VZ/F) Ta nepio HaniseHBecHHS
KiHIeBoT hazu (11/2).

[licns siorapudmivnoro liepeTROpeHHs napaMeTpH (kpim %AUCex, tmax i tlag) Gynu
MpoaHani3oBaHi 3a IONOMOroIo KoBapiauiiHoro ananisy (ANCOVA), me koropra i crats
PO3IANAMHCS K (ikcoBaHi edekTH, a Bik | BMI - gk OeanepepBHi KoBapialtiitti 3mMiHui.
eit auanis 6yno nposeneso 32 A0NOMOrow MPOUCHYPH 3MILIAHKX JIHIHHMX MOzeneii y
Monyni SAS/STAT cuctemu SAS (Bepcis 9.4). Touxosi ouinkk Ta noB'13ani 3 HUMH 90%
CI 6ynu nobynosaui ans pisiuui mix KOTOPTaMH (KOTOPTa 3 HHPKOBOK HENOCTATHICTIO
T2 KOropTa 3 HOPMAEHOIO HHPKOBOO HEZI0CTAaTHICTIO). BigHomeH s reOMEeTPHYHHX,
CEPEJIHIX 32 METOIOM HaNMEHUIMX KBA/APATIB (GLS) ta nos's3ani 3 Humu 90% CI Gynu
OuiHeHi fna napametpis PK, wo npeacraensors iHTepec.

Jlns tmax, tlag Ta %AUCex 6y HanaHi OMHCOBI 3BENIEH] CTATUCTHYHI HaHi.

Ananiz Gesnexu:

Jani 3 Gesneku Gynu npencraenexi TabnU4HOMY Ta/a60 rpadiuHoMy GopmaTi Ta
y3arajibHeHi B omucoBiii dopmi Binnosinuo ao crannaptis ) Inrerposanof 6i6niorexu
craHfaptis nannx (IDSL) komnaxii GlaxoSmithKline (GSK).

Tt ananizu:

B3aeM03B'130K MiX napameTpaMH m1asmMoBsoi koHueHtpauii CAB PK, Bxmouaroun
eTp P




Ta JiHiiHOT perpecil.

AUC(0-t), AUC(0-0), Cmax, t1/2, CL/F, VZ/F ta FU2H, FU24H, i moxazHuKamy yHkii]
HUpOK (KIipeHC KpeaTHHIHY, BH3HAYeHHH 3a 24-roaumium 300poM cedi, Ta WBUAKICTD
wryGouxopoi insrpanii [GFR]) ouiHioBany 3a 10nomMoroo MeToAis Kopenauii Pearson

19. Memorpadiuni nokasHHKH TOCIiIKyBaHol MOMyasmii (cTaTe, Bik, paca
TOLIO)

[Cepeane 3HaueHHs (SD))

Memorpachiuti faHi TaxKa HMpKoBa 3noposi 3aranom

He[OCTaTHICTL |  BigNOBIAHI {N=16)

(n=8) KoHTponi
(n=8)

Bix {pois) [CepepHe 3HauexHs (SD)) 55,6(11,12) 52 3(11.27) 53,9(10,96)
Crats [n (%)]
DKiHKM; 2(25) 2 (25) 4 (25)
Yonosiku: 6 {75) 6 (75) 12 (75)
BMI {kr/m?) [CepenHe 3Havenns (SD)] 28,51 (3,424) 28 13(3 804) 28 32 (3 502)
3picT {cm) [CepenHe aHadeHHA (SD)] 171,90 (6,996) | 174 18(10 933) | 173 04 (8 944)
Bara (kr} [Cepeane 3HaueHHs (SD)] 84,24(10,674) | 8578(16 561) | 85.01(13.483)
ETHIMHa npuHanexHicTs [n (%))
IcnaKcsKero Yn NaTMHOaMEePUKaHCLKOTo 1{13) 0 1(6)
MOXOZKEHHS:
He icnaHcbkoro um 7(88) 8 (100) 15 (94)
NaTUHOAMEPUKAHCHKOIO NOXOKEHHS:
Paca [n (%)]
AMEPUKaHCBKI iHAIAHL abo npefCcTaBHUKY 0 1(13) 1(6)
KOPIHHOTO HacenerHA Ansicku
HopHotwukipi abo appo-amepukaHLi 3(38) 1(13) 4 (25)
Binowwukipi/eBponechROro NOXOMKEHHA 5(63) 6 (75) 11 (69)
KnipeHc xpeatuHiHy (mrn/xs) 221(3 83) 121,3(21,66) -




20. PeaynuraTi edeKTHBHOCTI

Y3arajbuenas Ta NOPIBHSHNA JaHHX NPO KORUeHTpanilo-1ac Hess'nzasoro CABy

m1a3Mi Kpoei 3a Koropramu

KoHuenTpauis 3nopos.i CepeiHe cniBBigHOWeHHA GLS
He3g'a3aHoro CAB Taxka HUpKoBa BignoBigHi (90% CI) Taxka HUpKoBa

. HEe[lOCTaTHICTb i : : .
MNa3mu KpoBi (n=8)? KoHTponi1 HEeLOCTATHICTE ¥ NOPIBHAHHI 3i
{MKrimn) (n=8) 3/10pOBOK BiNOBIQHICTIO
PE—— 0,0056 0,0047 1,32

A {0,0034,0,0129) | (0,0022,0, 0162) (0.807,2. 153)
0,0030 0,0020 1,67

24 ropuHy (0,0022,0,0050) | (0,0013 0,0025) (1.33.2.09)

1 3nopoei koHTponkHF cyb'ekT BignoBiaTL Cyb'ekTaM 3 TAMXKOID HUPKOBOK HELOCTATHICTIO 38 CTaTTIo,
aikom (+10 poxie) Ta iHaexcoM Mack Tina (£25%)

2. MeniaHa (gianason)




Yzaraannenns Ta nopiengHus OKpemHX ¢apmMakokineTHIHEX mapametrpis CAB
icJISl BBEIeHHsT 0AHOPA3OBOT 03H MAI(EHTAM 3 TSKKOK HUPKOBOK
HEXOCTATHICTIO Ta 3X0pPOBHM 0cobam, ki BIANOBINAIOTE ROHTPOJIL Hiil rpymi
(ysaranbuena nomymsiuis PK)

CepenHe reoMeTpuyHe CepenHe cniesigHoweHHs
[95% CI] {CVb%) GLS {00% CI)
PK napametp TaxXKa HUPKORa 3noposi BignopigHi (Taxka HupKkoBa
HegoCTaTHICTL KoHTponi HEJOCTaTHICThL ¥ NOPIBHAHHI
(n=8) {n=8) 3i 3g0poBole Binnosiaak)
w 143 140
a{l:(f‘?;n}m) [115 177] [116 170] 0973
’ {23) (23) (0835,1. 14)
143 133
AUG (0-1) 1,08
" [115178] [110 1607
{MKr*ros/mn) on (23) (0 885,1.32)
3,34 337
Cmax , ; 1,01
[2.67.4.17] [2,96,3, 83 :
(MKr/Mmi) 27 (15) (0865,1. 17)
1,65 1,62
C24 ' ' 1,02
[1,34,2,02] 11,34, 1,96 ;
(MKrimn) (25) (23) {0 868,1. 20)
200 2,00
fmax {ron) (1,042) (1,0-4,0) HA
39 40,5 0.930
t1/2(ron) [33,9, 45,4) [36,9, 44,5 ;
(16) (1) (0831,1. 04)
0,18 0,14 131
FU2H (%) [0,14,0, 23] [0,03,0, 22] .
(29) (63) (0843,2. 03)
0,17 ~on 151
FU24H (%) [0,15,0, 19 [0,09,0, 14] R 1é 1,92)
{17) {30) o
0,21 0,21 103
CLIF (Nirog) [0,17,0, 26] [0.18.0. 26] ,
(23 23 (0881,1. 20)
VZIF () [10193’% 7] [13245?5] 0,955
(16) 22) {@ 839,1. 09)

1 N=7; 4na 1 cy6'ekra napameTpu, nos'azani 3 TepMitansbHo dhasolo, Taki sk AUC(0-+), t1/2 CLF | VziF,
BYNW BUKIIOUEHT 3 yaaransHeHoi nonynayii MK, ockineku koeditjient aeTepminavii (R2) bye Merwe <0,85, a
BIACOTOK excTpanonLoBaol AUC(0-9) craHosus >20%




21. Pesynprard Gesnexu Bei nobiyHi peakuii TamKa HUpKOBa 3poposi 3
HegoCcTaTHICTL ocobu arfnom
~ — (N=16)
(n=8) (n=8) n(%)
n{%) n{%)
Cy6'ektyt 3 Dyab-sxumu AE, n (%) 3(38) 2 (25) 5(31)
Cyb'extut 3 Byab-Ax1uMM NOB'A3AHUMM 3 2(25) 0 2(13)
npuitomom nikapcbkux aacobis MNP, n (%)
[3MiHa 3BMHOK KMLLEYHMKE 0 1(13) 1(6)
iapen 0 1(13) 1(6)
LLIriyHKOBO-KHILIKOBMH Binb 1{13) 0 1(6)
Hyzota 1(13) 0 1(6)
BriropaqHs 1(13) 0 1(6)
KOH'OHKTMBANLHUIA KDOBOBUIME 0 1(13) 1(6)
Binb y micyj iHdyaii1 1(13) 0 1(6)
[TigBULLEHHS KinskocTi ninas 1(13) . 0 1(6)
(COHMMBICTL 1(13) 0 1{6)

1. Binb HaBKOMO BHYTPILIHLOBEHHOO KaTeTepa, Akl BBENM AN dneboTomil.

Y mocnipKeHH He MOBIEOMIANOCA Npo NeTansHi BunankH, cepifosui [P abo iHuwi
sHauywti [1P. ¥V xoni mocnipxeHHs He OyN0 3apeecTPOBAHO KOJHHX KITiHIYHO 3HAYYIIHX
AHOMANbHUX 3MIH Y IITIHIYHKUX J1abOPaTOPHHX NMOKA3HHKAX, MOKA3HHKAX KHUTTERINBHOCTI
a6o EKT.

22. BucHOBOK (3aKmoueHHA) e AUC(0-0) ra Cmax CAB 6ysnn nogibHUMH y naui€eHTiB 3 TAXKKAM NOPYLUISHHAM
tyHKLUIT HHpoK (KnipeHc KpeaTHHIHY <30 mi/XB) NOpiBHAHO 31 3M0POBHMH
ocofamu, axi nepedyBann y KOHTpoNbHill rpymi.

e Hesp's3ana gpaxuis 6yna Ha 31% - 51% Buinolo y cy6'ekTiB 3 TXKKHM
nopyteHHAM QyHKUIT HHpOK wepes 2 roAMHH Ta 24 roAMHH nicng npHiomy ao3u
BIATIOBIAHO, i BBAKANACA KIIIHIYHO HE 3HAYYLLOHD.

o CAB moxHa npu3HauaTH 6e3 KopeKLUil 103n nalieHTaM 3 NopylueHHs GyHKUiT
HHUPOK BiJl JIErKOT0 A0 TSDKKOrO CTYTeHd (AKi He nepebyBaloTs Ha 3aMicHiit
HHPKOBI# Teparii).

e [lix wac mocnimkesHs He 6YO BHABAEHO JXOXHOIO HOBOTO CHTHAITY Oe3neKH.




3asBHUK (BNaCHHK PeecTpauiiiHOro NoceifueHHs)

(nianmuc)

Kapen I'peiitokep (Karen Grainger)

Biue-npesunenr, Kepienuk imtiny HOPMaTHBHO-NPAaBOBOI'0 PEryIiOBaHHS
BiiB Xenckep (ViiV Healthcare)

{Hop;()mc oonosneno nosum dooamrom 30 sziono 3 Haxazom MO3 V:Epai'uu Ne

Ilepexaan Bukonas: ’;
MeHensep 3 peryasTOpHUX MUTaHb Ta peectpauii /
TOB I'nakcoCwmitKnsiin ®apmacsiotikanc Vkpaina '
Mapunsako Jlioamuna
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Clinical Trial Report - 13
Study ID-205696

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

APRETUDE, film-coated tablets, 30 mg

2. Applicant

VitV 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 | study evaluating the effect of a high fat meal on the pharmacokinetics of
cabotegravir in healthy adult volunteers

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

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

Secondary

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




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

11. Clinical trial design

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

12. Main inclusion criteria

Healthy male or female subjects between 18 and 65 years of age (inclusive) at the
time of signing the informed consent having a body weight >50 kg and body mass
index (BMI) within the range 18.5 — 31 kg/m2 (inclusive) were included in the study.

13. Investigational medicinal product, mode of administration and
strength

$tudy Treatment
Product name: Cabotegravir Tabiet, 30 mg
Formulatton description: G5K1265744 (micronized) lactose monchydrate, microcrystaline

celfiulose, hypromellose, sodium starch glycolate, magnesium sfearale,
Aquarius film-coating, white BF 18237

Dosage form: White fo almost while, oval-shaped, film coated Tablet, weight of 515 mg
Unit dose strength{s}fDosage Tablet strength: 30 mg
level(s}: Dose level: 1 tablet
Route of Administration Administered orally
Dosing instructions: With 240 mL of water either fasfed state, with at least 10 howrs of fast
_ | (Treatment A) or following a high fat meal (Treatment B}
ManufactureriSource of GlaxoSmithKline
rocurement
Batch Number: 152394828
14. Reference product, dose, mode of administration and strength IN/A

15. Concomitant therapy

Permitted medications: All concomitant medications were reviewed by the ViiV
Medical Monitor and considered on.a case-by-case basis. A concomitant medication
was permitted by the ViiV Medical Monitor if it did not jeopardize the interpretation
of the data derived from that subject or the safety of the subject. Acetaminophen, at
doses of <2 grams/day was permitted for use any time during the study. See protocol
Section 12.5.1, for a list of permitted contraceptive methods for females of




reproductive potential (FRP).

16. Criteria for evaluation efficacy/PK

Efficacy was not evaluated in this PK study.
Primary:

» Cabotegravir (CAB) area under the concentration-time curve from time zero
(pre-dose) extrapolated to infinite time (AUC[0-c0]), Area under the
concentration time curve from time zero (pre-dose) to last time of quantifiable
concentration within a subject across all treatments (AUC [0-t]), maximum
observed concentration (Cmax) and concentration at 24 hours post-dose
(C24).

Secondary:

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

17. Criteria for evaluation safety

Safety and tolerability parameters, including adverse events, concurrent medication,
clinical [aboratory screens, electrocardiogram (ECG) and vital signs assessments.

18. Statistical methods

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

Sample size justification:

Based on the CAB formulation comparisons in LAI116585, the within subject
coefficients of variation (CVw%) were 21.6%, 21.4%, 20.7% and 21.0% for area
under the concentration-time curve from time 0 extrapolated to infinity [AUC(0-c0)],
Area under the concentration-time curve from time 0 to the last measurable timepoint
[AUC(0-1)], maximal drug concentration (Cmax) and C24, respectively. The CVw%
from the pharmacokinetic (PK) parameters AUC(0-w0), AUC(0-t), Cmax and C24 in
study LAI117020 and in study 201741 for the 500mg core tablet weight formulation
were under 20%. Based on these, a CVw% of 22% was assumed in sample size
calculations.




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

Analysis Populations:

Screening Population

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

Safety Population

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

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

Pharmacokinetic Concentration Population

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

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

Pharmacokinetic Summary Population:

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

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




Pharmacokinetic Analyses:

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

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

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

Safety Analyses:

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




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

Demographic parameters CAB CAB 30 mg Overall
30 mg + High fat N=24
Fasted meal (N=22)
(N=24)
Age in Years [Mean (SD)] 39.7 39.7 (14.51) | 39.7(14.69)
{14.69)
| Sex [n (%)
‘ Female: 8(33) 8 (36) 8 (33)
5 Male: 16 {67) 14 (64) 16 (67)
BMI (kg/m2) [Mean (SD)] 2560 2571 (2.722) | 25,60 (2.629)
‘ {2.629)
J Height (cm) [Mean (SD}] 173.02 172.78 173.02
{8.946) (9.262) {8.946)
Weight (kg) [Mean (SD)] 7716 7734 7716
(13.532) {14.099) {13.532)
Ethnicity [n (%)]
Not Hispanic or Latino; 24 (100) 22 (100) 24 (100
Race [n {%)]
Asian - Central/ South Asian Heritage 1(4) 1(9) 1(4)
Asian — South East Asian Heritage 1{4) 1(5) 1(4)
Black or African American 6 (25} 51(23) 6 (25}
White — White/Caucasian/European Heritage 16 (67) 15 (68) 16 {67)
20. PK results : Summary-of-Selected-Plasma-CAB-PK-Parameters-Following-Single-Dose-Administration-with-and-witheut-a-High-FabMeal ]
Ao Cmaxte | Tmac® catee = CUPY Vi
Cvemes | Gk | gy | B | pge | e = o
ACAB I 143 331 301 1629 4067 0210 1239
I (12516 RGAM | o, | DAASNE | pOAS | IS0 | (m2mesy
(eBp {@pe (6)e {14 (2B (22
B-CAB30mg] 163] 3659 - 188] 406] 0.1847 108]
Fedf {144,185]f 46,428 " o e [e210y | RraAT 10.162,0.208] P18
{n=21] {29e {&)e (g {1 (&) e

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




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

21. Safety results

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

22. Conclusion (summary)

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

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

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

» Oral CAB can be administered without regard to fat or caloric content of
food.

Applicant (registration certificate holder)

Cor Gu

(signature) -

Karen Grainger
VP, Head of Regulatory Affairs

ViiV Healthcare

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



3BiT Mpo KAiHiYHe BHOpOOYBaHHS - 13
Hocnigxenna ID-205696

1. HasBa nikapcekoro 3acofy (3a HassBHOCTI - HOMep peecTpatifHOro
MOCBIAUCHHS)

AITPETIO/I, TabneTku, BkprTi NITiBKOBOIO 000NI0OHKOI, 110 30 Mr

2. 3agBHHK

BiiB Xenckep FOK Jlimiten

3. BupoOHui

BupoOHnuTBe Hepo3(hacOBAHOrO NPOAYKTY, KOHTPOJb HKOCTI rOTOBOrO NPOAYKTY
[makco Onepeiimne FOK Jlimitea, wo Beae aisnsHicTs Ak [nakco Bennkom Onepeiitunc /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

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

Benuka bpuranis

[lepsHHHe TA BTOPHRHE NAKYBAHHS, KOHTPOJIb IKOCTi FOTOBOr0 MPOAYKTY, BHIYCK
cepii

Asenina ne Exctpemanypa 3, INon. Ina. Annenpeayepo, 09400 Apanaa ae dyepo, Byproc /
Avda. de Extremadura, 3, Pol. [nd. Allendeduero, 09400 Aranda de Duero, Burgos

[cnaHig

4. [TpoeeneHi nocnimKeHHs:

v Tak Hi, AKUO Hi, oBrpyHTYitTE

1} Tun nikapcskoro 3acoby, 3a kMM npoBoaMacs abo nNaHyeThes
peecTpaLis

Jlikapcekuit 3acib 3a MOBHHM MOCHE (ABTOHOMHE JIOCHE), IHLIM NiKapehLKHii 3aci6, HoBa
\niroya pevoBuHA.

5. [loBHa HazBa KIIIHIMHOTO BUNPODYBAHHA, KOAOBAHHH HOMEP KIIIHIYHOIO
BUNPOOYBaHHs

Daza [ nocmieHHs 3 OLIHKH BIJIMBY T3Ki 3 BHCOKHM BMICTOM HPIB Ha (apMakoKiHETHKY
kaboTerpasipy y 3A0pOBHX ACPOCIHX A06POBONLLIB

Locnipxenns 205696
6. Daza kiiHiuHOro BUNpoOyBaHHs (Daza |
7. Ilepioa kniHiunoro BUNpoOyBaHHA 3 [28 uepBua 2016] — [25 cepnna 2016]
8. Kpainu, B axuX MPOBOAHIOCA KiliHiYHe BUNPOBYBaHH:A CLIA

9. KistbKicThb 1ocnimyBaHux

Sanuadosaso: 24
dakTHYHA KNbKIiCTE: 24

10. Mera Ta RTOpHHHI UiNi KITIHIYHOro BUNIpoOyBaHHA

OcuosHa

»  OuiHHTH BIUIMB TKi 3 BUCOKHMM BMICTOM XHpY Ha (papMakoKiHETHKY kaGoTterpasipy (
CAB) nicns npuitonMy ogHOpa3oBoi 1034 30 Mr 3 BUKOPHCTaHHAM Npenaparty dazn
3.

Bropuuui

*  QUIHHTH BIIHB Ki 3 BUCOKHM BMICTOM JKHpY Ha dapmakokineTuxy CAB micns




ONHOPA30eBOro NPHHOMY 30 MI* 3 BHKOPHCTAHHIM npenapaty ¢asu 3.
e Ouinnty Ge3neky Ta neperocumicts CAB, akmii 3aCTOCOBYBA/H Y BUIMIAAL pa3oBoOi
no3u 30 Mr 3 DKero 3 BECOKHM BMICTOM ><HpY Ta 6e3 Hei.

I'l. Mm3aiiy wiidiuHoro BunpobyRsadHs

[le Oy oaHoueHTpoBe, paHaoMizoBaue, BigKpHTe, 2-CTOPOHHE TIEpeXpecHe JOCIIIKEHHS 2a
[YHaCTO 300pOBHX Aopocikx monei. Cy6'extn 6ynu pannomizosani ao 13 2
[OC/Ti/I0BHOCTEH NiKkyBaHHs (AB, BA). Mix npuitomamu Oyno 14-neHHe BUMHBaHHS.
JlikyBaHHS A BKTIOHAE 0AHOPA30BY 103y kaboterpagipy (CAB) 30 mr, mikponizopaHy
TablIeTKy 3 CeplEeBHHOI0 Macoto S00 Mr, Ky HpHIAMAIOTE HAaTIIECEPLIE, TPUUOMY
HaTuleceple Mac 6yTu e mexue 10 rogun. Jlikysanus B Brirodano OAHOpAa30BH pHilOM
MikpOHI3oBaHOT nepopaiibHol Tabnetku CAB 30 Mr, Macoro sapa 500 Mr, 10 NpU3HaYaBCs
nicas npukiomy iKi 3 BUCOKMM BMICTOM XKHpY, 1110 MicTHTb 53% upy Ta 870 KaJIopii.

12. OcHoBHi kpuTepil BIIOYEHHS

Y nocnupKeH s BIITIOUANH 310POBHX Oci6 HonoBiuol abo xkiHouoi cTaTi Bikom Bix 18 10 65
POKiB (BIIOYHO) Ha MOMEHT MiANHCaHHs IHHOPMOBAHOT 304K 3 MACOIO Tina >50 Kr Ta
innexcom mMacH Tina ( BMI) B Mexkax 18,5 - 31 kr/m2 (BIUTIOYHO).

13. Mocnimiysannif nikapesiuit 3aci6, cnoci6 sacrocypauus, cusa aif JlikyBaHHs B gocnigxeHu
HaiMeHyBaHHA nikapckKoro Kaboterpasip, Tabnetku. 30 mr
3acoly:
Onuc nikapcexol Gopmu: GSK1265744 (MixpoHi30BaHMit) NTaKTO3W MOHOMfIpaT, Leninosa
MIKPOKDUCTANIYHa, NPOMENO3a, HATPI0 KPOXMANLITKONAT,
Martito cTeapar, nniskose noxpuTTs Aquarius, invit BP 18237
fikapcska thopma: TabneTky Bip Binoro Ao maibke Ginoro konkopy, OBanbHo
(bOpMM, BKPUTI NNiBKOBOK 0BONOHKOK, Macolo 515 Mr
Cuna(u) opuHuyHol TabneTkn no 30 mr
n03u/piBeHb(M) AO3yBaHHS! PigeHb Aosu: 1 TabneTtka
Crocib 3acTocyBaHHsA 3aCTOCOBYBATH [1€pOpansHO
BrasiBku Wono 3acTocysakHa (3 240 Mn Bogu abo HaTwecepue, abo nicns WwoHanmeHLwe 10-
nikapcbKoro 3acoby: FOAMHHOTO ronodyeanHA (cnocib A), abo nicns npuitomy i 3
BUCOKVIM BMICTOM piB (cnocif B)
Bupo6Huk/axepeno sakynisni  |GlaxoSmithKline
Homep cepii: 152394828
14. Ilpenapat nopisHsHHS, 1034, CIOCI6 3acTOCYBaHHS, CHia Ail H T

15. CynyTHs Tepanis

Hoseonexi npenaparu: Bei cymyrni npenapatu 6ynu nepernadyri ViiV Medical Monitor i
POMIANAIACA B KOKHOMY KOHKPETHOMY BUIanKy okpemo. CymyTHiii npuiiom nikis 6yB
ossonenuit ViiV Medical Monitor, Ko ue He cTaBaio iz 3arposy iHTepnpeTauiio qaHux,
OTPHMAHKX Bifl LUBOTO cyG'ekta, abo Gezneky cy6'exra. AuetaMinoden y 103i <2 r/noby
0y/10 I03BONEHO 3aCTOCOBYBATH B 6YIb-AKHii 4ac NPOTATOM AOCIIGKEHHA. Ilepenik




IO3BOJICHHX METOMIB KOHTPAUENIT TS JKIHOK 3 PenpoyKTHBHHM noteruianoM (FRP) gus.
y posnini 12.5. 1 nporokony.

16. Kpurepit ouinku egextusrocri

Y usomy PK mocnimxenni edeKruBHicT, He OLiHIOBARAC,

Ilepeunni:

* [l10Ma Nix KPHBOK «KOHIEHTPanis-yacy kaboterpasipy (CAB) Bin HysboBoro yacy
(mo3a), eKCTPanONLOBAHA [0 HECKIHYEHHOTO qacy (AUC[0-co]), nfiowa min kpueowo
"KOHIEHTpaLis-4ac" Bil HyIb0BOIO uacy (A03a) 10 OCTAHHBOIO Yacy KiNBKICHO
BHMIPIOBaHOI KOHLEHTpaLiT y cy6'ekTa Mpy BCIX BUnax fikysanHs (AUC [0-t]),
MaKCHMaITLHA CnocTepeskyBana KoHueHTpauia (Cmax) Ta KOHUEHTpaLlis yepes 24
TOIMHH IticNs npuiiomy nosu (C24). )

Bropuumi:

e llepiox HanissueeneHHs CAB 3 mnasmu (t4), sac 3a1pHMKY A0 cnocTepeskenHs
KOHUERTpalili npenapary y 3pasky Matpuui (tlag), 1ac pocsruens Cmax (tmax),
BiscoTok AUC(0-00), oTpuMaHmii msxom exctpanonsuii (%AUCex), yac ocTanhboj
BUMIPIOBaHOI KOHIeHTpauil (tlast), YABHHIA KIiPEHC TIiCIS NepopanbHOro npuiioMy
(CL/F) 1a yazunii 06'em posnogury (Vz/F)

17. Kpurepii ouinku Gesmnexu

[TapameTpu Gesnexu ta MEPEHOCHMOCTI, BKIOUATH HebarkaHi ABHLLa, CYNyTHi# npuiiom
KB, KK naGoparopi aHajii3y, esexTpokapaiorpamy (EKT) Ta OUIHKY JKHTTEBO
BAKJIMBHX MOKA3HHKIB.

18. Cratveriuni meromu

PKonHa Gopmansha rinotesa e 6yna nepesipeHa, a VA OLHKH XapuoBOro edexTy
BUKOPHCTOBYBABCSA OLUIHOYKKIT miaxif,

O6rpyHTYBaHHSA po3Mipy BHOipKH:

Ha ocuoBi nopisusine npenaparis CAB y nocnimxensi LAIL16585 koedilienty Bapiaulii
(CVw%) cranoeuiu 21,6%, 21,4%, 20,7% ta 21,0% ans mwiomi mix KPHEOIO
"KOHLEHTpaLia-yac” sin uacy 0, EKCTPAIONbOBaHOT 10 HecKiHdenHocTi [AUC(0-w0)], rmomwi
N7 KpUROIO "KOHUEHTpauis-yac” Bin 4acy 0 110 ocTaHHBEOT BUMiPIOBAHOT TOYKH qacy
[AUC(0-t)], makcumansuoi KOHUEHTpaLii Jlikapeskoro 3acofy {Cmax) ta C24, pianosizaxo.
CVw% Bin dapmaxokineTnumnx ( PK) napamerpis AUC(0-w0), AUC(0-t), Cmax Ta C24 ¥
nocmimkenni LAI117020 1a y nocnimkenni 201741 JUTA JTIKapChKOT (JOPMH 3 OCHOBHOIO
Macoto Tabnetku 500 Mr cTaHOBHIH MeHLre 20%. Bixonsuu 3 usoro, npu po3paxyHkKy
po3Mipy Bubipxu Gysto npuiinato, mo CVw% cTaHosuTs 22%.




IIput posmipi BuGipkH 24 cy6'exTu, mo BrmOYaE 20 cyb'exTiB, axi mijyAraloTs oUinui, Gyno
I1iIpaxoBaHo, IO MONOBHHA wrpian 90% Rosipuoro iHTepsany ans pisHuaui B TiKyBaHH] 33
prorapubMidHOrO mKaNok Syne B Mexcax 12% Bix Toukopol ouiHku ana AUC(0-c0), AUC(0-
t), Cmax i C24. Sxmo Toukosa owinka BITHOUICHHS FeOMETPHMHHX cepeltix JopieHoe 1, To
90% nopipuuii inTepBan cTaHOBHTHME npubnusgo (0,89, 1,13).

Ananiz nouyanuiii;

¢  CkpHuinr yaceaeHus

Ho niel nomynauii 6ynu ermoyeni sej cyb'exy, axi nigrucanu GopMy sroau. Is
nomysisuis Gyna BUKOPHCTaHa fUTA NPEACTARNEHHS NATH NEPLIOro CKPHHINIY Ta
KUTBKOCT] yUacHUKIB, AKi mpoiu CKPHHIHT Ta 6yJH 3apaxoBaHi 1o IpolpamMH.

* BuGipxa gna oninkn Geznexn

Bei cy6'exth, siki 6ynu skmoueni s ROCHI/DKEHHS! | OTPUMANH NIPHHAHMH] OIOHY 03y
ROCIJGKYBAHOrO Npenapary, 6yiH BKIIOYCH] B Homynauiro 6e3nexu.

Lls nomynauis 6yna suxopucrana ns aHafli3y Ge3nexs, a TAKOXK ANS NPECTABICHHS
Ta y3arallbHCHHS BUXiAHUX/Aemorpadiunux XapaKTePHCTHK.

¢ ®dapmakoKineTika Kouneurpauis s nonyasuii

Momynauis susnauenns koHuenTpauii PK xmouana seix YHACHHKIB TOCIIDKeHHS, Y
aKUX 6yI10 nposeneHo 3a6ip spaskis miasmu KPOBI JU11 BU3HAYCHHS KOHUEHTpALLi
PK 1 siki mpoiitwnu onisouni CAB-ananisu. Pesynbraty ananizy PK y spaskax,
BiniGpammx y cy6'exra 3 GM0BOTOIO, MO BRHUK/IA MPOTATOM 4 rOAMH Micas npuiiomy
NO3H, HE TOBKHHI PO3MIANATHCA K TAKI, WO MiNNAraroTs OLliHIOBaHHIO.

s nomynsnis 6yna sukopucrana s CKNIa/IaHHA Miepeniky Ta nobynosu rpadixis
32NEKHOCTI KOHUEHTpaui Bix wacy Ta nepenixy napamerpie PK.

* ®apmakokinernuna XapaKTePHCTHKA NOHy ISl

3sefeHa nomynauia PK Bxmouara cy6'ekri, axi Manu nocTosiphi ouinky
napametpis CAB PK 3a o6unea nepioau.

s nonynsuis 6yna Buxoprcrana ana y3arajlbHeHH: Ta No6yROBH rpadikis
KOHUEHTpauii i napamerpis PK, a Takox Ama craTHCTHYHUX NOPIBHAHB.




PDapmMakoKiHeTHYHI aHATI3ZH:

[Ticna norapudmiunoro nepersopents AUC(0-00), AUC(0-t), Cmax i C24 Bynu okpemo
[IpoaHai30BaHi 32 JOIIOMOrOI MoJei 3MiaHKX edeKTiB 3 GikcoBaHUMH TepMiHaMH
BIUTMBY IS NIKYRaHHS 1 TIepiomy.

Cy6'eKTH po3rmisajaIkcs B Mogeni Sk BUMankoBHi edext. TOUKOBI OIIHKM Ta NOB'A3aHI 3
Humu 90% nosipui inTeprana 6ynH noGyaoBaHi AMa BiAMIHHOCTEH Y 3HAYEHHAX [IapaMeTpiB
PK it nacTynHux nopisaAne: JlikysauHa B(rect)-A(pedepenc). [Torim Toukost oninky ta
oB'13aHi 3 HUMH 90% noBipui inTepBaTy OynH nepeTBOpeHi 1A OTPUMAHHES TOUKOBHX
oLiHOK Ta 90% JoBipuux inTepBanie mns cnieBigHomens «JlikysaHHs B/A» 3a
OPHTiHANBHOIO LIKAJIOKO.

Ina t1/2, VZ/F Ta yasHoro nepopansHoro wiipeHcy (CL/F) aHasioriuHi MopiBHAHHS
nikyBaHHsa Oynu npoBeaeH] Ik BTOPUHHI aHanizy.

Ananiz 0esnexu:

Maui 3 6esnekd 6ynu npeacTaeneHi B TabnuaHoMy Ta/abo rpadiunomy dbopmati Ta
ly3aranbHeHi B onucosiit opmi BignosigHo go cranpapris lnrerposaHoi didmiorexn
craHgaptie aaHux GSK (IDSL).




19. Nemorpadiyni MOKa3HHKH JOCIiiyBaHol nonyJsuii (crars, BIK, paca

emorpacivni gaxi

TOIIO) [emorpacbiuHi napameTpu CAB mr natwe|CAB 30 Mr+ixa|  3aranom
(N=24) 3 BUCOKMM N=24
BMICTOM Xupy
{N=22)
Bik {poxis) 397 39,7(14,51) 39,7 (14,69)
[CepenHe 3HaveHHs (SD])] {14 69) .
Cratb
[n (%)]
iHoua B8(33) 8 (36) 8(33)
Honosiku; 16 (67) 14 (64) 16 (67)
BMI (kr/M2)( Cepente 3HaveHHs (SD)] 26.60 2571 2560
(2,629) (2722) {2 629)
3picT (cm) 17302 (8 946) | 17278(9262) | 173,02 (8 946)
ICepeare 3HavenHs (SD)]
Bara (kr) 77,16 77,34 77,16
[CepenHe 3HayeHHs (SD)] (13 532) (14 099) (13532)
ETHivHa NpUHANEXHICTL
[n (%)]
He icriaHChKOro Yy NaTHHoaMEPUKEHCLKOTO MOXOMKEHHS: 24100} 22(100) 24 (100)
Paca '
[n (%]
IAsiaTcbkoro noxomkenHs HextpansHa / [igerna Asis 1(4) 1{5) 1{4)
IAsiaTceke- MNiggeHR0-CxigHe AJIRCLKE MOXOMKEHHS 1(4) 1{5) 1{4)
Yoprowukipi abo agpo-amepukadui 6(25) 5(23) 6 {25)
BinoLukipi/eEpoNeiCLKAro NOXOMAKEHHs! 16{67) 15 (68) 16 (67)

20. PeayneTaTy edexrHBHOCTI

BUCOKNM BMICTOM XupiB 1a 6e3 Hel

PestoMe OKpeMHX NapaMmeTpis Nna3mMu KPoBi NicnA npuiioMy oaHopasoeol go3n CAB PK 3 Txeio 3

Hiymasnn | AUCQa [ Cmad [ Tmad [ Cage | 2 E ValFs
{mxr. rogimn) | (mkrimn) {ron) {mKrimn) (rom) {nirof) (m
; 143 3,33 1,62 40,6 0210 123
':;fuff(ggz’:; (126162 | (2,95, 3,77] 3'%1)0' (1,451, 81) |[38,0, 43,5]| [0.185,0. 239) |[11.2, 136]
(28) (27) ' (25)° (19) {28) (22)
B:CAB30°mr| 163 38 | 3010 | 180 40,6 0,184 108
i | (144185 | (346,428 | 3400 | 1,80, 2:101 1378, 437 10:1620. 200 | 103, 11,9
(N=21) (29) (24) ' (24) (16) (29) (21)

AUC(0-0), Cmax Ta C24 y rutasmi kposi nicis npuifoMy pasoeoi nozu 30 mMr tabnerox 3
[KEIO 3 BHCOKMM BMICTOM >kupy 36inbiryBanucs Ha 14%-17% riopiBHAHO 3 TPUAOMOM




natwecepue. CAB CL/F ta VZ/F 3uwkyBanucsa Ha 13% BHacniiok 6u1bioi 6i010cTynHOCTI
NpH OJIHOYACHOMY 3acTocyBaHHi 3 Diketo. Ha Buaumy kinuesy dazsy t1/2 ve snimsano
0/IHOYACHE 3aCTOCYBAHHS 3 KEIO 3 BHCOKHM BMICTOM JKHpY.

21. PesynbraTi Oe3nekn

[Tin yac gocnipkenHs He 6yn0 3apeecTPOBAHO JKOJIHOTO BUNAJKY CMEPTi, CepHO3HHX
nobGiynux ssu (CITA) Ta no6iunux peakuiii (TTP), wo npussenu 10 BiAMIHK
OCT1DKYBAHOTO nipenapaty abo BHBEIeHH: 3 IOCHiKeHHS xoaHoro cyb'ekra. XKoana 3 1P
He po3riafanocs AK MOB's3aHe 3 A0CHDKYBaHHM npenapatoM. Y 2 cy6'ekris Oyio
BapeecTpoBaHo 2 nabopaTtopHi BiaxuieHHs 2-ro abo 3-ro cTyneHs, 1o BUHHKIIM M/ Yac

UTIKY BaHHS, JKOJIHE 3 SKMX HE BBAXKAIOCH KIiHIYHO 3Hauyumm. [1in yac nocniukeHHs He 6yno
3apeecTPOBAHO JKOAHUX KIIHIYHO 3HAYYILMX BIAXUIEHb BiJl HOPMH OKa3HHUKIB
prutTeaisibHOCTI a6o EKT . XKoane 3 kiiHiko-nabopatopHux BiAXWIeHb, BiaxuieHs Ha EKI
Ta MOKA3HMKIB JKHUTTEAIIBHOCTI He Oyno 3apeecTpopaHo sk [1P.

22. BUCHOBOK (3aKITHOUEHHS )

e [lig uac nocnipKeHHs He OV/I10 BUSBJIEHO YKOAHOr0 HOBOTrO curHany Gesneku. [lin
qac gocnimkeHHs He Oyno 3adikcorano koauux CI1A abo [1P, nos'szanux 3
npuiioMoM npenapaty. Ilix yac nocnimkeHHs He Oy10 3apeecTPOBAHO KOIAHHX
naboparopuux, EKI™ a00 UTTEBO BAIMBUX BIIAXMIEHD BiZL HOPMHU, sIKi O CBIAUMIN
npo [1P.

e AUC(0-0), Cmax Tta C24 y nnasmi Kposi mic/is npuitomy pazosoi ao3u 30 mr
TabNeToK 3 DK 3 BHCOKHM BMICTOM KUY 30iubiryBaiucs Ha 14-17% nopiBHsHo 3
NPHHOMOM HaTIIeCepLIE.

e CAB CL/F ta VZ/F 3umxyBanuca Ha 13% BHacninok 6uibiiof 6i040¢TynHOCTI Npu
OJIHOYACHOMY 3aCTOCYBaHHI 3 BHCOKOJKHMPHHUM wipoToMm. Ha Buaumy kinuesy dasy
t1/2 He BIUIMBAIO OJJHOYACHE 3aCTOCYBAHHA 3 DKEIO 3 BHCOKHM BMICTOM JKHPY.

e [lepopanbti CAB MoskHa npuitMaTi He3aIe)KHO B JKUPHOCTI Ta KAJIOPIHHOCTI TKi.

3asBHUK (BIACHUK PeECTPaLiiiHOrO MOCBIAYEHHS)

(nignuc)

Kapen I'peitroxep (Karen Grainger)
Bine-npesuaent, KepiBHUK BiALTY HOPMATHBHO-TIPABOBOTO PEry/IIOBAHHA

BiiB Xenckep (ViiV Healthcare)

{Tlopadox donoeneno noeum dodamxom 30 32iono 3 Haxazom MO3 Vipainu Ne 1528 io 27.06.2019 }

IMepexnan BUKOHAB:

Mewnekep 3 perynsTopHuX nuTaHb Ta peectpauii TOB 'nakcoCmitKnsiin ®apmaceiotikanc Ykpain

Mapunsako Jlionmuna
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Clinical Trial Report - 14
Study ID-ITZ111451

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

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

A Double-Blind, Parallel, Randomized, Placebo-Controlled, Single and Repeat Dose
Escalation First Time in Human Study to Investigate the Safety, Tolerability and
Pharmacokinetics of GSK 1265744 in Healthy Male and Female Subjects and Subjects
Infected with HIV, Study ITZ111451

6. Phase of clinical trial

Phase 1/2a

7. Period of clinical trial

[Part A: from [13February2008] — [14April2008]
Part B: from [25February2008] — [13July2008]

8. Countries, where clinical trial has been conducted

Part C: from [23September2008] — [18November2008]
USA :

9. Number of trial subjects

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




Part C:
planned: 11
actual: 11

10. Main purpose and secondary objectives of CT

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

e To investigate the safety, tolerability, pharmacokinetics, antiviral activity of
(GSK1265744 during 10-day monotherapy in HIV-infected adults at the
highest tolerated exposure in healthy subjects.

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

» To examine dose proportionality of GSK1265744 pharmacokinetic parameters
following single and repeat administration,

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

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

* To assess the immunologic effect of GSK1256744 vs. placebo administered
orally over 10 days in HIV-1 infected subjects.

11. Clinical trial design

This was a Phase 1, double-blind, randomized, placebo-controlled, single and repeat
dose escalation study of GSK 1265744 in healthy subjects and a single repeat dose
cohort in HIV-1 infected subjects.

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

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




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

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




GSK1265744 FTIH Study Design
Part A- Single Doge Healthy Part B: QD x 14 Day Repeat Part G: QD x 10 Day Repeat
subjects Dose Dose
Healthy subjects HIV-1 infected subjecis
Yieek! Gohort N Dose? | Cohort Nt Dase? Cohort N Dose?
Activel (mg) Activel (mg) Active! (mg)
Placebo Placebo Placebo

1 A i 50
2 B "2 5
3 A iz 10
4 B 2 25
5
5
7
a
8 c ar2 5
10
11
12 D a2 10
13
14
15 E a2 23
18
17
18
19
20
21 F &2 an

1. Dose escalations were planned o run in successive weeks; howiever, each subsequent dose escalation
commerced only when plasma GEK1265744 PK and safety data from af least five active subjects had been

reviewed.

2. [Wustration of projected doses. The planned doses may have been changed, swiiched, of cancelled based
upon PK and safety frem the preceding cohorts, Escalations &d not exceed 2-3-fold, except in the case of
undetectable concentrations folowing the first dose (dose levels may have been skipped if C24 < 30ng/ml), up
to 100mg. At 100mg or ebove, dose escalations did not exceed 2-{old.

4= L

Sample size may have been increased after examination of data from the first 9 subjects.
Optimized therapy {OT) was administered for 14 days starting on Day 14 {(+ 1 day).

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




placebo on all dosing occasions.

The projected single escalating doses of GSK 1265744 ranged from a starting dose of
50 mg to a maximum dose of 800 mg. Doses were escalated in a sequential fashion,
contingent on the safety and pharmacokinetics profile of previous doses. Dose
escalations progressed with modifications based on the actual human PK and safety
data from the preceding cohorts. Safety, tolerability, and PK data from a minimum of
five subjects receiving active GSK 1265744 in the preceding cohort were evaluated
prior to dose escalation. Data acquired following dosing in the first dose (50 mg)
revealed higher than expected exposures of GSK 1265744, thus planned doses were
modified to allow for lower doses after the 50 mg dose. The next dose that was
administered was 5 mg, followed by 10 mg and 25 mg.

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

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

After completion of dosing with GSK1265744, optimized therapy (OT), 3 active,
marketed antiretroviral medications were administered to subjects receiving
(GSK1265744 for a minimum of 14 days. The treatment for subjects was unblinded
on Day 11 so that subjects receiving placebo had the option to decline OT.

12. Main inclusion criteria

Parts A and B: Healthy male and female subjects between 18 and 55 years of age,
with a body weight >50 kg (110 1bs.) for men and > 45 kg (99 Ibs) for women and
body mass index (BMI) within the range 18.5-31.0 kg/m2 (inclusive).




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

13. Investigational medicinal product, mode of administration and Drug DosefForm/Route Frequency/Duration Batch
strength Number
GSK1265744 | 5, 10, 25, 50 mg/ suspension/ Single Dose 071146685
oral Repeat Doses, QD, for
5, 10, 25 mg/ suspensionforal 14 days
(GSK1265744 | 6 x 5mg/tablet/ oral Repeat Doses, QD, for 081161578
10 days
14. Reference product, dose, mode of administration and strength Drug Dose/Form/Route Frequency/Duration Batch
Number
Placebo 5, 10, 25, 50 mg/ suspension/ Single Dose 071147501
oral Repeat Doses, QD, for
5, 10, 25 mg/suspension/oral 14 days
Placebo 6 x 5 mg/ tablet / oral Repeat Doses, QD, for 081169258
10 days

15. Concomitant therapy

Permitted medications: Acetaminophen, at doses of <2 grams/day, was permitted.

Other concomitant medication may have been considered on a case by case basis by
the GSK Medical Monitor.

16. Criteria for evaluation efficacy/PK.

Primary:

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




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

Secondary:

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

AUC(0-00) on Day 1 to evaluate time invariance following repeat
administration of GSK 1265744,

e Pre-morning dose concentrations (Ct) on Day 2 through 13 to assess the
achievement of steady state of GSK 1265744 following repeat administration
in healthy subjects, GSK 1265744 PK parameters: AUC(0-20), AUC(0-t),
Cmax, and C24 (concentration at 24 h post-dose) following single dose
administration and AUC(0-t), Ct, Cmin, and Cmax following repeat
administration at different doses for the assessment of dose proportionality.

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

17. Criteria for evaluation safety

The primary safety endpoints of this study were GSK1265744 safety parameters,
adverse events (AEs), absolute values and changes over time of hematology, clinical
chemistry, urinalysis, vital signs (blood pressure (BP) and heart rate),
electrocardiogram (ECG) intervals, ECG rhythm and telemetry.

18. Statistical methods

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

Part/'Day Plasma G5K1265744 PK Parameters Calculated

Part A AUC(0-o), AUC{0-), Cmax, Imax, Ct, C24, t1/2, Hag, and CLIF
Part BiDay 1 AUC(0-t), AUC(0D-24), Cmax, tmax,C24, 1112, tlag, and CLIF
Part G/Day 1

Part BfDay 14 AUC(0-1), Cz, Cmax, Cmin, tmax, tlag, t1/2, and CL/F

Part CiDay 10

Dose Proportionality: Part A and Part B: Dose proportionality of GSK 1265744 PK




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

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

Time Invariance: Parts B and C: An ANOVA with terms for subject as a random
effect and day as a fixed effect was performed by dose on the loge-transformed AUC.
Day was treated as a class variable in the model. The time invariance of
GSK1265744 was assessed by calculating the ratio of the GLS means of AUC(0-1) on
Day 14 of Part B or Day 10 of Part C to AUC(0-c0) on Day 1 and the corresponding
90% CI for each dose. AUC(0-e0) on Day 1 were considered as the reference phase in
the analysis and AUC(0-t) on Day 14 or Day 10 as test phase.

Steady State Assessment: Parts B and C: Plasma GSK1265744 pre-dose Ct values
obtained on Days 10-14 of Part B or Days 7-11 of Part C of the study were plotted
versus day by treatment (dose). An ANOVA with terms for subject as a random
effect and day as a fixed effect was performed by dose on the loge-transformed Cr.
Day was treated as a continuous variable in the model. Achievement of plasma
GSK1265744steady state was assessed by visual inspection of plots and calculating
the point estimate and 90% CI of the slope of the linear regression of Days 10 to 14 of
Part B or Days 7-11of Part C of pre-dose Ct versus Day by dose group. To claim that
steady state was reached, the pre-dose concentration slope estimate was close to zero




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

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

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

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

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

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

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




treatment and visit along with change from baseline.

19. Demographic indices of studied population (sex, age, race, etc.)  |[Summary of Demographic Characteristics for Part A for ITZ111451

Demographics S0 8D S0 gD
Smg 10mg | 25mg | 50mg { Placebo | Overall
(N=7) | (N=7}) | (N=T} | (N=T) fN=4) | (N=18)

Age in Years, Median (Min, Max) 250 420 250 42D 260 280
(19,40} | (18,54) {19, (18,54) | (22,28) | (18,54)
40)
Sex. n {56)
Female: 0 2 (25%) 0 2 (29%:} 0 2 (119%)
Male: 7 b 7 5 4 16
{100%) | (71%) | (100%) {71%%) {100%} (B99%)
BMI (kg/m?), Median (Min, Max) 23.60 23.09 2360 2309 25.20 2361

213, | (216, | 213, | @16 | (228 | (213
287y | 282y | 287 | 289 279 | 287

Height (cm), Median (tin, Max) 179.00 | 17400 | 17900 | 17400 | 179.00 | 177.50
(176.0, | (1640, | (176.0, | (164.0, | (1760, | (164.0,
1920) | 1790y | 1920) | 178.0) | 18300 | 192.0)

Weight (kg), Median (Min, Max) 7630 | 69.80 | 7830 | €9.90 | B275 | 76.75
678, | (625, | 679, | (645 | (707, | (645,
101.2) | 814 | 1012) | 81.4) 887 | 101.9)

Ethnicity, n (%5)

Hispanic of Lafino: ] 0 0 0 0 0
Not Hispanic or Latiro; 7 7 7 7 4 18
{100%} | (100%) | (100%} | (100%) | (100%) | (100%)
Race, i (%}
African Amercan/African Heritage | 1 (14%) 0 1{14%%6) 0 1(25%) | 2 ({1185
Asizn — South East Asian Heritage C 1 {(14%) 0 1 (14%4) 0 1 (6%}
White — & B 6 8 3 18
Vinite/Caucasian/European (86%) | (BG6%) | {86%) {86%) (F5%) (83%)
Heritage

SD 5mg=5mg Suspsnsion QD X 1 Day

8D 10mg=10mg Suspension QD X 1 Day
SD 25mg=25mg Suspension QD X 1 Day
SD 50mg=50mg Suspension QD X 1 Day

Summary of Demographic Characteristics for Part B (Healthy Subjects) for ITZ111451




Demographica GSK1265744 | GSK1265744 | GSK1265744 Overall
RD RD RD Placebo PartB
Smg 10mg 25mg (N=6) (N=30)
(N=8) (N=8) (N=8)
Age in Years, Median (Min, Max) 280 255 250 280 255
(21,48) (19, 46) (21,38) {18,43) {18,48)
Sex, n (%)
Female: 1(13%) 0 0 0 1 {3%)
Male: 7 {88%) 8 (100%) 8 (100%) 6 (100%) 29 (87%)
BMI (kg/m?), Median (Min, Max) 2365 2332 2383 2410 2397
(188,29.1) | (205,283) | (215,269) | (228,286 | (19.9,29.1)
Height (cm), Median (Min, Max) 177.50 182.50 175.50 178.00 17750
(166.0, (166.0, (1710, {1700, (166.0,
182.0) 189.0) 192.0) 183.0) 1820)
Weight {kg), Median (Min, Max) 7585 71.65 7545 71.35 7550
(63593.3) | (61.0,978) | (69.9,986) | (71.7,91.6) | (610, 986)
Ethnicity, n {%)
Hispanic or Latino: 1 {13%) 0 0 1{17%) 2 (7%)
Not Hispanic or Latino: 7 (88%) 8 (100%) 8 (100%) 5 (83%) 28 (93%)
Race, n (%)
African American/African 0 2 (25%} 3(38%) 0 5(17%)
Heritage
White — White/Caucasian/ 7 (88%) 6 {75%) 5 (63%) 6 (100%) 24 {80%)
European Heritage
Mixed Race 1{13%) 0 0 0 1 (3%)

RD 5mg=5mg Suspension QD X 14 Day
RD 10mg=10mg Suspensicn QD X 14 Day
RD 25mg=25mg Suspension QD X 14 Day

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




Demographics GSK1265744 Overall
30mg Placebo PartC
(N=58) (N=3) {N=11)
Age in Years, Median (Min, Max) 415 480 420
(27,51) {30, 49) {27, 61)
Sex, n (%)
Female: 0 b 0
Male: 8 [100%%) 3 (100%) 11 {100%)
BMI {kg/m?), Median (Min, Max) 25.83 28.43 26.36
(23.7,28.4) {(26.4, 30.7) (23.7,30.7)
Height {cm), Median (Min, Max) 176.00 180.00 177.00
(161.0, 185.0) {173.0, 185.0) {161.0, 185.0)
Weight (kg), Median {Min, Max) 80.15 97.30 82.30
(76.0, 92.1) (78.5, 89.5) {76.0, 85.5)
Ethnicity, n (%)
Hisparic or Latino; 3 (38%) D 3 (27%)
Not Hispanic or Latino: 5 [63%) 3 (100%) 8 (73%)
Race, n (%)
African American/African Heritage 0 0 0
White — WhitefCaucasiar/ European 8 (100%) 3 (100%) 11 (100%)
Heritage
Mixed Race 0 0 0

20. Efficacy/PK results

for Part A.

Pharmacokinetics: GSK1265744 plasma PK parameters following single and repeat
dose administration are summarized in the tables below. IHalf-life was not estimated




Summary of Selacted Plasma G5K1266744 Pharmacokinetic Farameters Following Single

Dose Administration (Part A, Solution)t

Treatment AUC{C-E) Cmax CG24 (ugimlL) fmax? Clast® {pepfml)
{1 himl) {ugfmL} (h)
&mg 2686 115 042 0.50 016
(n=7) [23.4,30.1] [0.92, 1.33] 037, 0.48) {0.50-1.00} [0.13, 0.18]
(14 {186} {13) (19
10mg By 216 083 1.00 032
(n=7) [az 4, 830] [1.84,2.51] [0.68, 1.02] {0.80-1.50] [0.23, 0.45]
(22) (17 {22} (38)
25myg 117 438 183 1.50 074
(n= [104, 132 [3.54,5.41] [1.67, 2.23] (0.20-3.00) [0.81, 0.80]
(13) (23) {16) {21)
50my 23 857 382 1.50 1.48
{n=7) [170, 313] [6.88, 10.7} [2.81, 519 {0.50-3.00} [0.84, 2.35]
(34) (24} {34) (53)

1. geometic mean [35%C1] {CVb%)
2. median (range)
3. Cfastoccured at 72 hours poct dose for 21l subjzcds at &l doses.

Summary of Selected Day 14 Plasma GSK 1265744 Pharmacokinetic Parameters Following
Repeat Dose Administration to Healthy Subjects {Part B, Solufion)t

Treatment | AUC{0-24} Cmax Cr (pgimL) Cmin tmax? Accum Rato
fughiml) | (ugfml) {ugimlL) 1) [AUCE
&my 32.5 208 1.06 0.99 063 238
[n=8) [28.6,37.0) | [1.78,242] | [0.80,1.25] | [0.83,1.18] | {025-1.50) | [2.21,257]
(18} (1) {20} (21 t3)
10mg 9.2 429 239 204 0.88 2682
{n=8) [08.6,80.3] | [3.80,4.84] | [1.98,288] | [1.71,245] | (0.50-1.50) | [2.28, 2.78]
{18) {15 (23) (22) (12)
25mg 160 947 540 b22 125 251
(=g [136,188] | [B.12,111] | [461,647] | [4.36,624] | {0.50-4.00) | [2.17,2582]
{20 (19) (22) {22) (18}

1

geomettic maan [B5%CI(CYRE)
2. median {range)
3. Accumulation ratio= Day 14 AUC[0-24¥Day 1 ALC{0-24)




Summary of Selected Plasma GSK1265744 Pharmacokinetic Parameters Following Single
.and Repeat Dose Administration te HV-infected Subjeets {Part C, Tablet formulation)’
Treatment | AUC{D-24) | Cmax C24 tmax! Cmin tir2 Accum
Day (poiml) | (pglmbl} | {(poiml) (h) firgiml) {n) Ratio?
Dayl 415 284 125 150 — — —
{n=8} [312,5500 | [2148,3.70] | 1091, 1.727 | (1.00-
(35) 32 39) 3.00)
Day 10 104 Lk 328 2.50 285 315 20
{n=8) [82.3,131] | 826, 7.72]- | [246,4.38] | (1.00- | {215,378 | (263,377 | [221,28q]
(28) {23) £E6) £.00) 35) (22) {19)

1. geometic mean BERCI{CVELR)
2. median {rengej

3.  Accumulation ratio= Day 10 AUC(0-24]Day 1 AUC{0-24)

Summary of Dose Proportionality of GSK1265744 Steady State PK Parameters Following
Single and Repeat Dosa Administration (Parts A and B, Solution}
Plasma GSK1265744 PK Slope [80% Ci]
Parameter SD, Part A! Day 1, Part Bt Day 14, Part B2
0526 0.954 0986
AUC0-f or AUC(0-1) [0.885. 0.988] 10.668:1.0101 0,852, 1.080]
Cmax . 0847 0864 0938
[0.801,0.894] j0.795, 0:937] [0.847, 1.030]
o2 or Cc 0844 0.989° 1.006
[0.801. 0.683] 10.932. 1.046] [0.892. 1.120]
) 1.033
Cmin NA NA [0.923. 1.143]

1. AUC{Df)and C24
2. AUC{0-t3u} and Ctau

be 30.5-33 h.

GSK 1265744 PK exposure increased less than proportionally to dose following single
dose (5 to 50 mg) administration in Part A and increased proportionally to dose
following repeat dose (5 to 25 mg) administration in Part B.

GSK1265744 plasma concentrations reached steady state by 12 days of repeat
administration. The accumulation ratio based on AUC(0-t) ranged from 2.38 to 2.52
across dose levels. Assuming time-invariant PK, the effective half-life is estimated to




Summary of GSK1265744 Accumulation Assessments following Repaat Dose
Administration in Healthy Subjects {(Part B, Solution) and HIV infected Subjects
{Part C, Tablet formulation)
Plasma (LS Mean Ratio [90% CI]
G8K1265744
PK Parameter Part B Part G
5mg 10myg 26mg d0mg
2238 252 252 25
AUC(0-24) [2.24, 2.53] [2.32,2.73] [223,2.83] [2.27,2.78]
Cmax 1.78 1.86 200 224
[1.64,1.92] [1.71,2.04] [1.78, 2.25] [1.89,2.53]
Cr 258 234 267 262
[2.35, 283 [2.58, 3.13] [2.33, 3.07] [2.35, 2.93]

Following 14-day repeat dose administration of GSK1265744 in healthy subjects, the
mean accumulation ratios for AUC(0-1), Cmax, and Ct were estimated to be 2.38-
2.52, 1.78-2.00, and 2.41-2.63, respectively, across dose levels. GSK1265744
accumulation ratios following administration of GSK 1265744 tablet formulation for
10 days to HIV infected subjects were similar to those determined following 14-days
repeat administration of solution formulation to healthy subjects. Since Day 1
AUC(0-c0} could not be estimated in either Part B or C, time invariance was not
evaluated. However, assuming time invariant PK, the accumulation ratio for AUC(0-
24) should equal 1/(1-6™7), where k is the elimination rate constant and 1 is the dosing
interval. For accumulation ratios of 2.38-2.52 and a dosing interval of 24h, the
elimination rate constant is estimated to be 0.0211-0.0227 h!, and the corresponding
effective half-life is estimated to be 30.5-33h.

GSK1265744 steady state was reached by Day 12 for all doses in Part B.
GSK 1265744 steady state was achieved by Day 7 following repeat administration of
30mg (6x Smg tablets) in HIV infected subjects in Part C.

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




or raltegravir IC50 between Day 1 and Day 11 is reflective of the mutations observed.
In no case was a mutation associated with clinical resistance to raltegravir or
elvitegravir selected in subjects receiving GSK1265744. In addition, none of the
treatment emergent mutations were associated with in vitro resistance to
GSK1265744. Raltegravir IC50s were approximately 10-fold higher than
GSK1265744 1C50s.

Efficacy: Virology and Immunology: There was a statistically significant difference
in plasma HIV-1 RNA (logl0 copies/mL) from baseline to Day 11 for subjects treated
with GSK 1265744 30 mg compared to subjects who received placebo (p<0.001).
Median decrease in plasma HIV-1 RNA from baseline to Day 11 for the GSK.1265744
30 mg group was 2.548 log10 copies/mL compared to 0.273 log10 copies/mL for the
placebo group.

Summary of Plasma HIV-1 RNA Change from Baseline for Part C of ITZ111451
Treatment versus Placebo!

Parameter Treatment Itean iedian Difference P-
(SD} {Range) LS Mean {95% CI) yalue

Plasma HIV-1 GSK1265744 | -2.344 2548 -2.549 -2 865 <001

RNA Change 30mg (0.6491) | (2.97,0.99) (-3.249, -2.480)

from Bassfine (W=8)

to Day 11 Placebo 0232 0273 D315 - -

(Iog (N=3) (0.2247) | (043,001

copiesfmL)

Flasma HIV-1 GSK1266744 | -2449 2727 -2675 -2.852 <0.001

RNA Change 30mg (0.6739) | (297-089) (-2.925, -2779)

from Baseline (N=8)

to Nadir (logr Placebo 0427 0.397 0.177 - ~

copiesimL) (N=3) {0.260D) | (-0.70 -0.18)

1. AMCOVA with ireatment as fixed effiect and baseling HIV-1 RNA as covariate.

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




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

subjects in the placebo group achieved plasma HIV-1 RNA decreases greater than
1.7 log10 copies/mL.

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

21. Safety results

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

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




Summary of All Adverse Events in Part A of [TZ111451
50 §D 80 SD

Adverse Events amg 10mg 2mg | 50mg | Placebo

{N=f) | {N=7) | (N=7) | (N=7] | {N=d)
Any AE, n (%) 1 {14%) 0 3(43%) | & (71%) | 1 (25%}
Application site erythema 0 0 1{14%) | 3 (43%} 0
Injection site discharge 1 (14%) 0 { 0 0
(Gastroenteritis 0 0 1 {14%) 0 0
Upper respiratory fract infection 0 0 1 {14%) 0 0
Arthralgia ] 0 1 {14%) 0 0
Erythema ¢ 0 0 1 (14%) 0
Rash 0 0 0 1 {14%} 0
Ecchymosis 0 0 0 1 (14%) 0
Mouth injury { ] g 1 (14%) 0
Cough 0 ] 0 1 (14%) 0
Nasal congesfion ) 0 Q 1 (14%) 0
Swelling face 0 0 0 0 1 {25%)}
Gingival swelling 0 0 0 0 1 {25%)
Toothache { 0 0 0 1 (25%)

5D Smg=bmg Suspension QD X 1 Day
8D 10mg=10mg Suspension QD X 1 Day
8D 25mg=25mg Suspansion QD X 1 Day

5D 50 mg=50 mg Suspension QD X 1 Day

The most commonly reported AEs during Part B were headache (4 subjects; 13%),
application site erythema at ECG patch sites (4 subjects; 13%), erythema [at an
antecubital site] (2 subjects; 7%), and pain in extremity (2 subjects; 7%). The most
commonly reported drug-related AE during Part B was headache (4 subjects; 13%).




:Summary-of All-Adverse.Events and Drug-Related Adverse Events

inPart'B of 7111451
GSK1265744
. . RD RD RD . Overall
Most Frequent Adverse 5Smyg. Himy 25mg Plzcebo PartB
‘Events {N=8} (N=B} {N=B) {N=fi) (N=30)
Any AE n'{%) 5.{63%) 3 (38%) 2(25%) S0 ] 13id%N
Headache 1{13%) 0 1113%) 2033%) 1 4038
Application site erythema: 2 (250 2 (25%) ) 1] 1 413
Erghema [ 2 {25%) 0 f 2{7%)
_Pain in extremiy 1{13%) 1(13%) 0 1] 2{1%)
_Application sife pruntus 1 {13%5) 0 0 ) 113%)
Faligue 1{13% 0 B 1] 1(3%Y)
Somnolence. 11338 0 1] 0 1(3%%)
'| Rash papular 1{13%) 0 [} 0 T{388):
Exconiaticn 1(13%) 1] 13 1] 1{3%)
Abnormal dreams 1{13%) 0 1] 0 13
‘Cough’ 113 0 1 i 13%)
Respiratory tract congestion| 1 {13%) 1§ 1] 0 T{3%)
Thrombophlebidis- 1(13%) 0 1] ] 1(3%)
Dry mouth 0 0: 1.(13%) 0 1(33%)
Dral muccsal exdcliation -0, 0: 1113%) 0 1{3%)
Ventricular exfrasystoles . 0 -0 1 13%) 1] F(3%)
Streptococcal pharyngifis. 0 0 1-{13%) 1] 1(3%)
Abdemingt discomfort ’ 0 0 0 IEHED) 1.(3%y
‘Sunbum ( 5 1] TEATHY | 13%)
Drug-Related Adverse RD RD RD Placebo | Overail Part
Events Smg 10mg. 25mg N=6) B
] , . _(N=8) (N=8) {N=8) (N=30}
Any Drug-Related AEn 4 {30%) {4 T13%) £(33%) b [20%)
(%) .
Headache 1{1350) 1] 1 (1355} 2033%) [ 40130
Somnclence 1{13%) 0. 0 0 1{3%)
‘Fatigue 1 {135 0 1] (] T (3%
Pain in exiremity 113%) 1] 0 0 1{3%).
_Abnormal dreams 1 {13%) 0 1] 0 1{3%). .
Ventricular extrasystcles 0 [l 1'(13%) 1] 13
Aldominal discomfort: 3 0 ] 0 ] 1y ] 13
RE Simg=5mg Suspension QD X 14 Days "
RD 10mg=1{eng Suspensiin CP X14Days
RB 25my=25mg Suspension CD X 14 Days




subjects.

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

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

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

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

® There was no association between genotypic changes in the integrase enzyme
and changes in GSK 1265744 1C50.

* There was a statistically significant difference in plasma HIV-1 RNA (log10
copies/mL.) from baseline to Day 11 for subjects treated with GSK1265744
30 mg compared to subjects who received placebo (p<0.001).

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

Applicant (registration certificate holder) @\f Cy/\,?_\

(signature)

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

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




3Bir npo kainiyHe BunpoSysanns - 14
Jocaimxenun ID-ITZ111451

1. Hasea mikapcrkoro 3acofy (3a HaABHOCTI - HOMep peecTpauiiHoro
MOCBIAYEHHS)

AIIPETIO[, TaGneTu, BKpHTI nIiBKOBOIO 050:10HKOI, 110 30 Mr

2. 3aABHHK

BiiB Xenckep KOK Jlimiren

3. BupobHuk

BupoGHKITEO HEPO3(ACOBAHOrO POSYKTY, KOHTPOIB AKOCTi FOTOBOTO NPOAYKTY
['makco Onepeiiunc IOK Jlimiten, mo ese nismbHicTs sk Dakco Besuikom Onepeiitunc /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

[Tpaitopi Ctpir, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ

Benuka Bpuranisa

il'[epmmne T2 BIOPHHKE NAKYBAHHS, KOHTPOJIb AIKOCTI TOTOBOI0 MPOAYKTY, BHIYCK
cepii

Asenina ne Exctpemanypa 3, [on. Inn. Annengenyepo, 09400 Apanna ne Tyepo, Byproc /
Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero, Burgos

lcnaHin

4. IlpoeneHi nocnimxeHHs:

v Tak HI, AKUIO Hi, OBIpyHTYiiTe

1) Tun nikapeepkoro 3acofy, 3a AKKUM NPOBOAMIACH a60 NAAHYETHCS
peecTpadis

Ulikapebkiuif 3aci6 3a noBHuM H0CkE (ABTOHOMHE AOCKE), THLIHI Jlikapcekuid 3acif, HoBa
NilOYa PeYOBUHA.

5. [loBHa Ha3Ba KAIHIMHOrO BUIIPOGYBAHHS, KONOBAHHUI HOMED KITIHIYHOrO
BUIIPOOYBAHHS

[lonsiiine ciiine, napanensue, paHaoMisoBane, MIALEG0-KOHTPONLORAHE, OIHOPa30BeE Ta
GaraTopasoee KOCHIMKEHHS 3 NIABULIEHHIM 1034 BNEPIIC HA JIOAAX A5 BHBYCHHS Oeznekwy,
NepeHOCHMOCTI T2 (hapmakokineTHkH npenapaty GSK1265744 y 3M0POBUX JOOPOBOABILB
HOJ0BIYOT Ta 3kiHOUOT cTaTi Ta Ro6poRoMbLIB, iHbikoBanux B, aocnimxenns [TZ111451

6. Paza KiHiYHOTO BUMPOGYBaHHA

aza 1/2a

7. epioi k1iHiYHOTrO BHIIpOGYBanHA

Yactuua A: 3 [13 mororo 2008] - [14 ksitha 2008]
Hactuna B: 3 [25 motoro 2008] — [13 auns 2008)
Uactuna C: 3 [23 sepecus 2008] — [18 aucronana 2008]

8. Kpaiuwu, B aKkux NpoBOAUNIOCS KIIHiUHE BUNPOOYBAHHS

CUIA

9. KinbKiCTb DOCTIKYBAHUX

acTHHA A:
3anaaHoeaHo: 18
Daxtuyxo: 18

JacTuuaa B:
3arutadoBano: 30
DOakTuaHo: 30




Yacruna C:
3arniaHoBado; 11
baxTHyHO: 11

10. Mera Ta BTopHHHI UiNi KIiHIYHOTO BANPOGYBaHHS

Ocnona

¢ Jlocminuth 6e3nexy, nepeHocHMicTs Ta dapmakoxinetuxy npenapaty GSK 1265744
MiC/I5 OAHOPA30BOro Ta GararopasoBoro NepoOPaNTbLHOrO 3aCTOCYBaHHA Y 30POBHX
J00pOBONBILIB.

* Jlocminuti 6e3neky, nepeHocuMicTs, (papmMaKOKiHETHKY, IPOTHBIPYCHY AKTHBHICTE
GSK1265744 npu 10-penHiit monoteparii y BUI-indikosanux gopociux npu
HalBHILIA nepeHocHMIit eKCrIO3UUIT y 310poBHX OCi6.

[Bropnnmi
®  OUIHUTH HAKONIMUYEHHS TA YacoBy iHBapianTHicTs GSK 1265744 Ta ouinuty
AOCATHEHHS CTALlIOHAPHOTO CTAHY MICAS NOBTOPHOTO BBEACHHS.

¢ [ocaiguTy nponopuiiiHicTs 1034 apMaKoKiHeTHIHEX napametpis GSK1265744
NI/ O/IHOPA3OBOro Ta GAraTopa’soBoro BEeICHNS.

*  JlocmiauTH 3anexHicTh «KoHUeHTpauis-edexT» aa Pi3HHX napametpie Gesneky,
AKIIO LE AOPEUHO.

®  OUIHUTH PO3BUTOK BiPYCHOT PE3HCTEHTHOCT] (reHOTHIIMHOT Ta deHoTUNIYHOT)
npoTaroM 10 JHiB Ta KOPEMOBATH 3 BipyCHOIO BIINOBINIIO, IKUIO LEe AOMINBHO.

¢ OQuinuTy iMyHonoriunmii edext GSK 1256744 OpiBHARO 3 U1auebo npu
nepopanbHOMy sacTocysanRi npotarom 10 awis y BIJI-1-indikosauux oci6.

I1. iuzaiin wiinivHOro BunpoSyBaHHs

Lle 6yno noxgiitne cnine, pannomizoane, nIauebo-koHTpoOILOBaHe, NOMBiiiHe cTine,
n1aue6o-KOHTPONBOBAtE JOCTiKeH A (asH | 3 OIHOPa30BHM Ta NOBTOPHHUM 30iNbLIIEHHAM
no3u npenapaty GSK 1265744 y 3spoposux oci6 Ta koropr 3 OTHOPA30BHM NIOBTOPHHM
OLbIenHaM nozu y BUI-1-indikoranux oci6.

CyG'extu Ta Bech nepconan, 3a BHHATKOM dbapmauesTa a6o ynoetoswxeHol 0cobH, Gyin
CIimAMH ij] yac paHxoMisauii cy6'ekris NPOTAroM yChOro JOCHimKeHHA. JIng yacTiH A i B
pocintuubka rpyna GSK ouimiosana nai B pexumi PeabHOrO yacy, NpHHMAalouy pillesHs

11po 30INBIUCHHS 103K, koMaHa Oya HE3aCMIUICHOIO, 06 TOYHO MpoaHaNi3yBaTH JaHi 3




Oesnexw, neperockumocti ta PK micis KOXKHOTO nepiofty nosyeauus. Jlocmiaumipka rpyna
GSK He nosigomnsna [P0 NPU3HAYEHHS JIIKYBaHHA epcoHany abo YYacCHHKAM JOCJHHKEHHT,
Y Yactusi C na 11-it neus NiKyBaHHA cy6'exTiB Gyio PO3CIIILIEHHM, 06 cy6'ekTH, AKi
OTPHMYBAJIK NJ1aLe00, MaTH MOMKITHBICTS BiAMOBHTHCS Big OT.

Pilnenns wono zaminm cyb'exris, sixi nepequacuo NPHUIMHKIH TPHAOM JOCII I3CYBAHOTO
fipenapaty B Oyub-sKiit Koropti, npuiiMaiucs Hocningnkom Ta MenmumHmM crnocTepirayem
GSK B imnuBixyansHoMmy nopanky. [Jusaiu nociimkenns npenctapnemnmii Y HaCTYIHIH
raburi.




GSK1265744 Nnan pocnimxennn FTIH
YacTiHa A: Oawropasoga noza Hactuea C: QD x 10-geHwa
3noposi cy6'ekTi Hactuna B: QD x 14-genna NoBTOpHa Ao3a gns BIN-
NOBTOPHA Jo3a 3A0poEi cy6'ekTy ininoBanux ocié
Tikpens!| Koropra N AkTmenmn flosyea- | Koropra N3 Hosysa- | Koropra N HAoayea-
mmauebo | HHa: (Mr) AKTHBRUI | HHA 2(Mr) AKTUBHUIA| HHS 2(Mr)
nnayebo nnauebo
1 A 712 50
2 8 712 5
3 A 712 10
4 8 7/2 25
5
7
8
9 C 82 5
10
11
12 D 82 10
13
14
15 E 8/2 25
16
17
18
19
20
21 K 6/2 1304

1. Nnanysaniocs, wo NifBULLEHHA 034 BinByBaTUMETLCH TIPOTAIOM HACTYIHUX TWXHIB: OfIHAK KOXHE HACTYNHE
MIABMILEHHR 403U PO3MOYUHANOCA NULLE Nichs Toro, ik 6yno NpoaHanizoaaro nnasmy GSK1265744 PK Ta AaHi 3 beansku
LYOHBAMEHLLE 'STH aKTUBHMX Cyb'ekTia

2. InucTpayin nporHozosanmx £03. 3aNNaHOBaHI F03M MO Oyt aMiHeni, 3amikeni abo ckecoaayi Ha GCHOBI flaHunX
tono PK ra Geanexw, otpumanux y nonepepuix Koroprax. Eckanaui He nepesutysanmi 2-3 Pa3iB, 33 BYHRTKOM BUNaKiE
HEBU3HAYBaHMX KOHLIEHTPaLY nicna nepwiol noav (piexi Aoan Mornu GyTU nponyweH, skujo C24 < 30 Hrfun), oo 100 wr.
Ip npuitom 100 mr abo eruwe NiBNL{EHHA 103N He MEPEsMLLYBarno 2 paiu,

3. Poawip sBipkv mir 6y7v 36inbwesmi cicna BUBYEHHA BaHUX nepiuux 9 ocif.

4. Onrumizosany Tepanin {OT) npu3navani npotsarom 14 ghis, nouuHaiow 3 1 4-10 fina (+ 1 gens)

HacTana A: OxHopasoBa xosa. V uacThmi A nocnigxenus BUBuau OIHOPa30Bi 3poCTaroYi
103k npenapary GSK 126574444, TMpuGnuzuo 18 3ROpOBHX Cyb'eKTiB IuIaHyBanocs
BATYYHTH [0 YYaCTi B JOCIIAKeHH ], BHKOPHCTOBYI04M MOYEProBy NMaHeIb 3 2 koropt (9

cyb'ekrip y koskHik koropTi). V xommiif 3 2 KOrOpT ONHOpa3oBOro npuioMy 7 3 9 cy6'ektin




Oynu pannomizosaui Ha aKTHBHY 103y 1 2 3 9 cyG'ektie 6ynu pangomisosani Ha rmnanedo.
Cy6'extH, pannomMizosasi p rpyty mnatiebo, oTpuMyBanu mnaue6o mix uac ycix npuiiomin
npenapary.

[ IporHososaHi pasosi spocratoui nosu GSK 1265744 CTaHOBHJIM Bi/l NOYATKOBOT 103K 50 Mr
RO MakcHManbHOT 103K 800 mr. Hozu nigsuiyeamm HOCNIIOBHO, 3alleXHO Bl mpogino
Oesnexu Ta dapmakokineTury nonepensix 103. 3pocTaHHA A03M BiAOyBanocs 3
Moudikauismy, wo 6asysanucs Ha (axruyHEX nokashukax PK mogmuu ta HaHUX 3
Gesnexu, oTpumanux y nonepe/Hix koroprax. JaHi womxo Gesneku, nepeHocumocti Ta PK
LoHaHMeHIe m'aTu cy6'exris, ki OTPHMYBanM akTHBRHUH npenapar GSK 1265744 y
TonepeHiit koropti, Gynu ouixeni no 3pocTanus nos3u. Mawi, oTpuMani nicas npuioMy
nepmot 103 (50 Mr), BUABINK BHiL, Hi OYiKYBaHOCS, SKCIIOIMLLT GSK1265744, Tomy
BAITAHOBAHI 103K Gy/H 3MiHeHi, o6 1o3BONTUTH NPUAMATU MEHLI 103M ticns 103K 50 Mr.
Hactynua nosa, axa 6yna BBE/I€HA, CTAHOBHNA 5 MT, moTiM 10 Mr i 25 mr.

Hactuua B: osTopua no3a ann 3nopoux mojeit. KomnonenT mostopHoro spoctatus
nosu (dactuua B) 6ys iminifiosanuii Ha octosj OLUHKH NonepeaHsof Gesnexy, NEPEHOCHMOCTI
Ta npogimo PK npuuaitvui nas HOTHPBOX PiBHiB OJHOPA30BHX 03 Y YacTHHI A. [Tpubnuzuo
30 3n0poBux cy6'exTin nanyeanocs SATYUHTH 3a JONOMOTOK HOCHIZOBHOI naHes] 3 3
Koropt (no 10 cy6'exTis y koxHiii). Koropru cknananucs 3 8 akrusuux / 2 rnauebo.

Hactuna C: IToeropua n03a gus BLJI-1-indikorauux nauicnris. Koropra BIJI-1
iH(ikoBanux (vactuna C) Gyna iniuitioBaka Ha OCHORI OUiHKHM TIonepeHEOT GesnexH,
nepeHocumocTi Ta npodimo PK ang seix PIBHIB OIHOPA30BHX 103 y YacTHHI A Ta Beix piBHIB
MOBTOPHUX 1103 y yacTHHi B. Tnanysanocs sanyuntu ao 12 BIJI-1 1HDIKOBAHKX 0Cif, 1106
OTPUMATH NpubnusHo 8§ oujHioBaHuX cy6'ekTin (6 axTHBHNX / 2 nnane6o) B oauiit KOIOpTi.
3anexkHo Bin yMoB Ha Micni NPOBEAEHHA JoC/TiKeHHs, yacTHHA C MOIfa OyTu nposelieHa B
cTauionapi aGo amGynaropho.

[Ticns 3asepruenHs npuHoMy npenapaty GSK 1265744 NauicHTaM, SKi OTPUMYBaIH
OnTHMi30BaHy Teparnito (OT), NIPH3HAYAIH 3 aKTHBHI aHTUPETPOBIpYCHi npenapary, 1o
MPOAAIOTECAE HA PUHKY, IPOTArOM ioHaitMeHie 14 nuip, Ha 11-i AEHB JIIKYBaHHA He OYJI0
CITINHM, MOG y4acHHUKH, AKi OTpHMYBaNy miale6o, Mau MOXTUBICTL BiAMOBHTHCS Big OT.

12. OcHoeHi xpuTepii BrMOYeHHS

Hacmunu A4 i B: 3n0posi ocobu 40nositoi Ta sxiHowol cTari BIKoM Bix 18 g0 55 pokis, 3
Macoto Tina 250 kr (110 dynrie) 1s yonosikis Ta 245 xr (99 dyHriB) mng xinok Ta
iHfekcom Mack Tina ( BMI) B Mexax 18,5-31,0 xr/M2 (BKmroyHO).

Yacimuna C: Tinbku BUl-indikosana xoropra: Kinekicte CD4+ kmitia > 200 wriTa/mm3




ra PHK BUI-1 y mnazmi kposi = 5000 xomiii/mn, BIACYTHICTH NOTOYHOT aHTHPETPOBIpYCHOT
Tepartii Ta BIACYTHICTb aHTHPETPOBIpyCHOT Tepanii npoTarom 12 TrxHis, Wo nepeaypany
MPUHOMY NepIIof 103M, @ TAKOXK afeKBATH BapiaHTH JIKYBaHHA JUlA O6YI0BH
BHCOKOAKTHBHOI aHTUPETPOBipycHol Tepanii ( HAART), mo Brmouae monaiiMenme 3
AKTHBHI AHTHPETPOBIPYCHI NpeNapaTth /IS NOAATBIIOre JKYBaHHs, Ha MIICTABi OLiHKY Ta
BroJu NOCHIAHHKA Ta MEAHMHOrO MOHiTopa GSK.

10 pHiB

13. MocnimxyBannit nikapesxuit 3aci6, crnocit 3aCTOCYBaHHA, CHIA Ail NMikapcbkuin fosaldopmalenocit YactotalTpueanicts Homep cepii
3acib 3aCTOCYBaHHA
GSK1265744 5, 10, 25, 50 mif cycnenais/ OpHopasosa go3a 071146685
NepopanbHo MNosropri foan, QD, npotaram
9, 10, 25 mrf cycrienais/ 14 pHig
lepopansHo
GSK1265744 6 x 5 mr / TabneTka / nepopansHo MosTopHi goau, QD, npotsirom 081161578
10 nHis
14. [Ipenapar nopisHAHHA, 2032, COCIO 3aCTOCYBaHHAS, CHta miT NikapeoKuit Lozalhopmalcrocits Yactorta/Tpusanicts Howmep cepii
aacio 33CTOCYBaHHA
Mnauebo 5,10, 25, 50 mr/ cycnenaisy OnHopasosa foaa 071147501
nepoparkHo MosTopHi goau, QD, npoTarom
5, 10, 25 mr/cycnenais/ nepopansHo | 14 gris
Mnauebo 6 x 5 mr { TabneTka / nepopansHo MosTopHi goau, QD, npoTsirom 081169258

15. CynyrHs Tepanis

losBonexi npemaparu: AueramiHoden y nozax <2 rpamis, Ha 106y, 6yB no3sonequit. [Hwi
CYITyTHI [IPENAapaTH MOXYTh PO3IIIAATHCS B IHIMBigyansHOMY nopsaaky MeauuHHm
moHiTopoM GSK.

16. Kpurepii ouinku edexrupHocTi

Iepeuyni:

* (apmaxokineTnuni napamerpu GSK 1265744 nticns NpHHOMY OIHOPA30BOI JO3M:
MIOLA Mif KPHBOIO KOHUEHTpALT B [u1asmi (AUC(0-0), AUC(0-1)), Maxcumanbha
KOHLIEHTpALlif, [0 CTIOCTEePiracThes (Cmax), 4ac 1o MaxcHMAnbHOT KOHLIEHTpallii,
IO CNocTepiraeTees (tmax), KoHUEeHTpaLLig, o crocrepiraerscs yepes 24 roguHu
micns npuitomy nosu (C24), kinuesuii nepion HAMIBBUBEIEHHS (t1/2) Ta micns
NOBTOpHOro npuHoMy: AUC(0-1), koHueHTpauis B kinui inTepBaiy nozyeanus (Ct),
Cmax, MiHiManbHa CriocTepexypana koHueHrpauis (Cmin), tmax, t1/2 Ha 14-# pens
(3moposi cyG'extt) abo 10-# neun (BUT-indixoBani cy6'exru) Ta y BUI-indikosanmx
cy6'exTiB.




® 3MiHa PiBHA pUOOHYKIIETHOBOT KHCTOTH (PHK) BUI-1 y mnasmi kpoei #a 11-it nens
MOPiBHAHO 3 [I0YATKOBHM piBHEM.

Bropunni:

* AUC(0-7) GSK 1265744 ua 14-it nens nopisaaHo 3 AUC(0-24) na 1-it gens g
OLUHKH KoedillienTa HAKONUYeHHS (R) Ta AUC(0-1) GSK 1265744 na 14-ii AeHb
nopisHsaHo 3 AUC(0-0) Ha 1-H genp JnA OUIHKH YacoBoi iHBapiaHTHOCT nics
noBTOpHOIO BBEAEeHHA GSK 1265744,

» Konuenrpauif pankosot gozu (Cr) Ha 2-13-3 geun 4 ouiHKH K0CATHEHS
crauionapHoro crany GSK 1265744 micna IOBTOPHOT'O BBEAEHHA Y 300pPOBHX
cyb'extie, napamerpn PK GSK1265744: AUC(0-0), AUC(0-t), Cmax 1a C24
(koHueHTpauis Jepes 24 roguuu ficns NMPUAOMY 03H) NICAS OHOPA30BOro
nputioMy Ta AUC(0-1), Ct, Cmin Ta Cmax micns NOBTOPHOTO PHHOMY Pi3HHX 103
AN OUIHKY MPOTTOPUIHHOCTI 103K,

¢ 3wmina PHK BUI-1 y nnasmi xposi sin eaxigoro piBHA y koropri BIJI, 3Mina PHK
BUI-1 y nnasmi kposi Bix BuxigHoro PiBHA IO HAMMPY (MakcuManbaa 3MiHa) ¥
koropti BUI, msHakicts 3HMwkerHs (naxwr) PHK BUI-1 y nnasmi kposi npoTsrom 11
AHiB y koropti BUJI, a Takox oujuxa PO3BHTKY reHOTUNOBOY PE3UCTEHTHACTI Bipycy,
3a HeoOxiaHoCTI, ¥ koropti BIJIL.

17. Kputepii ontinku Gesinexu

[MepsrnuMME KiHUeBHMH ToMKaMu Gezrexu IBOTO JIOCA | KeHHs Gyiii napaMeTpy Gesnexu
npenapary GSK 1265744, nobiuni peaxuii (I1P), abcomoTHi 3HAUEHHS Ta 3MiHK 3 yacoM
MOKa3HKKIB reMaToNorii, KniHiYHoT XiMil, CeHOBHITYCKAHHS, SKHTTERBO BaAUIMBUX MOKA3HUKIE
(apTepiansaoro Tucky (BT) Ta uacrotu cepuesux CKOpPOY€Hb), IHTEePBaiB
enexTpokapuiorpamu (EKI), purmy EKI Ta TeJIEMeTpil.

18. Cratucthusi Metonu

st cyb'excria y koskHiit rpyrni akTHEHOMO RiKyBaHHA GyNy BU3HAuEH] HACTYNHI
(papmaxokiHeTHYHI (1ApaMETPH Ha OCHOBI JAHHX NP0 KOHLIEHTPALIIo-uac Y mnasMi Kpoei s
GSK 1265744,

HacTtuHalneHs Po3paxosano napamerpu nnasmn GSK1265744 PK
HactuHa A AUC(0-20), AUC(0-t), Cmax, tmax, Ct, C24. t1/2, tlag ta CLIF
Hactuqa Bilens 1 AUC(0-t), AUC(0-24), Cmax, tmax, C24, t1/2, tlag, Ta CLF
HactuHa Clnens 1

HacTuna Biflens 14 AUC(0-1}, C1, Cmax, Cmin, tmax, tmag, 11/2, va CUF
Mactura Cloers 10

IponopuikuicTs go3n: Yactuna A ta YacTua B: HosoBa nponopuiiinicts napamerpis PK




GSK 1265744 ouintopanacs ricns BecaeHHs onuopaszosoi nozu (AUC(0-t), AUC(0-o0),
AUC(0-24), Cmax i C24) i noBTOpHOro BRENEHHS (AUC(0-1) Cmax, Cti Cmin) 3
BHKOPMCTAHHAM MOJEJI MOTYXHOCTL. Mogens notysxHocti Oyna nigireana 3a Metonom
05Me:KeHOT MAKCUMATEHOT NIPaBAOTIOAIOHOCT] (REML) 2a monomororo SAS Proc Mixed. Jnst
HacTduu A nocaimxenns ax MEePEXOTUICHHS, TaK i HAXM/ cnouaTky Oymu miairdaudi sk
BHMAAKOBI eextu. Jlna Yacturn B zocmimxenHs PO3rafanacs SHILE MOAEND MOTYKHOCT] 3
(pixcopaHumMu ederTamu. Cepeaiit naxun Gyno owileHo 33 TOMOMOro0 CTEMECHEBOT Moaeni
T po3paxoBaHo BiAnosinHui 90% nosipuuit inTepsan. Buytpimusorpynosi CV%,
PO3paX0BaHi 32 IONIOMOrOI0 MOJIEN], IPECTABNeH] B Tabnuui.

Anais xoedimienra naxonuuensn: Yactuna Bi C: Bapiauiiiuuit ananis (ANOVA) 3
BHIIAJIKOBHM e(eKTOM 115 ¢yG'exTa Ta BiKCOBAHHM €eKTOM IUIs AHS MPOBOIMITM 33 0300
Ha 0cHOBI norapudmiuno TpancdopMopanoi AUC. Hene y Mogeni posrnsnaecs sk sminHa
inacy. Koediuient nakonuuenns GSK 1265744 omimiopans wuisgxon pO3paxyHKy
BIIHOLIEHHS CCPENHIX F€OMETPHIHUX 3HAYESHD HATIMEHIIIHX kBajaparis (GLS) napamerpis PK
Ha [4-if nenn yacturu B a6o na 10-ii eup yacTauu C 710 napaMetpie Ha |-} AeHE Ta
BianosiaHoro 90% CI mis KoxHOT H03H.

laBapianThicrs uacy: Yactuna BiC: Bapiauiituuit anania ANOVA 2 ymosamu s
cy6'exTa Ak BUNASKOROTO eekTy Ta pus AK dixcoranoro eexry npooanny 3a 103010 Ha
norapudmiuHo Tpavedopmosany AUC, Heur y Mopeni posrasinases gk sminna Kfacy.
(acosy inBapianTHicTs GSK1265744 owiHioBany wisxom PO3paxyHKy BiAHOLICHHA
cepeanboro snavenns GLS AUC(0-t) ua 14-i nens yactunu B a6o ua 10-ii IeHk yacTHHu C
10 AUC(0-o0) Ha 1-# iiens Ta Bianoeignoro 90% CI Ana koxHOT fo3H. AUC(0-00) na 1-i
JICHb posriafanacs sk pedepentra haza B ananizi, a AUC(0-7) Ha 14-#i abo 10-it neus - ax
TecToBa (aza.

Ouinka crifixoro cramy: Yacruna B i C: 3nauenns Ct mnasmu GSK1265744 nepen
103010, OTpuMaHi Ha 10-14-i geus yactunu B a6o na 7-11-i nens yacruuu C JOCTIBKEHHS,
Oynu nobynosaui B 3anesxHOCTI Big NiKyBaHHS (NO3H) 110 JHIX. Bapianiiauii ananiz
ANOVA 3 ymoBaMu 14 cy6'exTa K BUNAIKOBOrO eekry i IHa AK dikcoaHoro edexTy
TIPOBOIMITH 32 NO30I0 Ha nor-TpaHcdopmosatomy Ct. JleHs posranapes sk 6esnepepeua
BMiHHa B Mozieni. Jlocardenns pisHOBaxkHOrO cTany GSK 1265744 ¥ nnazMi Kposi
OII{HIOBAITH LLIAXOM Bi3yalIbHOTO OrAAy rpagikis i po3paxyHKY TOMKOBOT OLIHKH T2 90% CI
HaXHJTy JiHIAHOT perpecii 3 10-ro no 14-if zens yactuuy B a6o = 7-ro no 11-it geHs yacTHHH
C Bia nonepenrsol 103u CT NOPIBHAHO 3 KOKHHM JHEM ¥ KOxcHiM rpyni no3. J{ns toro, mo6

CTBE BATH, INO CTALIOHAPHHI CTaH NOCATHYTO, OLIHKA HAXHIT KOHUEHTpaLlT nepen
KY P p




103010 Oyna 61u3BKO0 40 Hyns, a 90% CI mng owinkm HaXIUTy BKIOYAB HYIIb,

DapmaxoremerHunuii, Bipycamii FeHOTHNYBAHHA Ta enoTunopnii ananis. BipycHi
reHOTHI4HI/GeHoTHIIuHI tani Gynu nepepaxoBaHi Ta HamaKi OMHCOBI pesioMe.

ARanisH epextnBHOCTI. [TepBUHHUM aHanmizoM edektHBHOCTI 6yna smina PHK BIJI-1 y
[U1a3Mi kpoRi Bijt NOYaTKOBOrO pigks 110 11-ro s JIKYBaHHA, Ky MiNCYMOBYBamH 3a
pe3yNbTaraMu Jikysannst. 3uMina pisug PHK BUI-1 y nnasmi KPOEI BiJ| ITOYATKOBOrO piBHA
110 11-ro AHA NOPIBHIOBANACK MK AKTHBHHM nikypaHHAM i mnaueBo 3a TONOMOrowo
KoBapiauiiiHoro ananisy (ANCOVA), npu UBOMY JIIKYBaHHS POSIMISAANOCH SIK (hiKCOBAHMIL
edexr, a nouatkorui pisens PHK BIJI-| ¥ TutasMi KpoBi - Sk KosapiauiiHa 3miHya.
Haseneno Binnosiaui Toukori oLinku Ta AsocToporHi 95% CI pisHuug i p-3HayeHHS.

BropunHuii ananis epexrusrocTi nonsaras y smini PHK BIJI-] ¥ [1a3Mi KpOBi NOPIBHAHO 3
BUXI/IHHM PiBHEM, AKHH PO3PaXOBYBATH IS KOKHOTO MaLli€HTa Mifl 4ac KOXHOro
NocT6a30BOro Bi3UTY, AKWO Aani He Gynu nporymedi. 3mina PHK BIJI-1 y nnaswmi xposi sin
BHXIIHOrO PiBHA 10 HAmHPY (MaKCHMANLHOT 3MIHH) Ha GoHi NikyaHHs (Mik 1-14-M tHeM)
PO3paxOByBanacs AN KOXKHOIO CY6'ekTa Ta NiICYMOBYBAsNacs 3a Pe3yIbTaTamMy STy BaHHA.
3Miya pieng PHK BIJI-1 y nnasmi kpoei Bin nouatkoBoro PiBHA 10 HAOHPY HA [0YATKY
ITiKYBaHHS OPIBHIOBAIACH MK AKTHBHHMM JIKYBaHHsM i nnauebo 3a JOHOMOrow
BapiaTHsHoro axanisy ANCOVA, npu UBOMY JIIKYBAHHSA posrisganoca ax dikcosanuii
edexT, a nouartkosuii pirens PHK BIJI-1 Y IWI1a3Mi KpoBi - K KOBapiaTHBHA 3MiHHA.
Hagenero siznosinui rouxosi Ta 2-cToporui 95% CI owinku eigMiHHOCTe Ta p-3Ha4YEHHA 3a
t-TecToM.

3mina PHK BIJI-1 y nnasmi kposi nopiBHAHO 3 MOYATKOBHM piBheM MDK 1-m Ta 11-M AHAMH
iTikyBaHi Gyna BlMCaHa B JTiHIMHY MOZENb 31 3MIlIAHKUMH edleKTaMHu, fie OYaTKoBHil piBeHb
PHK BLJI-1 y nna3smi kposi Ta sens Gynu Brimcani sk ikcosani edexrH, a cyb'ext - K
BUnakoBmH edert. JIns KOKHOrO MeTOAY JTiKyBaHHS Oyno po3paxoBaHo cepenHio
WBHAKICTE 3HHXKEHHs (TOOTO HAXMN AHA) 3 BixnoRixHUM 90% CL.

Hacrka nauientis 3 PHK BUI-1 y nnasmi kposi <50 xomiii/mr Ta qactka naLieHTIB 3i 3MiHOO
PHK BUI-1 y mnasmi kposi six nouatkosoro pisus >1,7 log10 xoniit/mn 6ynu nigcymosai
3a JTIKYBHHIM T4 Bi3UTAMH.

Jlani npo miarpynu JiiMouKTIB (3aransHa KiTbKICTh AiMQOIMTIB, BIICOTOK, kilbkicts CD4+
wiiteh | CD8+ xnitiH) 6ynu nepepaxopani 3a JIKYBaHHAM, CY0'EKTOM i BI3UTOM, a TaKox




NifACYMOBaHi 3a JIiyBaHHAM 1 BI3MTOM pa3oM 3i 3MiHaMu Bif BUXimHOTO piBuA.

19. Jlemorpacgiuni noxasHUKH KOCimKyBasol IOMynALii (cTaTs, Bik, paca
TOIIIO)

Peatome gemorpagiunx xapakrepucTuk ans Yactunu A ans 172111451

HemorpadiuHi gaHi 8D Sumr | SD 10mr | SD 25mr | SD 50mr | IMnaueBo | 3aranom
(N=7) (N=T) (N=7) {N=7) {N=4) (N=18)
Bik (poxig), Megiata (MiH, Makc) 25,0(19,40{ 42,0 (18; | 25,0{19, ] 420 26.0 28,0
) 54) 40) (18,54) { (22,29) | (1854)
Crartb, n (%)
HiHoua 0 2(28%) 0 2(20%) 0 2(11%)
Yonogiku: 7(100%) | 5(71%) |7(100%) | 5(71%) | 4 (100%) |16 (89%)
BMI (kr/m2), megiana { Min, Maxc) 23,60 23,09 23,80 2309 |2520(22.8;| 2361
(21,3; (21,8, {21,3, (21,6, 219y (21,3, 28
28,7) 28,2) 28,7) 28,2) 7
3pict (eM) MegiaHa (MiH, make) 179,00 | 174,00 | 17900 | 174,00 179.00 | 177,50
(176,0; | (164,0, | (176,0, | (164,0, (176.0, | (164,0;
192,0) | 179,0) | 1920) | 179,0) 183.0) 1920)
Bara (xr), MefiiaHa (MiH. Makc) 7830 69,90 78,30 6990 (82,75 (70,7;[7675 (645,
(67,9, {64,5; (67.9, (64,5, 88,7) 101,2)
101,2) 81,4) 1012) 81.4)
ETHiiHa npuHanexHicTs, n (%)
lenarcsKoro Yu 0 0 0 0 0 0
NaTMHOAMEPUKEHCHKOTO MOXOMKEHHS:
He icnaHckkoro um 7(100%) | 7 (100%) | 7 (100%) | 7 (100%) | 4 (100%) {18 {100%)
TTATUHOAMEPUKAHCEKOTO NOXOMEHHS:
Paca, n (%)
Adpo- 1(14%) 0 1(14%) 0 1(25%) | 2(11%)
AMEPUKHCLKOro/a(pUKaHCLKOro
TOXOIHEHHS
Asiatcske- MiBaeHRO-CxigHe Asiiicbxe 0 1(14%) 0 1(14%) 0 1(6%)
NOXO/DKEHHS
Binowwkipi - 6 (86%) | 6(86%) | 6(86%) | 6(86%) | 3(75%) |15(83%)
Binowkipi/€aponeficexoro
MOXOKEHHS

5D 5mr=5mr cycnensia QD X 1 petb

SD 10mr=10mr cycnensis QD X 1 geHb
SD 25mr=25mr cycnensisn QD X 1 geub
SD 50mr=50mr Cycnenaiss QD X 1 pensb

Pe3stome gemorpachivHux xapakTepucTuK [itsi 4acTuii B (3noposi cy6'extu) ans 112111451




o

femorpachivni pai GSK1265744|GSK1265744|GSK1265744] Mnayebo | 3aranom

RD 5mr 10Mr 25mr {N=6) [YactuHa B

(N=8) (N=8) {N=8) (N=30)

Bik (poxis). Megiana (miH, 280 255 25,0 280 255
Maxkc) (21,48) (19,46) {21,38) (19,43) (19,48) |
Cratb, n (%)
XiHova: 1{13%) 0 0 0 1(3%)
Yonosiya: 7(88%) 8(100%) 8(100%) 6(100%) | 29(37%)
BMI (kr/M2), megiana ( Min, 23,65 23,32 23,83 24,10 23,97
Makc) (19.9,29.1) | (20,5,28,3) | (21,5,269) | (228 286 (19,9, 29,1)

3pict (cM) Meaiana (Min, marc)) 177,50 182,50 175,50 178,00 177,50
(1686,0, 182 0)((166,0; 1890)|  [171,0. (170,0; 1830)] (166,0,
1920) 1920)
‘ Bara (kr), megiana (MiH. makc) 75,85 71,65 75,45 77,35 75,50
| (63,5, 93,3) | (61,0, 97.8) | (65,9, 98,6) | (71.7, 91,6) | (61,0, 98,6)
} ETHIYHa npuHanexHicTs, n
%)

IcnaHcskoro um 1{13%) 0 0 1(17%) 2(7%)
NaTUHOAMEPUKAHCHKOTO
MOXOEKEHHS:

He icnancukoro uu 7(88%) 8(100%) 8(100%) 5(83%) 28(93%)
NaTUHOEGMEPUKAHGCHKOIO
MOXOLKEHHS:
Paca, n (%)

Adbpo- 0 2(25%) 3(38%) 0 5(17%)
aMepuKarchbkoro/adpukaHcsK
Q00 NOXOAKEHHS

BinowkipifeBponeiickkoro 7(88%) 6(75%) 5{63%) 6(100%) | 24(80%)
MOXOMKEHHS
3Milana paca 1(13%) 0 0 0 1(3%)

RD Smr=5mr cycnenaia QD X 14 peHb
RD 10mr=10mr cycriensin QD X 14 gens
RD 25mr=25mr Cycnenais QD X14 fles

Pe3iome aeMorpachiyHmx XapaktepucTuk Ana yactutu C (BIfl-indikobati cy6'extn) ana
ITZ111451




Nemorpadivni aaki GSK1265744 3aranom
30 Mr Mnayebo YactuHa C
(n=8) {(N=3) (N=11)
Bik (pokis), mepiaHa (Mis, makc) 4.5 48,0 42,0
(27, 51) (30:49) (27, 51)
Crartb, n (%)
HKinku: 0 0 0
Yonosiku: 8 (100%) 3(100%) 11 (100%)
BMI (kr/m2), mepiana ( Min, Makc) 25,83 28,43 26,36
(23,7, 29.4) (26,4, 30,7) (23,7, 30,7)
3picT (cm) Mepiana (MiH. makc) 176,00 180,00 177,00
(161,0, 185,0) (173,0, 185,0} (161,0, 185,0)
Bara (xr), mepiana (MiH. makc) 80,15 97,30 82,30
(75,0, 92.1) (78,9, 99,5) (75,0, 99,5)
ETHIyHa npuHanexHicts, n (%)
Icnanchbkoro yu 3 (38%) 0 3 (27%)
NaTHHOAMEPHKAHCLKOrO NOXOMKEHHS:
He icnanomoBHi 4u natuHoamepukanL 5 (63%) 3(100%) 8 (73%)
Paca, n (%)
Adhpo- 0 0 0
aMepUKaHCLKOro/adipUKAHCHLKOMo
MOXOKEHHS
BinoLLKipi/eBPONEHCHKOG NOXOMKEHHS 8 (100%) 3(100%) 11 (100%)
3wiwaHa paca 0 0 0

20. Pesynbratu edexTHBHOCTI

Papmaxokinernka: [Tapamerpy r1asmosoi kouuenTpauii GSK 1265744 nicna
0AHOPa30BOro Ta faraTopa3oBOro BBEAESHH HABEAEH! B TAGMHIAX HIDKYE. [lepion,
HAMBPO3NAIY [T YACTHHH A He OLiHIOBAJTH.




Pe3stome okpeMux chapMaroKiHeTHIHIX napaMeTpis nnasmu GSK1265744 nicns BBegeHHs OAHOPa30BOT
no3u (4acTuHa A. Pozuun)
NixysaHHs AUC(0-) Cmax C24{myr/mn) trax? CE8 (mkrimn)
{mer. rop/mn) {mirvn) (ron)
omr 26,6 1,15 042 0,50 0,16
{n=7) [23.4, 30,1] 10,99, 1,33] [0.37, 0.48] (0.50-1.00) [3,13,0,18]
{14) {16) {13) {18)
10 mr o7 215 0,83 1,00 0,32
(n=7) [424, 83,0] [1,84, 2,51] {068, 1,02] (0.50-1.50) 10,23, 0,45]
(22) {17) {22) (38)
25 mr 117 438 1,93 1,50 0,74
(n=7) [104 132] [3.594, 5,41} [1,67,2,23] (0,50-3,00) [0,61,0,90]
(13) (23) {16) (21)
50 mr 231 8,57 3,82 1,50 1,48
(n=7) [170 313 [6,89, 10,7) [2,81,5,18] (0,50-3,00) (0,94, 2,35]
(34) (24) {34) (53)
1. CepegHe reometpuyHe
2. [95%CI] (CVb%)
3. Mepjana (gianason)
4. Knacr cracs vepes 72 rofvHu nicns 4oau ANA XBOpHX Cy6'ekTiB Mpy BCIX fo3ax
Peatome BuBpaHux apmakokiHeTuyHmx napameTpis nnaimu GSK1265744 ua 14-i feHb nichs
BBE/ICHHA NOBTOPHOI 403K 300POBNM CY6'ekTam (YacTuHa B, Posuun)i
Nikysanns | AUC(0-24) Cmax Cr{mkrfmn) Cmin tmax? Koediuienr
(MiT. rog/mm) | (mxr/man) {Mxkr/mm) fron) HAKOTMYEHHS
(AUC)3
5wmr 32,5 2,08 1,06 0,99 0,63 2,38
(n=8) [286,37,0] | [1.78,242] | (0.90,1.25] [0,83,1,18] | (0,25-1,50) [221,257]
(16} (19) (20) (21) (9)
10 mr 692 4,29 239 2,04 0,88 252
{n=8) (99,6, 80,3] | [3,80,4,84] | [1,98.288] [1,71,2,45] | (0.50-1.50) [228,278)
(18) (15) (23} (22) (12)
25 Mr 160 947 540 5,22 125 2,51
{n=8) [136.188] | [8,12,11,1] | [4,51,647] (4,36.6,24] | (0.50-4 00) [2.17,2 92]
(20) (19) (22) (22) {18)
1. CepenHe reomeTpuqHe
2. [95%Cl{CVb%)
3. Mepiana {gianason)
4. KoediufeHt HakonmsenHs = 14-i nexb AUC(0-24)/1-ii gexts AUC(0-24)




Pe3tome oxpemux capmakokiHeTMyHIX napameTpis nnasmu GSK1265744 nicna OJHOPA30BOIO Ta
bararopasoBoro BBefieHHA BINl-indixosanum naufenram {4acTiHa C. dopma Bunycky Tabnerok)1

TNMikysanua | AUC{0-24) Cmax C24 tmax! Cmin t1/2 Hakonuvexns
fenb_ |(Mkr. roafmn)|  (mkrimn) {Mkrimm) {ron) | (Mxrimn) (rog) Koedy
AeHb 1 41,5 2,84 1,25 1,50 — — —
(n=8) [31,2,95,0] | [2,18,3,70) | [0.91,172] | {1,00-
(35) (32) (39) 3,00)
Jens 10 104 6,37 3,28 2,50 2,85 N5 2,51
(n=8) 82,9, 131] | [5,26,7,72] | [2.46, 4,38] (1,00- | [2.15.3.78] | [26,3, 37,7] [2.21.2.86]
(28) (23) (36) 4,00) (35) (22) (15)

1. cepeHe reomeTpike anadeHHs [95%CIJ(CVb%)

2. Meniana (nianason)

3. Koediuient Haxonmuerts = 104 nens AUC0-24)1-# newb AUC(0-24)
P

e3rome nponopuiitocTi foan GSK1265744 y CTauioHapHoMY cTani mapamerpie PK nicna ofHopazoBoro
T2 6araTopa3oBoro BBefeHHA (YacTuHy A Ta B. Po34uH)
Mnazma GSK1265744 PK Haxun
Mapamerp [90% CI
8D, YactinHa A! eHb 1 Ana yactuam B! | [lens 14 nns yacTuny B2
0,926 0,954 0,986
AUC(0-1) ao AUC(0-1 [0.885,0. 968] [0.898.1. 010] [0.892,1. 080]
Cmax 0,847 0,864 0,938
{0.801,0. 894} [0,795. 0,932] [0.847 1. 030]
0,944 0,989 1.006
C24 abo Cr [0.901,0. 988] (0,932, 1,046] 10,892, 1,120]
. 1,033
Canin A HA [0.823.1. 143]

1. AUC(0-t) 1a C24
2, AUC{0-tau) 7a Ctau

Excriosuuis GSK 1265744 PK 36insiuysanacs MeHw Hbx IPONOPUIAHO JI0 IO3H nicns
IpHHEOMY 0AHOPa30BOT 103K (Bix 5 A0 50 Mr) y uacTuni A Ta 30UIBLIYBaNacs npoNOpUiiHO 10
[T03H TIiC/1A NpHOMyY IIOBTOPHOT 103u (Bif 5 10 25 MT) y 4acTHHI B.

Kounentpauii GSK1265744 y nnasmi nocaramu CTalliOHAPHOrO CTaHy yepes 12 aniB
[MOBTOPHOr¢ BBeneHHs. KoedilieHT HakonuueHHs Ha occHogi AUC(0-7) xonusascs Big 2,38
10 2,52 sanexuo Bin piens nosu. IMpunyckaroun, mo PK He aMiHIOETCS B yaci, edeKTHBHHUIH
(lepiox HamiBBHBEAEHHA OLiHIOETECH B 30,5-33 romuHy.




Pestome ouinku kymynsufii GSK1265744 nicas NOBTOPHOro BBEAEHHA 1103 Y 340pOBHX
cy6'ektiB (yacritha B. Posuuh) Ta BIN-iHchikoBanux cy6'ekTin (yacTuua C. Cxnap Tabnetok)
Mnaama CepepniHe cniBBigHOWeHHA GLS
GSK1265744 PK
Mapametp YactuHa B Yactuha C
Smr 10 mMr 25 mr 30 mr
2,38 2,52 2,52 251
AUCO-24) | oot 253 232, 2.73) 2,23, 2.83] [2.27,2.78]
Cimax 1,78 1,86 2,00 2,24
: [1,64 1,92 [1,71,2,04] [1,78, 2,25] [1,99, 2,53]
Cr 2,58 284 2,67 2,62
(2,35, 2,83 [258,3.13) [2,33, 3,07] (2,35, 2,93]

[Tica 14-nennoro peenenus MOBTOpHAX 103 GSK 1265744 3710poBum noBposonbLsam cepelHi
KoediLiEHTH HAKOIIHYeHH s AN AUC(0-1), Cmax i Ct cTanoRHmy 2,3 8-2,52,1,78-2,0012,41-
2,63, BianoBinno, 3aIeKHO Big piBHs 1o3u. Koediuientu nakonnuenns GSK 1265744 nicag
BBE/IeHHS Tabneroranoi dopmu GSK 1265744 nporarom 10 auis BIT-indikopanum
cyb'exram Oyiin noniGHuMM 1o THX, o 6yJH BU3HaueHi micnsg 14-gentoro [OBTOPHOro
BBEICHHA PO3YUHY 3M0POBUM cy6'extam. Ockinbku AUC(0-00) Ha 1-ii neHs He MoxHa 6yno
OLIHMTH Hi B HacTHHi B, Hi B qacTuHi C, HacoBy [HBapiaHTHICTh He OLIHIOBAIH. Onuak, gxio
MpUMYCTHTH, o PK Hesmilna B uac, KoeiLieHT HAKOMMYEHHS s AUC(0-24) nosunen
nopieHioBaty 1/(1-e*), ne k - koncTanTa UTBUAKOCTI eAiMiHawii, a - inTepaan mMbk
LO3YBaHHAMM. [N koediuienTis Hakommuenns 2,3 8-2,52 Ta iHTepBany nosyeanns 24
FOMMHHK KOHCTAHTA IBHAKOCTI eAiMiHaIii cTanopuTs 0,021 1-0,0227 rop-1, a Binmosigumii
edexTurHHiT Nepion HamiBBUBERCHHS - 30,5-33 rogunu.

Crauionapuuii cran GSK 1265744 nocsrascs na 12-ii AeHb ans BCiX 103 ¥ yacTHHi B.
Crauionapuuii cran GSK 1265744 pocarases a 7-i JeHb NICAS MOBTOPHOro BBeNeHHs 30 Mr
(6x 5 mr) y BUI-ingikoeanux cyb'ekrie y yacthHi C.

Bipycue renorunyeanus Ta penoTunysaunns: licts 311 cy0'ekTiR Mak reHoTHN i
beHoTun, noctynHi sk wa 1-if, Tak i ua 11-i neHb. Xo4a BiAMIHHOCTI Mix reHoTHnamu 1-ro
ta | 1-ro oHa cocTepiranncs Y HOTHPBOX 3 1UECTH CYD'eKTiB, Bapiauin GeHoTHIy Gyna
Hanpouyn mManolo. BiacyTricts cyTresoro 36inbmenns GSK 1265744 abo panterpasipy IC50
Iy nepioa 3 1-ro no 11-if neus cBigunTs TIpO HAABHICTL MyTauiit. V sxomHOMY BHIIAAKY He
Byno BuaBneHO MyTauif, noB's3anof 3 KiiniuHO© PE3HCTEHTHICTIO 10 panTerpagipy abo




eJBiTErpaBipy, y IaujenTis, axi oTpumysans GSK 1265744, Kpim Toro, xoznHa 3 myTaniii,
IO BHHUKIIK B Pe3yNIbTaTi J1iKyBaHHd, He 6y/1a NOE'A3aHa 3 PE3HCTEHTHICTIO in vitro ao
GSK1265744. IC50 panrerparipy Gyna npubausno B 10 pasie Bumoto, Hisk ICS0
GSK1265744.

Edexrnpuicts: Bipyconoris Ta imymonoris: Crnocrepiranacs craTHCTUMHO 3HavyIna
pizuua y pieri PHK BIJI-1 y nnasmi kposi (logl 0 koniit/m) Bix BuXinHOrO pisHa 1o [1-ro
IH51 Y (TaLliEHTIB, gxi otpumysann GSK1265744 30 M, TIOPIBHAHO 3 NALIICHTAMH, fKi
OTpuMyBaiH mauebo (p<0,001). Cepenne 3umxenns PHK BUI-1 Y Tu1a3Mi Kposi Bif
No4aTkoBoro pieksg no 11-ro aua y rpymi GSK 1265744 30 Mr cTanosumo 2,548 logl0
KOMIi#/MI1 nopisrAHo 3 0,273 log10 konik/mn Y rpymi nmnane6o.

3eefaeHa iHdopmayis npo aMivu PHK BINT-1 Y Nna3mi KpoBi NopiBHAKO 3 NOYATKOBMM pieHem ans
4acTuHu C ITZ111451
NikyBaHHA NopiBHAHO 3 nnaye6o1
. Cepene Cepenne
ftapaveTp Tlikysantia 3HAYeHHS Megiana chiBsigHo- PisHuun p-
(SD) (Oiana3zoH) wekHHA LS (95% CI) | swavenun

Smina PHK BIN-1y| GSK1265744 -9.344 -2,548 -2,549 -2 865 <0.001
nnasmi Kpoei Big 30 mr (0,6491) | (-297.-099) (-3.249, -2 480)
MOYATKOBOrO PiBHA (N=8)
0o 11-ro gxs Mnauebo -0,232 -0,273 0,315 — —_
(log10 koniii/mn) {N=3) (0,2247) {-0,43,0,01)
3miHa PHK BIM-1y| GSK1265744 -2449 -2,727 -2,675 -2,852 <0.001
nnasmi kposi eig 30 mr (0,6739) (-2,97-0,99) (-2,925; -2,779)
MOMaTKOBOIG PiBHA (N=8)
ino Hagupy (log10 Mnauebo 0,427 -0,397 0,177 — —
@iﬁfmn) {N=3) (0,2600) | (-0,70.-0,18)

1. ANCOVA 3 nikysaHHaM sik dhikcosaHIM eheKToM Ta nodarkosow PHK BIN-1 sk Koeapialfiei,

Hacrka nauientis 3 pisnem PHK BLI-1 y nasmi Kposi MenIne 50 koniii/Mn cranoBuna 75%
Ha 14-if TeHb oA nauieHTis, ki otpuMyBaind GSK1265744 30 mr. Crin 3aznaunty, wo

Y HACHHKH OTPUMYBAJIM GHTHPETPOBIPYCHY TEPANiio IOHANMEHIIE TPbOMA AKTHBHHMH
peioBHEamMy 10 28-ro auA. Lla sianosigs s6epernacay 53 8 AocnimKyBaHux (63%) mig bac
TOAAILLIOTO CHOCTEPEKEHHA. Y MOIHOrO yHacHHKA [PyTH WIane6o He 6yio HOCATHYTO
pisist PHK BIJI-1 y nnasmi kposi merre 50 xomiii/mn,




"acTka nauienis, axi otpumysann GSK 1265744, y akux pisens PHK BUI-1 y nnasmi kposi
BHM3MBCA OLMbiue Hixk Ha 1,7 logl0 komiit/mn, cTanosmna 7 3 8 oci6 (88%) ua 9-14-it neus
iikyBatH Thibku GSK 1265744 Ta Ha ontumizorauiii Tepanii BIPOROBXK NOAANBIIOro
CIIOCTCPEXKEHHS. Y XKOMHOro y4acHHKA rpynH miaue6o He Gyno pocsruyro sHkenHs PHK
BUI-1 y nnasmi kpost 6ineie uixk Ha 1,7 log10 koniit/m,

3Mikm B miArpynax siMouutie (CD4+ i CD8+ katiTHHY Ta CIIiBBIIHOLSHES CD4+/CD8+)
Oynu BapiabeNbHUMK | He Many cTilikux TeHOeHLiH,

21. Pesynpratu Gesnexu

GSK1265744, wo Beogvecs y urnsi PO3uMHY B A03ax 5 mr, 10 Mr, 25 Mri 50 Mrs
OHOPA30BHX 103aX I B MOBTOPHHX 032X 5 Mr, 10 mr i 25 Mmr, nobpe nepenocuscs
3aopoBHMu cyb'extamu. GSK 1265744 30 Mr Takox Aobpe nepenocusca BII-indikoBanumu
nauiewrami. Tlin wac nporo gocnimkenHs He 6yno 3ape€CTPOBAHO JKOAHOTO BUNANKY CMEPTI
a6bo CILSL. IMin yac yactun A, B ta C He 6yio 3adikcosano xomroro TP 3 abo 4 KJacy.

Hakuacriworo TP nix sac Yactuau A 6yna €pHTeMa B Miclli arutixauii (nos's3ana 3
nnacrupom EKT'), mpo axy noeigmomus omur cyGlex, akuii otpumysap GSK 1265744 25 wr, i
Tpoe Cy§'eKTiB, siKi oTpuMyBamu GSK 1265744 50 mr. [Tig yac YacTany A He MOBLIOMIIANOCH
TPO KOAHI T0B'A3aR] 3 JTikapchKUM 3acobom T1P.




Kopotkuit omuc yeix HeBawaHuX seuwy Y YacTuHi A gocnimpxeHns ITZ2111451
sD CB SD SD
IMo6iuHi peakyii SMr 10mMr | 25mr 50mr |Mrauebo
(N=7) 1 (n=7) | (N=7) | (N=7) | (N=4)

Byak-ska MP, n (%) 1 {14%) 0 3{43%) | 5 (71%) | 1 (25%)
Eputema Ha Micui HaHeceHHs 0 0 1{14%) | 3(43%) 0
BunanenHs 3 mictis BeeieHns 1{14%) 0 0 0 0
[acTpoeHTepur 0 0 1(14%) 0 0
IHdpexLR BEPXHIX AMXankHUX WnsXie 0 0 1 (14%) 0 0
ApTpanris 0 0 1(14%) 0 0
Eputema 0 0 0 1 (14%) 0
Bucun 0 0 0 1(14%) 0
Exkximos 0 0 0 1 (14%) 0
TpaBma pota 0 0 0 1(14%) 0
Kalens 0 0 0 1 {14%) 0
JaknageHicTs Hoca 0 0 0 1(14%) 0
Habpsik obnuuus 0 0 0 0 1 (25%)
Habpsik sceH 0 0 0 0 1 (25%)
3ybHui Binb 0 0 0 0 1(25%)

SO 25Mr=25mr cycrenaia QD X 1 getb
SO 50mMr=50mr Cycnetaia QD X 1 geHb

Oib (4 yyachury; 13%).

SO 5mr=5mMr Cycnienaia QD X 1 genb SO 10mMr=10mr Cycnenzia QD X 1 gens

Hakuacrime norinomnsnoca npo taxi ueGaxani ssmia iz 4ac yacTHU B, ak ronosruii
6ins (4 nanienry; 13%), eputema B Micli HaneceHHs nnactupy EKI (4 nauients; 13%),
epHTeMa [B aHTeKyOiTanbHiit ninanui] (2 nauieni; 7%) ta 6Tk Y KiHLiBKaX (2 nariesTy;
7%). Haifyacrime nosigomnsnocs po MeauxamenTosHe [P nin wac Yactunu b - roforuwmii




Pealome Bcix noBivHux peakyift Ta nos's3annx 3 NiKapcLXUMU 3acoBami noBivemx peakuii ¥y vacTuHi B

ITZ111451
GSK1265744
3aranom
RD 50 mr RD 10 mr RD 25 mr Mnauebo Yactuna B

HaiivacTiwi noBivui peakui (N=8) {N=8) {N=8) (n=6) {N=30)
Eyab-sika NP, n (%) 5(63%) 3(38%) 2(25%) 3(50%) 13(43%)
lonosHwit Gink 1(13%) 0 1(13%) 2(33%;) 4(13%)
EpuTeMa Ha Miclli HaHecetks 2{25%) 2(25%) 0 0 4(13%}
Eprrema 0 2(25%) 0 0 2(7%)
Eink y kiHuisuj 1{13%) 1(13%) 0 0 27%)
ceepbix Ha MicLj HaHeceHka 1(13%) 0 0 0 1(3%)
Broma 1{13%) 0 0 0 1(3%)
CoHnMBICTL 1{13%) 0 0 0 1(3%)
[Manynboaqwia BucHn 1(13%) 0 0 0 1(3%)
Excropiais 1{13%) 0 0 0 1(3%)
NOPYLIEHHS CHY 1(13%) 0 0 0 1{3%)
Katwens 1{13%) 0 0 0 1(3%)
[3aKnaneHicTh AUXanbHUX o o
ik 1(13%) 0 0 0 1(3%)
TpomBodnedit 1 (13%) 0 0 0 1(3%)
CyxicTb ¥ pori 0 0 1(13%) 0 13%)
[TiniHr chusesoi 0GoNaHKW o o
NOPOKHUHM poTa 0 0 1(13%) 0 13%)
LU riyHOYKOBI EXCTPACUCTONM 0 0 1(13%) 0 1(3%)
CTpenTokokoBsui dapusrit 0 0 1(13%) 0 1(3%)

MCKOMBODT ¥ KBTI 0 0 0 1{17%) 1(3%)
COHAYHUA Ortik 0 0 0 1(17%) 1{3%)
Mobiuni peakyii, nos's3aui 3 RD RD RD Mnaueso 3aranom
NPUAOMOM NiKapChKUX S0 mr 10mr 25 mr (n=6) Yacruna B
kacobis (N=8) (N=8) (N=8) (N=30)
;ﬁg;{mﬂf b ar | 308%) 0 1013%) | 23:3%) 6(20%)
I onostuit Gink 1(13%) 0 1(13%) 2(33%) 4(13%)
COHMMBICTL 1{13%) 0 0 0 1{3%)
Broma 1(13%) 0 0 0 1(3%)
Bink y kiujsyi 1(13%) 0 0 0 1{3%)
NODYILEHHA CHY 1(13%) 0 0 0 1(3%)
LnyHo4koRi excTpacucTonu 0 0 1{13%) 0 1(3%)

uckomdbopT ¥ xueoTi 0 4] 0 1(17%) 1{3%)

RD Smr=5mr cycneuain QD X 14 guis
RD 10mr=10mr cycnewzia QD X 14 grie
RD 25mr=25mr cycnensia QD X 14 guis




Haityacrile mosizomnsioes npo Taxi nefaxani ABMIUA Mif Yac yacTHEM C, Ak
3anamopodeHHs (3 yuacHukw; 27%), rojoBHuit 6ink (2 yuacuuxw; 18%) Ta nucnencis 2
yqacHuky; 18%). Haiiyactime nosigomianocs Mpo nos's3ani 3 npuitomom npenapary 1P
il vac yacTuHH C: 3anamMopoveHHs (2 yuachuiu; 18%) ta aucnencis (2 yyacHuke; 18%
[1P, nokazaui B Yactuni C, Bxsmrouany [P & YYaCHHKIB, fKi Takoxk oTpuMyeanu OT.

PestoMe Bcix noBiunux peakyiil Ta noB's3anmx 3 niKapCLrUMK 3acoBamu NOBiuHuX peakuii Yy YacTuHi
B ITZ111451
Haiivacritwi nobiywi GSK1265744 3aranom
peakufi 30mr Mnayeto oT Yactuwa C
(N=8) {N=3) (N=8) (N=11)
Byae-sika NP, n (%) 2(25%) 2(67%) 4{50%) B6(55%)
3anamMopoyeHHs 1({13%) 0 2(25%) 3(27%)
[ oroBHui Binb 1 {13%) 0 1(13%) 2{(18%)
Hucnencia 1(13%) 0 1{13%) 2(18%)
Broma 1{13%) 0 0 1(9%)
CoHMMBICTL 0 0 1{13%) 1{9%)
NOPYILEHHS CHY 0 0 1{13%) 1(9%)
apsuuit npunnue 0 0 1(13%) 1(9%)
PHoBTAHMUSA 0 0 1{13%) 1(9%)
Hiapea 0 1(33%) 0 1(9%)
Bink y wmi 0 1(33%) 0 1(9%)
ToGiuni peakuil, nos's3ani| GSK1265744 3aranom
3 TPMAOMOM RiKapChKUX 30mr Mnauyebo o1 YacTitwa C
3acobis {N=8) (N=3) (N=8) (N=11)
Gyae-sika 1P, nos'asana 3 2(25%) 1(33%) 1(13%) 3(27%)
NiKapChKWUMK 3acoBamu, n
(%)
3anaMopoYEHHs 1 (13%) 0 1{13%) 2{18%)
fucnencia 1 {13%) 0 1(13%) 2(18%)
onoshmii Ginb 1 {13%) 0 0 1(9%)
Broma 1(13%) 0 0 1{9%)
iapes 0 1(33%) 0 1(9%)

[Ipu of'enHanHi noGiuamx peaxuiii ang Beix yacTun JIOCIIIKEHHA HaiuacTime
MOBIIOMIIAIOCA [IPO EPHTEMY B MiCLi HAHECEHHs (8 oci6; 14%), ronosnuii 6ins (6 oci6;
10%), 3anamopouenss (3 ocobu; 3%) Ta epureMy [BHACTINOK Omiky OpHTROIO TA B
aHTeKybiTanpuii aissnmi] (3 ocobu; 5%). Tlpu ob'eqHanui noe'ssanux 3 puHoMOM

PIiKapChKMX 3aco6iB HeOBKAHMX ABHI Y BCIX YaCTHHAX JOCTiIDKEHHA HalfuacTine




[IOBIJOMITANIOCS PO roNoBuui 61Nk (5 oci6; 8%). [IP, nokazani B YacTi C, Bmiovany TP
B yYaCHHKIB, IKi TAKOK oTpumyBanu OT.

PeatoMe HaituacTilumx nosigomnexb npo noGivHi peakuii 1a nobivi peakLil, noB'A3aHI 3 NiKapCLKUM
3acoboM (WwoHaiMeHwe y ABOX cy6'exTiB 3aranom), y 4acrukax A, B 1a C, o6'egHanmx y
pocnimxenHi IT2111451
8D sD RD RD BN HIV OT | 3aranom
MoGivki peakuii [AktuBHuit Mnaue6o [Axtuerui| MnaueGo [AxTushi | Mnaueo (N=8) | (N=59)
(N=14) | (HW) {N=24) (HM}  NM) (HN)

Byao-aka [P, n | 9(64%) | 1(25%) | 10(42%) 3(50%) | 2(25%) | 2(67%) | 4(50%) 29(49%)
%
Eputema Ha micti| 4{29%) 0 4{17%) i 0 0 0 8{14%)
HAHECEHHA
["onoeHui Bin 0 0 2(8%) | 2(33%) ! 1(13%) 0 1{13%} | 6(10%)
3anamopoeHHn 0 0 0 0 1(13%) c 2{25%) | 3(5%)
Eputema 1{7%) 0 2(8%) 0 0 0 0 3(5%)
Broma 0 0 1(4%) 0 1(13%) 0 0 2(3%)
COHNMBICTL 0 0 1(4%) 0 0 0 1{13%) | 2(3%)

ucnencin 0 0 0 0 1{13%) 0 1(13%) | 2(3%)
Bink y xiHujsti 0 0 2(8%) 0 0 0 0 2(3%)
NOPYLLEHHS CHY 0 0 1(4%) 0 0 0 1{13%) | 2(3%)
Kawenb 1{7%) 0 1(4%) 0 0 0 0 2(3%)
Moe'a3ani 3 SD sD RD RD BT HIV  [OT (N=8}| 3aranom
HapkoTukami  JAKTUBHMA) MnayeBo |Akruenuit) Mnaye6o | AkTueHi | Mnaue6o {N=59)
MoGiuni peakuii | (N=14) (HM) (N=24) (HM) (NM) {(HN)
Eyos-sxa NP, n 0 0 4(17%) | 2(33%) | 2(25%) | 1(33%) | 1(13%) 9(15%)
(%)
l'onosuuii Ginb 0 0 2(8%) | 2(33%) | 1{13%) 0 0 5(8%)
3anamopoyerHs 0 0 0 0 1(13%) 0 1{13%) | 2(3%)
ucnencis 0 0 0 0 1{13%) 0 1(13%) | 2(3%)
Broma 0 0 1(4%) 0 1(13%) 0 0 2(3%)

OT = ommuwmizoaHa Tepania

[IpoTsarom yeix 3 actiu mocnimxenns He 6yno 3apeECTPOBAHO JKOAHOTO KTIHIYHOIQ
1abopaToOpPHOro NOKa3HUKa, ki 6H Beaxaecs ITP, [Tin wac YacTiuu A ue 6yJIo BUABREHO
bROAHMX s1abopaTopuux Bimxunens 3 a6o 4 knacy. [Tin wac Yactuuu B nosizomisiocs npo
OAHE BE3CHMITOMHE MiABHIIEHHS JIINA3H 3-I0 CTYIEH Ta IBa Ge3CHMIITOMIMX i ABHLIEHHS
minasu 2-ro crynews. V 1 nauienra (RD 25 mr) CHIOCTEDIranocs NijBUIIEHHS piBHA Jinasu 3-




ro cryneHs (258 OJl/n) npu npuiioMi zo3u Ha 4-it neus, sxuii NIOBEPHYBCA 0 HOpMHU (25
OJl/n) Ha HacTynHu feHb. YV LBOro NalicHTa TaKOK OyJ10 BUABNEHO MiABUIUEHHS PiRHS
iTinasy 3 crynenst (242 Oxn/n) nin yac nonamemoro CrOCTEPEKCHHA, AKE 3HUKIIO (27 On/n)
Mifl 4aC HACTYITHOI'O Bi3HTY, 3aIL1AHOBAHOTO yepe3 9 fnis. Bci iHIN MOKa3HuUKY Tinasy y
LEOro 0OCTENKyBaHOro Gynu B Meskax HopMH. ITin yac Yactuny C nosizomiisiocs PO OfHE
NiIBUILEHHS 3arabHOTO OLIpYGiHy 4-1r0 CTyNeHs, 2 MiABUIEHHS 3aralbHOrO Ginipy6iny 3-
TO CTyneHs Ta 2 MiABMIIEHHA 3aranbHOro 6itipy6iHy 2-ro crynens. Iligeumenns Oinipy6iy
BiZOYBAIOCS MIEPEBAKHO 32 PAXYHOK REMPAMOI rinepSinipy6ineMii. Y Beix uux NaLicHTIB
CrIoCTepiranocs miABUIeHHS pisrs GinipyBiny mix uac OT, i Bei BoHH OTPHUMYBAITH
aTasaHasip Ta pUTOHABIP AK KomnoHeHTH OT.

[Tin yac nocnimxeHms He Byno 3apeccTPORAHO IKOHUX KITIHIUHO 3HAUYLIHX MOPYINCHE
DKHTTEBO BRXUTMBHX. NOKA3HUKIB KUTTeAIANbHOCT abo EKT.

22. BUCHOBOK (3aK/TIOueHHs)

¢ GSKI265744, wo BROJMBCA Y BHIVILL PO34HHY B fo3ax 5 Mr, 10 mr, 25 Mri 50 Mr s
O/IHOPA30BHX 103aX | B MOBTOPHHX A03aX 5 Mr, 10 Mr i 25 mr, J00pe nepeHocHBCH
3noposumu cyb'exramu. Tlosropui gosn GSK 1265744 30 mr (y Bursgi Tabnerok no
6-5 MT) TakoXK 206pe nepeHoCHTHES BUI-indikoranumu nauientamu. ITix yac nporo
AOCIILLKEHHA He OYJI0 3apeecTpOBaHo KOAHOrO Bunagky cmepti abo CITA. Tlix vac
4acTud A, B abo C e noizomsinoca npo I1P 3 a6o 4 crynens. Kiiniuno 3HAYYLHX
TCHAEHLIH y 1ab0opaTOpHUX MOKA3HUKAX, MOKA3HUKAX KUTTEAIATLHOCT] 250 3MiHaxX
na EKI” He Bigsnavanocs.

* Excnosnuis GSK1265744 PK 36iisluyBanacs MeHII DX NponopuiiiHo 1o 1034 micis
ApUHOMY OHOPa30B0i #03H (BiX 5 1o 50 Mr) y uacTuHi A Ta 36ibwyBanacs
MpONOpULHHO N0 103K Nic/s MPUItOMy MOBTOPHOT A03M (Bi 5 10 25>Mr) y 4acTuHi B.

* Ilicns nosropHoro npuiiomMy 1034 KoHuerTpauii GSK 1265744 Y Ia3Mi Kposi
ROCATaH CTRUIOHAPHOrO CTaHy 4epes 12 anip npuiiomy PO3UMHY ¥ 3A0POBHX
cy0'ekTiB Ta Ha 7-if AeHb Micns MOBTOPHOTO npuAomMy Tabnetrok y BlUI-ingikosanux
cyb'eKTiB.

* Koediuient akymynauil ams AUC konmpases gin 2,38 10 2,52 ansa Pi3HUX piBHIB 103
Ta MOy,

* [lic/is 1OBTOPHOTO BEEAEHHS PO3UMHY Npenapary 300pOBHM Cyb'ekTaM y YacTuni B,
Ha 14-# Aens cepenni reomeTpuuHi snatenns Ct 6ymu y 6,4-, 14- 12 33 pazu
BHILMMH 3a NOKasHHK in vitro PA-IC90 (0.166 wr/mm) s no3 5 mr, 10 mr ta 25 Mr
QD Bianosiaxo, mo miareepmicye ouinky 03 QD y BlJl-indikoBanux cyf'exTis.




Y wactuni C BUI-indikosani nauienru (naiguumii IHrIBITOp iHTerpasu) oTpuMyBau
MOBTOpHE BBeAeHH:A npenapaty GSK1265744 30 mr npotsarom 10 auiB 3 nofaisiuo0
ONTHMI30BaHOIO (HOHOBOO CXEMOIO 3 3 AKTHBHMX AHTHPETPOBIPYCHHX Mpenaparis
npotarom 14 nuie. Cepenne reomerpuune 3Hauenns Ct Ha 10-i geHs ais
GSK1265744 6yno B 20 pasis Bume, Hix a1 PA-IC90 in Vitro, 1O HIKYeE, HIXK
NPOTHO3YBANOCH HA OCHOBI IaHUX Po3umHiB. IIpoTe BCi yHaCHHKM AOCATIIH 3MiHM
PHK BLJT 1a 11-i aens Bin noyarkosoro pieus -1,9 log10 abo kpawe, HesanexHo Bin
pisus Ct abo inribitoproro koediuienty (Ct/PA-IC90) Ha 10-ii nems.

Ha ocHoBi rpadiunoi owitku ganux we 6y10 BusBIeHO B3a€MO3B'I3KY Mixk PK/PD.

Y ubomy 10-geHHOMY noCTiDKEHH] mouotepanii GSK1265744 e 6yno iniGpano
KOJTHHX MYTaUii, NOB'S3aHMX 3 PE3UCTEHTHICTIO in Vitro 10 npenapaty GSK1265744.

DeHoTUNINHOT pesucTenTHoCTI 10 GSK 1265744 1e cnocrepiranocs Hi Ha 1-i, Hi Ha
I'1-i nenp y xoaHoro cy6'ekra.

He Oy10 BusaBneHO 38'93Ky Misk reHOTMNOBHMM 3MiHAMH depmenTy iHTerpasu Ta
3minamu B GSK 1265744 1C50.

Crioctepiranacs cTaTHCTMUYHO 3HAYYIIA Pi3HMLLS y pieni PHK BUI-1 y nnasmi kposi
(log10 koniit/mn) Bin BuxiaHoro pieus 10 11-ro aus Y NaUi€HTIB, SKI OTPUMYBAITH
GSK1265744 30 mr, nopiHsHO 3 nauieHTamu, ki oTpumyBanu niauebo (p<0,001).

Hacrka nauientis 3 PHK BUI-1 y nnasmi kposi Menue S0 komiii/mn cTaHomia 75%
Ha 14-i nenb y rpyni nauienTis, aki orpumysanu GSK 1265744 30 mr.

3asBHUK (BNaCHMK PeECTPaLiiiHOro MOCBiaueHHs)

(nianuc)

Kapen I'peiitkep (Karen Grainger)
Biue-npesunent, Kepisnuk pinainy HOPMaTHBHO-IIPABOBOr0 PEryJIKOBAHHS
BiiB Xenckep (ViiV Healthcare)

{ITopsidox donosneno nosum dodamrom 30 3ziono 3 Haxazom MO3 Vipainu Ne 1528 6io 27.06.2019 }

Ilepexnan Bukonas:

MeHeKep 3 peryasTopHuX NHTaHbL Ta peecTpauii
TOB I'makcoCwmiTKnsiin dapmacstotikanc Ykpaina
Mapuusko Jlioamuna




Clinical Trial Report - 15
Study ID-L.AT114433

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

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

Study LAI114433
6. Phase of clinical trial Phase |
7. Period of clinical trial from [29September2010] — [20November2012]
8. Countries, where clinical trial has been conducted USA
3. Number of trial subjects planned: 72
actual: 58
10. Main purpose and secondary objectives of CT Primary

¢ To investigate the safety, tolerability, and pharmacokinetics of GSK 1265744 LAP

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




subjects.

Secondary

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

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

s To investigate GSK1265744 pharmacokinetic (PK) in cervicovaginal fluid (CVF),

vaginal tissue (VT), cervical tissue (CT) and rectal tissue (RT) and relate to
GSK1265744 PK in plasma.

11. Clinical trial design

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

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

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

Subjects remained in the study for a minimum of 12 weeks after administration of study drug
(Day 1). After 12 weeks, subjects were continue to followed for safety and PK assessments once
every 4 weeks or more often until the GSK 1265744 plasma concentration was below

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




stabilized according to the Investigator and the Sponsor.

12. Main inclusion criteria

Male or female subjects between 18 and 55 years of age inclusive, at the time of signing the
informed consent with a body weight 250 kg for men and >45 kg for women and body mass
index (BMI) within the range 18.5-31.0 kg/m? (inclusive). For Cohorts 3 and 7 body weight
>60 kg for men and women and body mass index (BMI) within the range 18.5-31.0 kg/m?
(inclusive).

13. Investigational medicinal product, mode of
administration and strength

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

Treatment Drug Doseiform/Route Frequency/Duration | Baich Number
Cohorts 1, 2, | GEK1265744 | 200 mamL/njecton IM Onca 101257304
3,5 6,and? injection (Cohorts 110 3),

SC Injection (Cohoris 510 7)
Coharts 4,8 | GSK1265744 | 200 mamLInjectons IM Oncs 111279643
and 9 Injection (Cohoris 4, 8, 9)

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

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

| Treatment | Drug Dose/Form/Route | Frequeney/Duration | Batch Number
| Cohorts 1-7 | Placebo | Sterfle solufion for injection | Once | 101256488

15. Concomitant therapy

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

16. Criteria for evaluation efficacy/PK

Efficacy not evaluated in this study.




Primary:

o GSK1265744 LAP pharmacokinetic parameters following single dose IM or SC
administration: area under the plasma concentration time curve from time zero to the last
quantifiable time points (AUC(0-t)), area under the plasma concentration time curve
from time zero to infinity (AUC(0-o0)), maximum observed concentration (Cmax), time
to maximum observed concentration (tmax), concentration at 1 month post-dose (C720
hours), apparent terminal phase half-life for LAP administration (t!%), lambda z as a
measure of absorption rate constant (Az).

Secondary:

o (SK1265744 LAP PK parameters: absorption lag time (tlag), and apparent clearance
(CL/F,LAP) following single dose administration, AUC%ex.

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

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

17. Criteria for evaluation safety

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

18. Statistical methods

The primary objectives of this study were to investigate the safety, tolerability, and
pharmacokinetics of single doses of GSK.1265744 LAP. No formal statistical hypotheses was
tested. Where appropriate, an estimation approach was taken, and point estimates and
confidence intervals (CI) were constructed. Plasma GSK 1265744 concentration-time data were
analyzed by non-compartmental methods with WinNonlin 5.2 or higher and the following
pharmacokinetic parameters were assessed following single dose IM or SC administration: area
under the plasma concentration time curve from time zero to the last quantifiable time points
(AUC(0-t)), area under the plasma concentration time curve from time zero to infinity (AUC(0-
o0)), maximum observed concentration (Cmax), time to maximum observed concentration
(tmax), concentration at 1 month post-dose (C720 hours), apparent terminal phase half-life.

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

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

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




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

GSK12657441 AP
] 3¢
Mmg | 20mg | 40og | 00mg m] Pho 0wy | 20mg :z“‘fo“g} Pho
Domographics 1] SC
Age in Years, ¥ean (5D] a3 B2 | HAESE) | W7 | 08G9 | 35 %3 W00 | HI(A | %6
(9.65) (11.81) {13.28) {1073 {13.34) (6.63) {14.27)
Jax,n (6 4 SC
Female: 4 {67} 2{13) 7 (50 233 430 5{63) 1017 2(33) 2(33) 4187}
Male: 709 | 46D | TG0 | 261 | AGD 38 | 563 | 260 260 | 209
BN (kg'm?), Mean (SD) 290 2551 .68 26E% | 23.48(3.86) .01 26,16 2440 2841 (1.58) | 2307
e | @ | e | (25 ) | G | e 3.50)
Haight {cm}, Mzan (S0} 1662 | 175.8(n7) | 1684(52) 170 1689(5.3) 1645 1763 (3.6) 1705 174514D 1732
@n (BB) (10.2) 16.2) 74
Weight (kg), Mean (50) §59(88) | 785(78) | 158108) | 779 | 304G | 16566 |eL7(12e)| 112 | @A@Y | 1462
{10} {124) (58)
Ethnicity, n ()
Fisparic o Latna: 3050) 1 208 | 10 | 4pm | 10m | 208 | 1) 708 | 1
Kot Hispanic o: Laino: 30 | sUM) | 1206 | 5@ | A6 | TE8 | A6n | SE) 260 | 54
Raca n[%) B B % B B 8 ] ] B §
Afcan Amasicar/Alican Herlsge D 2033 | 204 0 103 | 308 | 209 109 238 | 110
Vihite - Whin/CaucasianEurcpean | 6[100) | 4{57) | 12[@8) | 6(100) | 7(88] | 503} | 4(60 | 5(63) s | 763
Hariiaga

20. PK results

Individual plasma GSK 1265744 PK parameters following IM and SC dose administration are
listed in the Table below. Absorption of GSK 1265744 from depot injection sites began within

4 h, the first sampling time, following LAP administration as no lagtime was observed in any
subject. Plasma concentration-time profiles were consistent with long-acting administration,
with low Cmax values, prolonged median tmax values ranging from 6 to 69 days, and
measureable concentrations in some subjects to ~1year post dose. In addition, the apparent
terminal phase t1/2, which reflects rate limiting step of absorption from the depot site rather than
elimination from plasma, is prolonged, with geometric mean values ranging from 25 to 54 days.
Split LAP administered dosing — 400 mg (200 mg x 2) IM and SC as well as 800 mg (400 mg x
2) IM — achieved geometric mean C648h (4Wks) above 4*PA-1C90.
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The results of the dose proportionality assessment by Power model showed that plasma
(GSK1265744 exposures following single IM injection increased less than dose proportional in
the dose range of 100 mg to 400 mg. Plasma GSK1265744 exposures following split IM
injections (400 mg and 800 mg IM) increased slightly more than dose proportional except C648.
Plasma exposures of GSK 1265744 following SC injection increased approximately dose
proportional in the dose range of 100 mg to 400 mg.

Summanry of Dose Proportionality of Single Dose GSE1265744 PK Using Power
Aodel

Route of Adminisiration | Parameter Slope 90% Confidence Interval
AUG[0-648) 0696 [0.415,0.978]
. . BUC{0-o) 0.814 [0.601, 1.03]
IM Single Injection Cals 091 (0482 111}
Cmax 0.722 [0.437. 1.01]
ALC{0-548) 1.22 [0.347, 2.08]
- AUC{-oc) 1.13 [0.58B, 1.6
M Tvio Injection Ce48 0.891 [0.105, 1.68]
Cmax 1.26 [0.456, 2.06]
AUC{D-648) 1.01 [0.6B1, 1.34]
se AUC(Q-o0) 0.987 [0.820. 1.15
C548 111 [0.627, 1.59]
Cmax 1.02 {.586, 1.44]

The results of the dose proportionality assessment by ANOVA showed that plasma exposures of
GSK 1265744 following single IM injection increased less than dose proportional as dose
increased from 100 mg to 200 mg and 100 mg to 400 mg. Plasma exposures of GSK1265744
increased more than dose proportional as dose increased from 100 mg to 800 mg except AUC(0-
o0). Two IM injections also resulted in more than dose proportional increase in GSK 1265744
plasma exposures except AUC(0-0). Plasma exposures of GSK 1265744 following single SC
injection increased more than dose proportional as dose increased from 100 mg to 200 mg.
Plasma exposures of GSK 1265744 following single SC injection increased approximately dose
proportional as dose increased from 100 mg to 400 mg.




Summary of Dose Proportionality of Single Dose GSK1265744 PK Using ANOVA

Plasma GLS Mean Ratio [30% CI}

GSK1265744 PFK

Parameter

1M IM200 ve iIM100 184400 vz K100 IMBOQ vz IM100 IMADD (20022) vs IM100
AUC{D-=) 134 [0.932 1.93)] 268 [2.07, 4.03] £.30 [4.44, 5.18] 2921207, 4.43]
AUCD-844) 1.16 [0.650, 1.93) 245 1.5, 3.81] 127 [7.60, 21.3] 5.47[1.33,B.86)
Crriax 125 [0.752 2.06) 258 [1.62,3.99] 125 [7.55, 20.7] 5.23 [3.27, B.3B)
Ce4b 1.51 [0.853, 2.57] 28371.85, 4.60] 127 (45 21.1] .85 [4.16, 11.3]
SC SC200 vs SG100 SC00 vs SC100

AUC{D-02) 248 [1.96 314 3.97 [3.21,4.81]
AUC{D-848) 2.92 [1.80, 4.49] 405[264, 6.23]

Cmax 2.56 [1.41,4.72] 408 [2.23, T.46]

Ce4B 2.63[1.33.5.21] 4 64 [235,9.19)

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

AUC(0-c0).
Summary of Formulation Changes and Splitting Injections on GSK1263744 PK
Parameters
Plasma PK Ratio of GLS Means (90% CH
Paramefer
11 400mg Cohert 3 vs Cohort 3 IN 400mg (200x2) v= [1i 460mg
AUC{D<0) 1.0 (0753, 1.58) 1.01 [0.730, 1.41]
AUC[D-848) 0.230 [0.593, 1.44] 2.22[4.53, 323
Cmax 1.11[0.666, 1.85] 2.03 [1.37,3.400]
CeAB 1.04[0.626, 1.741 2.34 [1.80, 347

(GSK1265744 tissue concentrations were low. Assuming a density of 1 g/mL, median cervical
and vaginal tissue concentrations were approximately equivalent to the in vitro PA-IC90




(0.166 pg/ml) at some visits.

Summary of GSK1265744 Tissue Concentrations by Visit'

Tissue Type Tizsue Concentration {pa’p) (n=4/visit)
400mg IN unsplit (Cohort 8) 400mg 1M split (2% 280mg IN, Cohort 9)
Week 2 Week 8 Vieek 4 Week 12
Cervical 0.081 (NQ-0.17) 0093 {0.06-0.19) | 0177 (0.07-0.50) 0133 (NQ-0.21)3
Yaginal? 0121{NG-018) | 0184{005-044) | 0.155{NQ-0.80) 0181 (NQ - 0.35)
Rectal2 NQ (NQ - 0.10) NQ (NQ-0.05) 0.073 {NQ - 0.20) 0.063 (NG - 0.0B)
! medizn {range)
“n=B samplzs

In=3 samples
NO-Kon-tuenilzbi= concenimizn merzred ns beirw LLD

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

Summary of GSK1265744 Tissue:Plasma Rafios by Tissue Type’

40amg IN unsplit {Cohort 8) 400myg DA sphit (2x 200mg 1M, Cohort 9)
Cervical? 020 (0.0 -0.40) 0.16(0.0-0.4)
Yaginal® 028 (0.0-0.7) 0.13{0.0-0.7)
Rectal* 7 0.00 (0.0-0.1) 0.08{0.0-0.2)

? median (range)
n=8 unsplit; n=7 splet
In=24




21. Safety results

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

Most GSK1265744 LAP
Frequent (22 —
Subjecis in It 5C
any anm)
Adverse
I]E::;:s -0n- | 100mg | 200mg | 400mg | £30mg é%%”x"zg) Pbo | 100mg | 200mg é%l%;nzg) Pbo
NETapy
Safely ] 6 14 B B g - B 4] & 6
Population, N
Any event 5(83) | 5(33) 12 5(83) | 8(75) | 5{B3) | 5(83) | 6(100) | 6 (100) | 5 (B3}
n(%) {86)
Injectionsite | 3(50) | 5(83) | 964 | 5(8%) | 5(63) | 25 | 30y | 6(100) | 5(83) | 2(33)
pain
Injzefion site | 1 (17) 0 IR IMT | 1013 0 3@E0) | 5{63) | 6(100) a
nodule
Injaction site | 2 (33) H 2(14) | 1(17) | q 2(33) | 5{B3) | 46Ty | 1(17)
erythema
Headache 1017} | 2(33) | 4(29) | 1¢47) | A(60) | 3{38) | 3(c0) 5(B3) 1] 1 (17)
Cough 239 [ 14D 0 0 0 2 {25) 0 0 {dn | 2(33)
Back pain 1] {0 3Ry [ 14D 0 0 117) ¥ 0 0
Nausez Q 0 2{14) 0 2 (25) & 110 0 0 0
Crogharyngeal 0 0 100 | 1{7) 0 1{13) a 0 0 2 (33}
pai
Vomiting a 0 2 (14} 0 103) 143 | 1) 0 ] 0
Sneszing 0 D 1) 0 0 0 g 0 2(33) | 1019
Pain g 0 2(14) 0 D 1{i3) 0 0 ¢ 0
Ernythema 0 0 0 0 1(13) 0 It 2{33) 1] 0
Rhinorthpea 0 0 0 0 0 ) {0 0 2{33) | 1117)
Blood creatine | 2 (33) 0 1} 0 i 0 g 0 ¢ 0
phosphokinase
increased

22. Conclusion (summary)

» (GSK1265744 was well tolerated as a single injection of 100, 200 and 400 mg IM or 100 and

200 mg SC and as a split injection of 800 mg IM and 400 mg SC. There were no deaths,




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

o LAP administration of GSK1265744 produced prolonged low plasma concentrations in
healthy subjects for up to ~1 year in some subjects.

o GSK1265744 apparent terminal half-lives following LAP administration ranged from 25 -
54 days, reflecting rate limiting absorption rather than the terminal phase elimination t1/2 of
~40 h observed following oral administration.

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

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

Applicant (registration certificate holder)

G Gl

(signature) o

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

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




3BiT npo KAiHiTHe BHNpoOyBanun - 15
Hocmimxenna ID-LAT114433

1. Ha3Ba nikapcbkoro 3acoby (3a HassBHOCTI - HOMep
peecTpauiiHHOro MoCBiqYyeHHs)

AITPETEO]I, Tabnetky, BKpuTi Milikoeoo o060moHKo0, no 30 Mr

2. 3a9BHHK

BiiB Xenckep FOK Jlimiten

3. Bupobuux

BHpoGHEUTBO HePO3()acOBAHOIO MPOAYKTY, KOHTPOIL SIKOCTi FOTOBOTO NpPOAYKTY
["naxco Onepeitc 0K Jlimiten, o Befe aisuibhicts sk I'nakco Bennxom Onepeiinc / Glaxo
Operations UK Ltd (trading as Glaxo Wellcome Operations)

paiiopi Crpit, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ

envika bpuranis

[lepBuHHe Ta BTOPHUHE NAKYBAHHSA, KOHTPOJIb IKOCTi rOTOBOTO MPOAYKTY, BHIYCK cepil
Asenina ae Exctpemanypa 3, ITon. Ina. Annenaenyepo, 09400 Apanna ne Hyepo, Byproc / Avda. de
|Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero, Burgos

[cnianis

4. IlpoBeaeni nocnimKeHH:

¥ Tak Hi, AKWO Hi, 0BrpyHTYyiiTe

1) THn nikapebkoro 3acoBy, 3a akuM nposoaunaca abo
[UTAHYETECS peecTpallia

Jlikapcekuii 3aci6 3a NoBHKHM Jocke (ABTOHOMHE [0CKE), iHWMI Nikapebkui 3aci6, Hosa Ailoya PEUOBMHA.

5. IloBHa Ha3Ba KNiRiuHOrO BUNIpOOyBaHHS, KOLOBAHHI HOMED
KJTIHIYHOrO BUNPODYBAHHA

Chnine, pannomizoBaHe, 1wiaue6o-KOHTPOSLOBAHE, PaHIOMi30BaHE, NIAUEe60-KOHTPOMbOBAHE
OCITIIKCHHA 3 MIABULICHHAM OHOPa30BOT 03K JUI BUBYEHHS Ge3neku, NepeHocHMOCT Ta
(hapMakoKiHETHKH BHYTPILIHEOM'30BOr0 Ta NiALIKIpHOTO Npenapaty Tpusanoi aii GSK 1265744 y
310POBUX A00pOBONBLIB.

Jlocnimrenns LA 14433

6. Paza KNiHIMHOTO BUNpoOyBaHHs Dasza |
7. Ilepioa wiiHiuHOro BUNpobyBanHs 5 [29 Bepecns 2010] — [20 nucTonana 2012]
8. Kpaitu, B SKHX MpOBOAUNIOCS KIIHIYHE BUIPOSYBaHHS CILLIA

9. KinbkicTs nocniokysatux

BaILTaHOBaHO: 72
QaKkTHYHA KiNIbKICTb CyD'eKTiB HocnimkenHs: 58

10. MeTa Ta BTOPHHRI LiNi KNiHIYHOrO BHIIpOOYBaHHA

OcnoBHa

o [ocniguTe Geanexy, nepeHoCHMICTb Ta QpapmakokineTuky GSK 1265744 LAP micns
OHOPa30BOro BHYTpiHboM'a3osoro ( IM) abo nimukiporo ( SC) BeeaeHHS y 300poBHX
A0BpoBOILLIB.




TOPHHHI

* [ocninuth nosonponopuifiricts hapMakokiHeTHUHMX napameTpis GSK 1265744 LAP nican
BBEJICHHS O\HOPa30BOI LO3H BHYTPIUIHEOBEHHO ab0 MmiALIKipHO.

¢ JlochiauTy 3aneKHICTh «KOHLIEHTpauin-ederT fis PI3HHX MapameTpis 6e3nexH, KO Le
JOpEeYHO.

*  [Hocaizuru papmakoxinernky ( PK) GSK 1265744 Y LepBiko-BarinaneHiii pizuni (CVF), Tkanuui
nixeu (VT), TKaHWHI WHHKM MaTKK (CT) i Tkanumi npamoi kumky (RT) a nopieuatd 3 PK
GSK1265744 y nnasmi kposi.

11. Husaiin wiiditHOro Bunpo6yBamHs

LAI114433 - cnine, pausoMizosane, naue6o-KOHTPONIBOBAHE, 3 YHaCTIO CriocTepiraya Ta cyb'exTa,
ocirenns | $hask 3 OHOKPATHHM 36iAbLIEHHIM /031 115 BU3HAYEHHS 6esnex, nepenocuMocTi Ta
npogino PK in'exuiii IM ta SC npenapary GSK 1265744 LAP Y 3n0poBux cyb'ekris. lle gocmimxenns
CKNANAEThCA 31 CKPHHIHTOBOTO Bi3UTY, OHICT IH'EXLIT Ta NOAANbILOrG CHOCTEPEKEHHS NPOTATOM
LoHaHMeHIe 12 THXHIB micns iH'exil,

[Y neus [ yuacnuku B koroprax 3 1 o 7 6ynu PaHIOMI30BaHI AN OTPHMAHHS iH'eKUil iH'exLiiHOT
cycnensii GSK 1265744 IM, in'euitinot cycnensii GSK 1265744 SC a60 mnaue6o. Cy6'exru B kOroprax
819 6ynu pangomizoBani mig otpumanss 400 mr GSK1265744 [M s oauii in'exuif 400 mr (koropra 8)
abo posmopinexi na asi iv'exwii mo 200 mr (xoropra 9). Cy6'ekru noeepTanues 1o KriHiuHOro
NOCALAHMLIBKOrO nifposzainy (CRU) nns ouikku na 3.4,5,6,7,10 i 14-it gui, 3-it Trxnens, 4-if
THACIEHD, 5-H THKOEHD, 6-H TIKACHD, 8-# THxaeHs, 10-H TiwKneHs | 12-i THXIEHD.

Jlo3yBaHHA MK KOFOPTaMH PO3ZLUIAIH WOHaiMe e Ha 3 TIKHI, 106 MoxxHa Gyno npoaHanizysaT
IHAMBiMyaNbHI faHi 3 6e3nexu Ta PK NEpeA NO3YBaHHAM HACTYITHOT KOrOpTH. 3a BIACYTHOCTI ipobieM 3
DE31IEKOI0 TA IIEPEHOCHMICTIO, HACTYIIH] KOTOPTH OTPUMYBANIK A03Y LIOHAMMeHIIE Yepe3 3 THHI micis
BBC/ICHHS OCTaHHLOMY Cy0'ekTy B momepenHiii koropti. JoneH cy6'exT ne OTPUMMYBAE HACTYIIHY BHUILY
A03y, JOKH NOMEPERHA HIK4a aKTHBHA 033 He Oyna Ge3neyHo BReeHA WoHaiMe e 5 cyD'exTam.

Cy6'ekTu 3annmanucs B nocnimxessi npoTArom nmoHaiMenme 12 TIDkHiB Nicns BReAeHHS
noc.tikysanoro npenapary (Jens 1). Uepes 12 Tukhis CY0'eKTiB NPOROBXKYBANH CNIOCTEPiraTH TS
ouinky 6e3nexu Ta PK koxri 4 Tuoxri abo Yacrile, JokH KoHueHTpauis GSK 1265744 v nnaswmi KpOBI He
BHUSHTLCA Hipicde 0,10ur/mn aGo noku cy6'exT He 3apepmHTs 24-ii TIDK/IEHD, a BCI Nobiuni peakuii (TIP)
HE SHHKHYTB 260 He cTabinizyroThesa, 32 OLIHKOK JOCTIAHMKA T2 CIIOHCOpa.

12. OcHOBHI KpuTEPil BKTIOYEHHS

Cy6'exru wonosivoi abo sxinouof ctari ikom in 18 10 55 POKIiB BKIIIOYHO HA MOMEHT MilTHCAHHS




iH(OPMOBAHOT 3ro/I| 3 MacoIo Tina>50 Kr 1ist 4OMOBIKiB i245 Kr 1% XKiHOK Ta IHAEKCOM MacH Tifa (
BMI) B mescax 18,5-31,0 kr/M2 (Brmouno). g koropt 3 i 7 maca Tina>60 kr mis 4onoBiKie i scitok Ta
inexc macu tina ( BMI) B mexax 18,5-31,0 xr/m2 (BENMIOYHO).

13. Hocnimxysaumit nikapeskuii 3aci6, cnoci6 sactocysanus,
cuna git

Cy6'extit Gynu npusHadeHi 10 aKTHBHOTO JIIKYBAHHS BiIOBLAHO 10 rpadika paHgoMizaiii,
prereposatoro Discovery Biometrics (DB) 7o nouarky mocnimxenss 3a JoMOMOroI0 BaliiOBaHOro
BHYTPIlIHLOTO MPOrPAMHOrO 3a6¢3NEUeHHS.

Nikyeanust | Tikapcbrui Josaldhopmalcnoci6 Yactora/Tpusanicte | Howmep cepir
3aci6 3acTocyBaHHA
Koroptu 1,2, | GSK1265744 200 mrimnifin'exuis/IM in'exuin [1 pas 101257304
35,617 (koropty 1-3), SC iH'exuis
(koropT 5-7)
Koropra 47 8 | GSK1265744 1200 mriMn/sHyTpiluHeoBEHHa |1 pas 111279643
129 iH'ekLyis/ IM BBEAGHHS
{xoroptu 4,8, 9)

14. IIpenapar nopiBHAHHS, 1033, CNOCI6 3aCTOCYBaHHA, cuna Aif

CyG'exru 6ynu posnoaineui Ha rpynu miaue6o signosinso 1o rpatdixa panaomizauii, chopMoeatoro
Discovery Biometrics (DB) 20 nowaTky nocnimkeHHs 3a JOMOMOroo BaNliAOBAHOT'O BHYTPILIHLOTO
NporpaMHoro sabesneyeHHA.

. Nikapcbrui Hoaalihopmalcnocit . "
NikyBakus 3aci6 32CTOCYBAHHS Yacrora/Tpusanicte Homep cepit
Koropra1-7 |  Mnaugbo CTep”“"ﬁ‘f&&‘ylf““" ans { pa 101256488

15. CynyTHa Tepartia

lossornteHi npenapatu: AuetamiodeH y ao3i <2 rpamis Ha no6y Oys nossoneHuii, crepoinu
NPU3HAYAMHCS TIICA KOHCYIBTALIT 3 MEHIHHM monitopoM GSK, 3a BUHATKOM BHNIAAKIB HesinkmamHol
MEANYHOT A0NOMOrH. lHIi cymmyTHI npenapaty posrisaanucs B KOXHOMY KOHKDETHOMY BHNAIKY B
pamkax MeguuHoro monitopunry GSK. Bei cymyTwi npenaparu, siki NpHAMAIHCA NI Yac JOCTiKEHHS,
Bynu 3anucani B CRF. MinimaneHa Bumora nojisrana s TOMY, 10 OTPiOHO 6yJ10 3anKcaTH HasBy
penapary Ta Jaty Horo npuHoMy.

16. Kpurepii ouinkn edextusnocTi

EbexTHBHICTE He OLIHIOBANACA B LIbOMY JOC/iIKEHHI.

[[lepepunmi:

e GSK1265744 Papmakokineruuni napamerpu LAP nicns eeegenus OJIHOPA30ROI 103H B/M abo




B/B: IIOLIA 111 KPHBOIO 3aJIEXKHOCTI KOHLIEHTPAMUIT Bill Yacy BiZ HyNa 10 OCTAHHLOT KiNBKICHO
BHMIpPIOBAHOT YacOBOT TOUKH (AUC(0-1)), mwiowma nix kpHEOkO 3a56KHOCT] KOHLIEHTpaUii Bif
4acy BiJ HyNs IO HeCKiHYeHHoCT (AUC(0-0)), Maxcumansna KGHLIEHTpaUiA, 110
criocrepiractshes (Cmax), 4ac 10 MaKCUMAaTbHOT KOHUEHTpaWl, 1o cnocTepiracTses (tmax),
KOHUeHTpaUis 4yepe3s 1 micsue nicas npuitomy nozu (C720 ronun), yasuwii nepiog
HaniBBUBEJIEHHA 3 TEPMIHATBHOT (asu NpH 3actocysauni JIATI (t'4), nambaa z Ax noxasHuk
KOHCTaHTH [IBHIKOCTI BCMOKTYBauHA (AZ).

Bropunmni:

* (GSKI1265744 [Tapamerpu LAP PK; uac 34TPHMKH BCMOKTYBaHHH (tlag) Ta yaBHuii kiipenc
(CL/F, LAP) nicnsa npuitomy onropazoBoi gozn, AUC%ex.

¢ AUC(0-w), AUC(0-00), Cmax Ta C720 rogun micns OJHOPA30BOI'0 NIPHHOMY PI3HHX 103 s
OLIHKH NPeNOpUifiHOCT] f03H,

* Konuenrpauii GSK 1265744 y CVF, CT, VT, RT i nnasmi KpOBI Ta BiHOLIEHHs KOHUEHTpaLi
CVF,CT, VT i RT oo KOHLIEHTpaUii y miasmi Kposi.

17. Kputepii ouinku 6esnexu

GSK1265744 [Tapamerpu Gesneku Ta nepeHocumocti LAP, srmouaroun 1P, Kniniko-naboparopHi
MOoKasHUKH, enextpokapaiorpamy (EKI) 1a ouiriy ®uTTeBO Basknusux YHKL.

18. CratHeTHuHi MeTOaM

OCHOBHHMH LINAMH LbOTO AOCIIIKEHHS Gynu BuBUCHHA Ge3neKu, NepeHOCHMOCTI Ta (apMaxokiHeTHKH
OAHOpa3oBuX N03 npenapaty GSK1265744 LAP. YonuuX (hopManbHHX CTATHCTHUHHX rinoTes HE
nepesipsnocs. Taw, ae ue 6yno pouinbHo, BHKOPHCTOBYBABCA OLIHOUHHIA 1iaxig, i 6ynu nobynopani
TOUKOBI OUiNKH Ta noBipyi inTepsanu ( CI). Jlaui KOHUeHTpauUi-4ac y nnasmi GSK 1265744 anamisysanu
HEKOMIIAPTMEHTHHMH METOAMH 3a JOMOMOroko nporpamy WinNonlin 5. 2 a6o BHILE, | OUIHIOBAIH Taki
papmaxokineTHuHi napameTpu nicns BseneHHs ONHOPa30BOT I03H BHYTPIlIHEOBEHHO a60 MiWIKipHO:
MIOIWA Mijl KPMBOKO "KOHLEHTpANiA B MIa3mi - yac” Bix HYJ1A A0 OCTAHHBOT KINbKICHO BUMIpIOBAHOT
rouku acy (AUC(0-t)), niowa nix kpuoro "KOHLIEHTpaNis B nasMi - yac" Bin HYNS 10 HECKiHYEHHOCT]
(AUC(0-0)), Makcumanpua KOHLEHTpaLlif, 1o cnocTepiracThes (Cmax), 4ac 4O MaKCHMATBHOT
KOHLEHTpaL(], o cnocrepiraeThes (tmax), KOHUEHTpauis 4yepes | micaup nicna seenenus (C720 FOIHH),
SABHMH Nepioj HaniBBUBEEHHA B TEPMiHATbHIGH ¢asi.

19. lemorpagiuni nokasHuxm socnimicyBatot nonynauii (ctate,
BiK, paca Tomwo)

3aranoM y nochnimxenHi B3y yuacts 72 cyb'exru, sxi oTpuMyBanu nosy. [T'ataecar picim cy6'exTiB

BABEPLIMNHM NOCHILKEHH S | 14 cy6'ekris npHIHHMIM RoCHimKeH s (7 [10%] cy6'exris BTpaTiIN
MOJMUIHBICTS NOAANBHIOrO CTIOCTEPEKEHHS | 7 [10%)] cy6'exris Bigrmxanu coro sroay). BinbwicTs

YaCHHKIB NocimxeHns Gymu 6inumu (81%), He JIATHHOAMEPHKAHLAMW IaTHHOAMEPHKAHUAME (79%6) i
Honosikamu (54%). Cepenwiit Bik cranosus 35,1 poky (mianason: 18 10 55 pokis).




GEK1265744 LAP
M 3C
100 mr 200 mr r400 Mr 00 mr GOmr bo 100 mr 200 mr 00mr IPbo
(2002} (200x2)

emorpadiuni aaui M sC

Bix (poxie), CepenHe 3HaveHHs 343 342 361(956) | 397 30,4(7,91) 385 45 300 412(760) 348
(SD}) {9,65) {11.91) {1328) (1073) | (13.34) | (6,63)

Crath, n (%) M SC

Pikoua: 4 (67) 2(33) 7(50) 2(33) 4 (50) 5(63) 107 | 23 2(33) 41(67)
Honosiua: 2(33) 4(67) 7 (50) 4 (67) 4 (50 3(39) 5(83) | 4(670) 4 (67) 2(33)
BMI (kr/m3), Cepepke 3nayeHin 2390 2551 2668 2684 | 2448(3.86) | 2701 2616 2440 | 2841(156) | 2507
SD) {2-89) {3.15) {288) {258) {268) (3-10) | (2,89 (3501
fgt')‘)" (ew). Cepepe wavenn | 4655 | 175807) | 1684 52)| 1710 1689(63) | 1685 |1763(56)| 1705 | 17asean | 1732

{7} {é5) {102) (62) (74)

Maca Tina {xr), Cepenne anaveuna | 659(8,8) | 786 (7.8) (759 (108 779 047.9) [765(8,6) |817(126)] 714 86,4(4,1) | 7462
(SD) (10,00 (124) (5.8)
ETHIYHa NpHHANEXHICTE, N (%) ]

[canCHKOro Yi 3(50) 0 2(149) 1(17) 4(50) 1{13) 2(33) 1(17) 2(33 1{17)
NATHHOAMEPUXAHCEKOIO

TOXOmKERHS:

He icnancsxoro un 3(50) | &(100) | 12(36) | 5(83) 4(s0) 7(88) 4(67) 5{83) <(67) 5(83)
NATUHOAMEDHKAHCEKGO

MOXOPKEHHST:

Paca, n {%)’ 3 6 14 6 8 g 6 6 6 6
Adpo- 1 0 233 | 2014) 0 1013) 3@ [ 208 [ 19 | 2833 | 107

MEPHKAHCLXOTO/athPHKAHCLROTO

NOXOKEHHS

Binowkipifepaneickroro 6(100) | 4(67) 12(36) | 6(100) 7(88) 5(63) 4(67) | 5(83) 4 (67} 7(89)
noxomxenns

20. Pesynbrath edexTUBHOCTI

[HauBigyansHi napamerpn PK GSK 1265744 Y IUIa3Mi KpoBi Micis BBEJEHHA BHYTPilIHLOBERHOT Ta
MepopanbHOi 103 HaBeAeHi B TabiuLi Hivke. BemokTyBanns GSK 1265744 3 Micus iH'exuiil geno
MOYUHANACs NPOTAroM 4 roAMH, Yacy neplioro eigbopy npob, mic/is BBeaeHHS LAP, ockinbku y
PKOJTHOI'0 CYD'eKTa He CrocTepiranocs :oaHoro Nar-vacy. Ipodini xoHuenTpadii y nuasmi kposi ¥ "aci
BIANOBIAAIH TPUBAIOMY 3aCTOCYBAHHIO, 3 HU3LKHMH 3HAUCHHAMM Cmax, nposoHroBaHuMH cepenHiMu
BHAYEHHAMH tmax Bif 6 10 69 AHiB Ta BUMIPIOBAHHMH KOHLCHTDALIIMH Y Aeskux cyb'exTin 1o ~1 poky
nicns npuiiomy no3u. Kpim toro, Buauma TepMiHasibHa dasa t1/2, sxa sigobpaac etan oOMeKeHH
(IBHAKOCT! BCMOKTYBAHHS 3 MiCLA JIETOHYBAHHS, 2 HE eTiMIHALL] 3 IL1a3MH, € HOAOBKEHOIO, 3 CepeHIMU
FCOMETPHYHUMY 3HAYEHHAMH B AianasoHi Bix 25 xo 54 anie. Posainene nozyeanns LAP - 400 mr (200
Mr x 2) B/B Ta B/M, a Takox 800 mr (400 mr x 2) B/ - mocarano Cepe/HHOr0 FEOMETPHYHOr0 3HAYEHHS
C648h (4 Teoxui) Buwe 4*PA-1C90.

Pesome Bubpanux ¢apmakokinernunnx napamerpis nrasmn GSK1265744 nicis
IM Ta SC npuifomy ozuopasosoi 5o3u




JliKyBaHHn

PK napametp L 400mr | 800 mr > 400 mr
100 mr | 200 mr | 400 Mr (200x2) | (400x2) 100 mr | 200 mr (200x2)
. 5 6 14 8 6 6 6 6

AUC(0-648) | 118 | 136 | 290 | 644 | 1497 | 907 | 265 | 368
(Mir. rojmn) | (74.9) | (260) | (46.2) | (61.7) | (792) | (367) | @1y | (54.3)
AVC(0-1992) | 320 | 502 | 9533 | 1798 | 3851 | 3294 | 8524 | 1292
nWml) | (754) | (304) | (54.3) | (506) | (50.8) | (455) | (358) | (61.8)
AUC(0-) 607 | 1068 | 1921 | 2445 | 5651 | 433 | 1005 | 2402
nWml) | (433) | (374) | (60.9) | (52.7) | (1755 | (102) | 857) | (16.1)
AUC(0-0) | 9205 | 1234 | 26526 | 2687 | 5872 | 6894 | 17065 | 2734
(. Wml) | (123) | (346) | (298) | (530) | (126) | (240) | (26) | (223)

Cmax 0,2 0,3 0,7 1.4 33 0,2 0,5 0,9
(Mir/mn) (58,6) | (289) | (552) | (534) | (75.1) (62,1) | (486) | (83.4)
Tmax2 9,00 | 44,50 | 69,00 7,58 6,00
(neHy) (4,0- | (27,0- | (20- | 13,00 {5,0- 16,50 (3,0- | 27,00
83,0) | 170,1) | 213,0) {4,0-84,2)] 147,0) (4,0-55,0)] 27,0} |(3,0-83,0}
C648h 0,1 0,2 0,4 1,1 2,0 0,1 04 0,7
(MKT/M1T) (827) | (37,0} | (54.6) | (49,3) | (76.,9) (60,8) | (69,1) | (96,6)
CL/F 0,15 0,1 0,16 0.1 0.1 0,14 0,15 0,1
(niron) (12.3) | (346) | (29.8) | (53.0) | (12,5) (24,0 (2,6) (22,3)
t1/2 3337 | 539 | 3836 | 31,78 254 5044 | 42.75 428
(gHiB) (66,8) | (322) | (57,3) | (61.8) | (51,1 (76,9) | (53,1) | (52,0}
! CepenHe reoMeTpIIHE 3Ha eHHA(CY%)
2 MefiaHa {pianason)

n=13; %n=5; Sn=4; €n=10; 'n=3; =7

PesynbraTi oninku nponopuitinocti no3u 3a Monemmo Power MOKa3aJIH, 1o excnosuuii GSK 1265744 y
IUTa3Mi KPOBI MiC/IA OIHOPA30BOT iH'EKIIii B/B 3pOCTANM MeHILE, Hix [pOTIOpLIiHO 103i, B Alana3oui no3




Bix 100 Mr 10 400 mr. Excrnosnuii GSK1265744 y mnasmi KPOBI Micyist po3fiineHux B/B in'exniii (400 mr
ra 800 mMr B/B) 3pocTanu gemo Sinbiue, Hix nponopLiito n03i, 3a BHHATKOM C648. Excrosuuii
GSK1265744 y nnasmi kposi nicns in'exuii SC 3pOCTaIM NMpHOJKM3HO MPONOPLiHHO X031 B Aianazoni 103
Big 100 mr no 400 mr.

Pestome nponopuiiinocri no3u oanopazoeoi nozu npenapary GSK1265744 PK 3
BHKOPUCTAHHAM cTelleHeB0l Moaei

. 90% - noBipuni
CNocib 3acTocyBaHHA [Tapametp Haxun iHTepsan
AUC(0-648) 0,696 [0.415,0. 978]
Opropasosa iextst IM AUC(0-c0) 0,814 [0.601,1. 03]
C648 0,794 [0482 1,11]
Cmax 0,722 [0.437,1. 01)
AUC(0-648) 1,22 [0,347. 2,08]
e AUC{0-o0) 1,13 [0,588 1,67]
flei i e I C548 0,891 10.105,1. 68]
Cmax 1,26 [0,456 2,06]
AUC(0-648) 1,01 [0.681,1. 34]
sc AUC(0-00) 0,987 [0.820,1. 15
C648 1,11 [0,627. 1,59]
Cmax 1,02 [0.586, 1.44]

Pe3ynpTaTH OLIHKH MPONOPLIiHHOCTI 403K 33 NOTIOMOrOI0 BapinuiiiHoro aHanizy ANOVA nokasaim, 1o
ekcriosnuii GSK 1265744 y unasmi xposi micns ONHOPAaz0BOTO B/B BBE/ICHHA 3pOCTANIM MEHLIE, Hixk
NPONOpLiHHO A03i, npu 36iMbiueHH] no3u Bix 100 Mr 10 200 Mr 1a Big 100 Mr Ao 400 mr. Excriossuii
GSK1265744 y nnasmi kposi 3poctany 6inbum Hisk IpOLopUiiiHo 1031 npu 36Utbwenni xo3u Bin 100 M-
10 800 Mr, 3a BunsaTKOM AUC(0-00). [IBi i'exuii IM Taxox MPU3BOAKIK 0 OifbLI HDK NpOnOpUifiHOro
10 I03H 30inbiteHHs excrosuuii GSK 1265744 y nnasmi kposi, 33 BUHATKOM AUC(0-0). Excnozuuii
GSK1265744 y nnasmi kpoBi micns oiHopaszoBoi in'exiiil SC apoctanu 6inbi Hik npenopuiiito Ao3i 3i
p6LbLeHHAM no3u Bix 100 Mr no 200 mr. Excriosunii GSK 1265744 ¥y 1L71a3Mi KpoBI micns 0fHOPa3oBOT
tH'ekuii SC.3pocTamy npubiusno mponopuiiino nosi 3i 36inbmenHIM Io3um Big 100 mr go 400 mr.

Pesiome nponopuiiinocri xosn oanopasosoi aozu GSK1265744 PK 3a Bonomoroio ANOVA
IMnasma ICepeate cnieeigHowenHs GLS ]




GSK1265744 PK  190% CI]

Mapamerp

IM IM200 npoTw IM100 | IM400 npoTv IM100 | IM800 npoty IM100 | IM400 (200x2) mpotw
IM100

AUC{0-00) 1.34[0,932,1,93] | 2,88[2,07,4,03] | 6,39 [444,9.19] 2,92[2,07,4,13]

AUC(0-648) 1.16[0.690,1.93) | 246[1,59,381] | 127 [7,60, 21.3] 9,47 [3,38, 8,86)

Cmax 125[0,7522,06] | 2.58[1.69,3. 95] 12,5 [7,55, 20,7] 5,23 [3,27, 8,38

0648 1,51]0.883,2. 57] | 2.93 1,88, 4,60] | 12,7745, 21,7] 6.85 [4,16, 11,3]

SC SC200 npotu SC100 SC400 nporu SC100

AUC(0-c0) 2.48[1.96,3. 14] 3.97[3,21,4,91]

AUC(0-648) 2.92[1.90,4. 49] 4,05 12,64, 6,23]

Cmax 2,58[1,41,4,72) 4,0812,23, 7 46]

C648 2,63 11,33, 5,21] 4,64 [2,35,9,19]

Pesynbrari ananisy nokasany, wo excrnozunii GSK 1265744 Yy iasmi kpoBi Oyau noaiGHuMM Imicns
BHYTPILIHBOBEHHUX iH'exwiit 400 Mr y Koropri 3 ta Koropri 8, ze 3aCTOCOBYBAIMCA Pi3Hi KITiHIUHI cepil.
Pozntinenns 400 mr IM Ha 2 id'exuii npuseoamio 1o >2-KpaTHOro 36iABLIEHHS AUC(0-648h), Cmax ta
C648h GSK 1265744 y nnasmi, a Takosx Cmax Ta C648h GSK1265744. PosiuennenHs DO3H He
BruBaio Ha AUC(0-00) GSK1265744.

Iincymok amin popmyasuii Ta posmennenns in'exuiii 3a napamerpavmn PK GSK1265744

PK napametpuy  |CniBBifiHoWweHHR cepegHIX sHaueHD y3aranbHeHuM MeTOLOM HaUMeHLMX
nnasmi Kkeagparis {90 % CI)

IM 400mr Koropra 3 npotu Koropty 8 IM 400mr (200x2) mporu IM 400Mmr
AUC(0-c0) 1,10[0,759, 1,58] 1,01 {0,730, 1,41]
AUC(0-648) 0,930[0,599, 1,44] 2,22[1,53, 3,23]
Cmax 1,11 [0.666,1. 86] 2,03 [1,37, 3,00]
C648 1,0410,626, 1,74] 2,34 11,60, 3,42

Konuenrpauii GSK 1265744 y Tkanunax Oynu Husbkumu. [lpurmmyckatouu winemicTs 1 /M1, cepeai
KOHIICHTPALIIT B TKAHHHAX LIMAKY MATKH TA [TIXBU Oyau mpubnH3HO exBiBaNCHTHI KOHICHTPAUiaM in vitro
PA-IC90 (0,166ur/mn) min yac nesxux Rizuris,




3Beneni nani npo konuenTpanii B Tkanuaax GSK1265744 3a pisnramu

1

Tun THAHUHK

KoHueHTpauis B TKaHuHi (MKr/r) (n=4/Bi3uT)

400 mMr BHYTPILWHEOBEHHO De3
po3wenneHys {Koropra §)

400 mr BHYTPIlUHBEOBEHHO (2 pa3u no 200 mr
BHYTpillHLOBEHHO, KoropTa 9)

[LIa3Mi KPOBI.

NO --HecTafineHa KOHUGHTpaWis, BumipaHa sk Hinkde LLO

TuxAeHb 2 TxaeHb 8 ITwxaeHs 4 TwxaeHs 12
[WefAnmia 0.,81(NQ-0,17) |0,0% (0,06-0,19)| 0.177 {0.07-0 50) 0.133 (NQ-0.21)3
_BariHaanuﬁZ 0.121{NQ-0.18) |0.184 (0.09 - 0.44)[ 0.155(NQ-0.90) 0.181 (NQ-0.35)
PeKTanbHui2 NQ(NQ-0.10) | NQ(NQ-0.05) | 0.079(NQ-0.20) | 0.063 (NQ-0.08)
1 menjanHa (mianasoH)
2n=8 3paakis
3n=3 apasku

CepefiHe CTTiBBIAHOIIEHHS TKAHHH IMHITKA MATKY Ta MIXBH 10 [7Ja3MM KPOBI MiJl 4ac RI3UTIB KONHUBAIOCH
Bin 0,16 0o 0,28. Cepenne cuiBBiAHOMEHHS TKAHKH MPSMOT KHIUKH IO MNa3MH cTaHoBHI0 <0,08.
JTinikHa perpecis Mokazana XOpoLLy KOPEALio MDK KOHUEHTPAUIAMH B TKAHHHAX IMHHKH MaTKH Ta

Pestome coipgigHomIeHHA TkaHuHA: naazma GSK1265744 3a tanamu rRannnl

400 mMr BHYTPilUHLOBEHHO be3 00mr 114 npoSnenHs (2 pasu no 200mr 1M,
po3uienneHHa (Koropra 8) Koropra 9)

[LleiHui? 0 20 (0.0-0.40) 0.16(0.0-0.4)

BariHaneHMWit3 0,28 (0,0-0,7) 0,19 (0,0-0,7)

PekTanbHUiA3 0,00 (0,0-0,1) 0,08 (0,0-0.2)

1 meniana (aianason)

In=24

In=8 nepo3fineHux; N=7 posaineHux




21. Pesynprary Oeanexu

TIoGiuHi peakilii Ta cepiiosni no6iuui seuwa (CILT) 36upanu Bin mogatky IP i 4o 3aBepIuansHOro BisHTY
s criocTepesxkenns 3a nanieHToM. Kpim toro, CTIA, axi 6ymnu oniHeHi 4K mos's3aHi 3 y4acTio B
ITOCITDKEHH], 30HpaTHES 3 MOMEHTY OTPHMAHHS 3rOIM HA Y4acTh Y JOCIIIKEHH] 00 6YIh-IKOTO
[OANBUIOro KOHTaKTy Brouno. Hafiwacriti ITP, npo aki NOBiHOMIANOCH B LEOMY JOCTIMKEHHI,
HAaBCASHI HMXUE.

Haivacrii .~ [ 7
(22 cyb'exTn B

KL

KOXHIM Fpyni -
ﬂgg’;ﬂl’*‘::::z“% 100 wr | 200 wr | 400 wr | 800 ur égg:g) Pbo | 100 mr | 200 ur (;gg;“zr) Pho
choHi Tepanii- . - ,
Bubipka ana ouiHku 6 6 14 6 8 8 6 6 6 6
Besneku, N
5(83) | 5(83) | 12 | 5(83) | 6(75) | 5(63) | 5(83) | 6(100) | 6 (100) | 5(83)
BYIb-AKE n (%) (86)
Binb y micyi 3(50) | 5(83) {9(64) | 5(83) | 5(63) [2(25) | 3(50) | 6(100) | 5(83) | 2(33)
BBEAEHHS
BY30I1 Ha MicLyj 1(17) 0 2N | 1(17) | 1(13) 0 3(50) | 5(83) | 6(100) 0
BBEJEHHS
Eputemay micui | 2(33) 0 2014) (1171 0O 0 2(33) | 5(83) | 4(67) | 1(17)
BBEJIEHHA
[OnoBHMi Binb 117) | 2(33) | 4(29) | 1(17) | 4(50) | 3(38) | 3(50) | 5(83) 0 1(17)
Kawwent 233) | 1(17) 0 0 2(25) 0 0 1(17) | 2(33)
Bink y cnnxi 0 0 3210 |1 1(17) 0 0 1(17) 0 0 0
Hyzota 0 0 2(14) 0 2(25) 0 1(17) 0 0 0
Opochapureanehmin | 0 0 17) 11(17) 0 1(13) 0 0 0 2(33)
Binb
BnioBaHHs 0 0 2(14) 0 1(13) |1 (13) | 1(17) 0 0 0
YxaHHs 0 0 1(7) 0 0 0 0 0 2(33) | 1{17)
Binb 0 0 2(14) 0 0 1{13) 0 0 0 0
Epurema 0 0 0 0 1(13) 0 0 2(33) 0 0
PuHopes 0 0 0 0 0 0 0 0 2(33) | 1017
Kpeatungpocdokinasal 2(33) 0 0 0 0 0 0 0 0 0
KpOBi nifBULLIEH]

22. BUCHOBOK (3aK/MOYEHHS)

e (SK1265744 nobpe nepenocHBes y BHIIAAL OXHOPa3oBoi in'ekwii 100, 200 i 400 mr s/m abo 100 i

200 mr SC, a TaxoK y BHIVIAA1 posaineHoi in'ekiii 800 Mr BHyTpilHsoM'szoso i 400 mr SC. He 6yno




3apeecTpPOBaHO JieTallbHUX BUnazakis, HS, nos’ s3anux iz JHKapceKUM 3ac060M abo BUNAnKis
AOCTPOKOBOTO 3aBEPIICHHA Y4acTi y nocnimkenni uepes Hi. Haiwactimmumu nein'ekuitinumu [P
Oyau ronoeuwii 6itb, Hya0Ta Ta 6ink y crvui. [ panyiiosani nabopartopui Binxunenna 6ynu
HEYACTHMH, TIPH LLOMY He OyJ10 BUABIEHO KOAHMX 1a60OPATOPHHUX TEH/EHLIi MOPIBHSHO 3 nane6o.
KiiHi4HO 3HauyIHX TeHACHLLIH y KHTTEBO BaXUIMBHX NOKa3HUKaX a60 EKI He cnocrepiranocs. I1P,
noB'a3axi 3 in'exuismu IM ta SC, 6ynu nerkumu, HaiuacTilne BUHUKAB 6ilb Y Micli iH'eKLiT, SKuii
CYNpPOBO/UKYBABCSA €PHTEMOIO T YTBOPEHHAM BY3/HKIB.

® Bsenenns npenapary GSK 1265744 uepes LAP MPHU3BOMIIO /10 TPUBATHX HU3bKMX KOHLEHTPaLii y
M1a3Mi KpOBi y 310poBHX cy6'eKkTiB nporsrom ~1 POKY y neskux cyl'exTis.

*  GSKI1265744 Buaumuii kinueruii nepio HaniBBUBEIeHHS MTics 3actocyBanHs LAP cranoeus Big
25 no 54 nuie, wWo Bigo6paskae LIBHAKICTS, SKa 0bMesKye BCMOKTYBaHHS, a He KiHUeBy (asy
esiMiHauii t1/2 ~ 40 roaun, ska cnocrepiracthes nicas NepopabHOrO 3aCTOCY BAHHS.

® Pospineni in'exuii 36inbLIyBanH WBKAKICTS, ane He CTYIiHb BCMOKTYBAHHS, i 10CATalH CepeHbOro
reoMeTpHUYHOro 3HaueHHs C648h (4 Twxni) Buie 4*PA-1C90 (0,664 ur/mMn) & gianazowi
KOHUEHTpALH, sKi BHKTHKAIIH IPOTHBIPYCHY BIANOBIAL nicns NEpOPaIbHOIO 3aCTOCYBAHHS Y
cyb'eTiB, indikoBaHHX Bipycom iMyHOZEDILMTY TIOAHHM (BUI). Ile Takosx n03B0nuTh 3acTOCYBaTH
CTPaTerito 3aBaHTAKEHHS 103U NPH NoBTOpHOMY BBeaeHHi LAP.

*  KonuenTpauii B TkaHMHAX GyJin HU3LKUMM 3 CEPEIHIM CHIBBIAHOMIEHHAM TKAHMHA: 1a3Ma B MEYKAX
16-28% y uepeikajbHO-BariHabHiil TKaHUHI Ta <8% Y TKaHHHI NPAMOT KMLUIKH Mic/s BBeaeHHs 400
mr GSK 1265744 sHyTpimnbom'a3080. OcKilbku ug 1032 ocsrana cyOTepaneBTHYHHX
KOHLIEHTPALIH Y 11123Mi, BUXOAUH 3 HASBHUX NEPOPAIbHUX AaHHX, BHIII 1031 LAP MoBUHHi
3a0e3redyBaTH BHILI KOHLEHTPALlT y TKAHHHAX, 1O MOYKe OyTH OliHEHO Y NpodiNaKTHYHHX
nocnipkennax GSK1265744.

3asABHUK (BNACHUK peecTPauifiHOro NOCBiTueHHs)

(mianmc)

Kapen I'peiitrep (Karen Grainger)
Biue-npesunent, Kepieuuk sinniny HOPMaTHBHO-NIPABOBOIO Pery/IlOBaHHsA
) BiiB Xenciep (ViiV Healthcare)

{Ilopsoox donoeneno noeum dodamrom 30 32idno 3 Haxazom MO3 Vipainu Ne 1528 6io 27.06.2019 }

Ilepexnan Bukouas:
MeHewkep 3 perynsTopuux nutans Ta peectpauii TOB [nakcoCmitK ity MapmaceroTikanc Ykpaina
Mapunsiko Jlroamuna S
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1. Name of medicinal product (registration certificate Ne, if available)

APRETUDE, film-coated tablets, 30 mg

2. Applicant

Vi1V Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

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

United Kingdom

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

Avda. de Extremadura, 3, Pol. Ind.

IAllendeduero, 09400 Aranda de Duero

Burgos, Spain

4. Studies conducted:

v yes no ifno, please justify

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

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

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

A Phase 1, single-center, randomized, open-label, crossover study to
assess the relative bioavailability of Phase III tablet formulation
candidates in healthy adult subjects, Study 201741

6. Phase of clinical trial Phase 1
7. Period of clinical trial from [10March2015] — [05June2015]
8. Countries, where clinical trial has been conducted USA
9. Number of trial subjects Planned: 36
Actual: 37
10. Main purpose and secondary objectives of CT Primary:

* To evaluate the relative bicavailability of 4 new cabotegravir (CAB)
30 mg sodium salt tablet formulations (2 micronized and 2
unmicronized) compared to a tablet of the current sodium salt

formulation in the fasted state.




Secondary:

o To evaluate the relative bioavailability of 4 new CAB 30 mg sodium
salt tablet formulations (2 micronized and 2 unmicronized) compared
to a tablet of the current sodium salt formulation in the fasted state.

® To assess the safety and tolerability of CAB administered as a single
30 mg dose of the Phase III tablet formulation candidates and the
current sodium salt formulation in the fasted state.

11. Clinical trial design

This was a single-center, randomized, open-label, two cohort, three-way
crossover study in healthy adult subjects to assess the oral bioavailability
of 4 new CAB formulations relative to the reference CAB sodium salt
tablet with an 800 mg core weight used in Phase 2b studies. Thirty-six
subjects were to be randomized into one of the 6 sequences in each of the
2 cohorts; subjects in Cohort 1 (n=18) received the current reference
formulation (800 mg core tablet weight), the 500 mg core tablet weight
formulation with micronized active pharmaceutical ingredient (API) and
unmicronized API, and subjects in Cohort 2 (n=18) received the current
reference formulation, the 650 mg core tablet weight formulation with
micronized API and unmicronized APL.

Cohort | Subjects Treatment periods Follow-up
Cohort1 | N=18 30 day
creeni Wash-out V/ash-aut
° Pﬂfoldn 7| Period1 | Atlsast | Pediod2 | Atleast | Period3 T‘iaﬁ?u:{;ﬂ
Cohort2 | N=18 14 days 14 days
Cohorl 1/Sequences 1-6

Treatment A = CAB 38 mg current formulation, reference

Treatment B = CAB 30 mg new formulation 500M, 500 mg core fahiet weight, micronized drug subsfance

Treatment C = CAB 20 mg new formulation S00U, 500 mg core tabiet weight, unmicronized drug substance
Gohort 2/Sequences 7-12

Treatment A = CAB 30 mg currend fomulation, reference

Treatment D = CAB 30 mg new formulation 8500, 550 mq core tablet weight, micronized drug substance

Treatment E = CAB 30 mg new formulation 850U, 50 mg core tablel weight, unmicronized drug substance




Subjects underwent a screening visit within 30 days of the first dose of
study drug, 3 treatment periods, and a follow-up period. All treatments
were administered as a single 30 mg dose of CAB under fasting
conditions separated by a 14-day washout,

Participation in this study was 12 weeks (e.g., 30-day screening period, 3-
treatment periods, 14-day wash-out between each dose, 7 - 14 day follow
up period).

12. Main inclusion criteria

Healthy males and females aged between 18 to 65 years inclusive, with
body weight >50 kg and body mass index (BMI) within the range
18.5-31.0 kg/m?2 (inclusive) were enrolled in this study.

13. Investigational medicinal product, mode of administration and
strength

e CAB 500M, micronized, film coated tablet, weight of 515 mg,
tablet strength 30 mg, orally administered.

e CAB 500U, unmicronized, film coated tablet, weight of 515 mg,
tablet strength 30 mg, orally administered.

e CAB 650M, micronized, film coated tablet, weight of 670 mg,
tablet strength 30 mg, orally administered.

» CAB 650U, unmicronized, film coated tablet, weight of 670 mg,
tablet strength 30 mg, orally administered.

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

CAB sodium (Reference), film coated tablet, weight of 824 mg, tablet
strength 30 mg, orally administered.

15. Concomitant therapy

Permitted medication: Acetaminophen, at doses of <2 grams/day was
permitted for use any time during the study. 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 PK endpoint included Plasma CAB area under the concentration-
time curve from time zero (pre-dose) extrapolated to infinite time
(AUC[0-0]), Area under the concentration-time curve from time zero
(pre-dose) to last time of quantifiable concentration within a subject across

all treatments (AUC [0-t]), maximum observed concentration (Cmax) and




concentration at 24 hours post-dose (C24).

Secondary PK endpoint included Plasma CAB terminal phase half-life (t
¥2), lag time before observation of drug concentrations in sampled matrix
(tlag), time of occurrence of Cmax (tmax), percentage of AUC(0-0)
obtained by extrapolation (%AUCex), area under the concentration-time
curve from time zero to 72 hours post dose (AUC [0-72]), time of last
measurable concentration (tlast) and apparent clearance following oral
dosing (CL/F).

17. Criteria for evaluation safety

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

18. Statistical methods

No formal hypothesis was tested.
Safety Analyses:

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

Pharmacokinetic Analyses:

Plasma CAB concentration-time data were analyzed by noncompartmental
methods with WinNonlin (Phoenix) 6.3. Calculations were based on the
actual sampling times recorded during the study. From the plasma
concentration-time data, the following pharmacokinetic parameters were.
determined, as data permitted: area under the plasma concentration-time
curve [AUC(0-c0), AUC(0-72) and AUC(0- t)], Cmax, C24, apparent t1/2,
tlag, time to Cmax (tmax), %AUCex, tlast, and CL/F.

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

A total of 37 subjects were enrolled in the study and 36 subjects
completed all the treatment periods, with one subject withdrawn
prematurely. The majority of subjects were African American/African

Heritage (54%), not Hispanic/Latino (95%) and male (73%). The mean




age was 32.4 years (SD: 9.62; range: 19 years to 57 years).

Demographics:

Subject Disposition and Demographics

Number of Subjects CAB CAB CAB CAB CAB | Overall
30mg { 30mg | 30mg | 30mg | 30mg
(800NM) | (G0OM) | (500U) | {650K) | (650U)

Number of subjecis planned [N] 36 18 18 18 18 36
Number of subjecls 36 19 18 18 18 ar
randomized [N]
Number of subjecls included in 36 19 18 18 18 37
All subjects (safety) population | (100) (100) {100) (100) (100 (100)
[n (%)
Number of subjects included in 36 14 18 18 18 37
PK Concentration population [n | (100) (100) (100) (100) (100 (100)
()]
Number of subjecis included in 36 19 18 18 18 37
PK Parameter population [n (100} (100) {(100) (100 (100) (100)
()] '
Number of subjects included in 36 18(95) 18 18 18 36 {97)
| PK Summary poputation [n (%)] | (100) (100) {100) {100)
| . Number of subjects completed 36 18 (85) 18 18 18 36(97)
| as planned [ {%)] (100} (100} {100 (100}
Number of subjects withdrawn 0 1(5) 0 0 0 1(3)
(any reason) [n {%]]
Reasons for subject withdrawal
In (%)
Other-Eligibility criteria not 0 1(5) 0 0 0 1{3)

fuliilled




Subject Disposition and Demographica

Demographics CAB CAB CAB CAB CAB | Overall
3mg | 30mg | 30mg | 30mgy | 30mg
{BOON) | (SO0MM} | (500U) | (650M) | (650U)
N=36 N=19 | N=18 N=18 N=18 N=37
Age in Years [Mean (SD)] 320 316 | 308 B2 332 324
{943} (10.08) (8.65) {9.32} (9.32) {9.62)
Sex [n (%)]
Femals 925 | 8¢y | 7@ | 201 | 2¢1 | 10
Male 27(75) | 11(58) | 11(61) | 16(89} | 16(89) | 27 {79)
BMI (kg/m2) [Mean (SD)] 26.08 3575 2568 2648 26.48 26.10
3.279) | {2.785) | (2851) | (3697) | (3.697) | (3.236)
Height (cm) [Mean (SD)} 17439 | 17236 | 17264 | 17644 | 17614 | 174.20
(8.816) | {8.361) | (9.550) | (7.896) | (7.896) | (8.771)
Weight {kg) [Mean {(SDj] 7946 | 7666 | 7674 | 8218 | 8218 | 7935
(12471 | (11.726) | {12.061) | (12610} | (126100 | (12315}
Ethnicity [n (56)]
Hispanic or Lating 2 {6) 1(5) 1(6) 1 (6} 1 (8} 2 {5}
Not Hispanic or Latino 3499 | 18(95) | 17(84) | 17¢94) | 17(98) | 35895)
Raee [n (%]
African American/African 26056 | 7@ | 769 | 1372 | 13072 | 200(59)
Hentage
White — 16(44) | 12(63) | 11(61) | 5(28) | 5(28) | 17(48)
WhitefCaucasian/Eurcpean
Heritage

M=micranized, U=unmicronized

CAB 30 mg {8001} = CAB 30 mg current formulation, reference
CAB 30 mg (500M) = CAB 30 mg mew formulztion 3, 500 mg mictonized
CAB 30 mg (500L1} = CAB 30 my new formulation 4, 500 mg unmicronized
CAB 30 mg (6500} = CAB 30 mg nzw formulation 5, 650 mg micronized
CAB 30 my (650U) = CAB 20 mg new formulation 6, 650 mg unmicronized




20. Pharmacokinetic results

Summary of Selected Plasma CAB Pharmacokinetic Parameters Following Single
Dose Administration

Treatment AUC{0x) | AUCEY) Cmax €24 | tmaxt ti2
I . @rpgmt) | Mepgmt) | (pgiml) | (pg/mi) {hr) ()
A: Cohort: 131 124 33 151 - =
CAB3Omg (800H) | (33} {30) {24) {25) 05-60) | [
(n=18) (112454 | [107,143] | f298,378 | (3 | (05-69) s
B: Cchortt; 135 123 343 158 a0 wmﬂ
CAB3Omg {5008} | (6} 20 {21) (20) 1040 | 43
| {n=18) 119, 154] | [114,144) | PAD.380 | [143,074 | V7% pard
C: Cohortt: 106 101 265 124 - M%
CABlmg {5000) | @7 {27) {29) 8 | yian | pe
[ {n=18) [B27,121] | (85,115 | {230,308 | pugtan | VO e
A: Cohort2; 142 A‘wm 348 165 oot “.%%
.CAB30mg {80014} {25) {25) (29) 26) 05-60 | @64
@=18) [125,160] | [120,452] | [301,401 | ptd5, 187 | OO 208,
D: Cghort2: 128 123 315 149 a0t ﬂm
CAB30mg (5001} | (25) 26) @ o |2
| tn=18) I13,147] | [108,44Q] | 1276,358 | [131,171] : 01,
& Cohortz 108 101 260 112 200 i
CAB30mg (850U} 33) {33) {28) {89) 65-40 | (54
{n=18) B04, 125 | [64,419) | [219,309] | [083,141] . P
A-Combined: 137 129 341 158 - wwm..w.
CABJOmg{BOITY | [29) on (26) 126) R L
“(n=36) 124,950 | (8,442, | pa3azy | pasizy | @8- m_u_._

a. gecmelic mean {3CVE] [45% Ci]

b.  median (range)

CAB 30'mg (B0} = CAB30 mg cument formulation, refarence

[CAB-30 mg {508M) = CAB 30 mg new formulatien 3, 500 mg micronized

CAB 30 mg {500U) = CAB 30 mg new formulaton 4; 500 mg uwrmicronized:

‘CAB 30 mg (65041} = CAD 30 g new formulation 5, 650 mg micronized

~CAB 30 mg {650U] = CAB 30 mg ne'w formiulation 6, 650 my unmicronized




Plasma CAB PK Treatment Comparison

Plasma PK Ratio of GLS Means {90% Ci)
e | RS Trg (00] | CAB30mg (B00U) | CAB30mg (5507 CAB30mg {650U)
5. WS, V&, Y5
CAB30mg (300K} | CAB30mg (200M) | CAR30mg{830M) | CAB30mg{800M)
(N=18) (=18} N=18) (H=18)
AUC(D-o) 1.03 0.803 0.908 0747
hrpgml) | [0.931,1.15] [0.729,0.897] 10783, 1.040] [0.653, 0.855]
AlC0-1) 104 0814 0.91 0.743
{irpyml} | [0.934, 1.15) [0.735,0.903] [0.795, 1.04] 10555, 0.856]
Crmax 103 0791 0.905 0.747
{uo/ml} [0.918, 1.15] [0.708, 0.884] [0.781, 1.05] 10644, 0.856]
c24 1.04 0623 0.908 068
qiml [0.837, 1.16] [0.738, 0.817] [.762, 1.08] [0.571, 0.809]
7 0983 0.942 0.970 0.984
) [0.931, 1.040] [0.852, 0.895] [0.938, 1.00] [0.851, 1.0

M=microzized, U=unmicronized
CAB 30 myg {800)) = CAB 30 mg curent formalafion, reference

CAB 30 myg {(500M) = CAB 38 mg new formulafon 3, 500 mg mictonized
GAH 30 mg (500U) = CAB 30 my new formulagen 4, 500 mg urmicronized
CAB 30 mg (650M) = GAB 30 ma new formuletion 5, 633 mg micronized
GAB 30 mg (650U) = CAB 3% mg new formaulation 6, 650 mg unmicronized

The 500 mg micronized formulation was bioequivalent to the reference
formulation. Exposures following the 650 mg micronized formulation
were reduced 9% relative to the reference formulation. Exposures
following the 500 mg and 650 mg unmicronized formulations were
reduced 18 - 21% and 25 — 32%, respectively, telative to the reference
formulation. The apparent terminal phase t1/2 was similar between
treatments, suggesting that differences in exposure for the test
formulations resulted from differences in absorption rather than in
elimination. The micronized test formulation with a core weight of
500 mg was bioequivalent to the reference formulation.

[n summary, both test formulations made with micronized drug substance

met the preestablished acceptance criteria. Neither of the test formulations
made with unmicronized drug substance met the acceptance criteria. Since
a smaller tablet is desirable for ease of administration, the tablet




formulation with the core tablet weight of 500 mg, utilizing micronized
GSK1265744B drug substance was selected for progression into phase 3
studies.

21. Safety results

There were no deaths, no serious adverse events (SAEs), and no
significant adverse events (AEs) reported in the study. All AEs were mild
in intensity (Grade 1). None of the AEs were related to the investigational
product. No subjects were withdrawn due to an AE. An overview of AEs
is presented in the table below.

Overall Summary of All Subjects with Adverse Events (Safety Population):

A:CAB | B:CAB C:CAB | D: CAB | E: CAB | Overall

30 mg 30my 30mg | 30mg | 30mg
Preferred Term (8001%) {500M) (S00U) | (650K | (650U)

N=36 N=19 N=18 N=18 N=18 N=37

n {%) n %) n (%) n{%) n {%) n{%]
Any AE 4011 3{16) 317 1({6) 0 9 (24)
Any AE related fo o 0 0 0 0 0
investigationa! product
Upper respiratory tract 6 1(5) 0 1(6) 0 2 (5)
infection
Qitis media 113 0 0 0 0 1(3)
Viral infection Y 148 0 g 0 1(3}
Headache 13 1{5) 0 0 0 1(3)
Faraesthesia 1@ 0 0 0 0 1(3)
Tympanic membrane 1(3) 0 0 0 0 1(3)
hyzeraeimia
Eyelid oedzma 0 0 1{6) 0 0 1(3)
Vissel punciurs site pain 1381 0 0 0 0 1(3)
Mauirophil count decreased 1(3] 0 0 0 0 13
Decreased appetite 1] 0 11{6) 0 0 13
Dermatitis 0 0 1(6) 0 0 13
Haematoma 1] 1(5) 0 0 Q 1(3)

M=micronized, U=unmicronized

CAB 30 mg (BDOM] = CAB 30 mg current farmulation, reference

CaB 30 mg (500M) = CAB 30 mg new formulation 3, 500 mg micronized
CAB 30 mg (500U) = CAB 30 mg new formulzfon 4, 500 mg unmicronized
CAB 30 mgq (650%) = CAB 30 mg new formulation 5, 650 mg micronized
CAB 30 mg (650U) = CAB 30 mg new formulation 6, 620 mg uamicronized




No consistent, treatment-related or clinically significant changes in
hematology, or clinical chemistry results were observed during this study.
No clinical meaningful change over time was observed in vital signs. One
subject had 2 episodes of bradycardia, which were not reported as AEs
and was not considered clinically significant by the Investigator. There
were no clinically significant ECG abnormalities observed in the study.

22. Conclusion (summary)

o The test formulation with a core weight of 500 mg utilizing
micronized drug substance was bioequivalent to the reference
formulation and was selected for progression into Phase 3 studies.

o CAB was well tolerated following single dose administration of all
4 new formulations and the reference formulation.

e There were no deaths or SAEs. No subjects were withdrawn due to
an AE.

o All AEs were mild (Grade 1) in intensity. None of AEs were
related to the investigational product.

Applicant (registration certificate holder)

oo G _

(signature) -

Karen Grainger
VP, Head of Regulatory Affairs

'ViiV Healthcare

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




3BiT npo kainiMHe BHNpoGyBaHHA - 2
' Jocaimxenns 1D-201741

1. Ha3Ba nikapepkoro 3aco0y (3a HAABHOCTI - HOMEp peecTpallifHOro
HOCBITUEHH)

AIIPETIOM, tabnerku, BKPHTI IWIiBKOBOIO 060NOHKOW, 110 30 Mr

2. 3aABHHK

BiiB Xenckep IOK Jlimiren

3. BupoGuuk

BapoGuunreo Heposdacosanoro npoaykry, KOHTPO/b AKOCTI FOTOBOr0 MPONYKTY
[naxco Onepeiiunc FOK Jlimiten, wo Bege misnbriots ax [nakco Bekom Onepeifusc /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

[Ipaitopi Crpir, Bea, SG12 0DI/ Priory Street, Ware, SG12 0DJ

Benuka Epuranis

IlepBHHHE TA BTOPHHEHE MaKyBaHH:, KOHTPOJIb AKOCTi TOTOBOr0 NPOXYKTY, BHIIYCK
cepii

Asenina e Excrpemanypa 3, IToa. Ina. Annennenyepo, 09400 Apanya ne Myepo, Byproc /
Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero, Burgos

[cnanis

4. TlpoBeneHi pocnigxeHns:

v’ rak Hi, TKWO Hi, 0BIpyHTYiiTE

1) Tun nikapenkoro 3acofy, 3a IKUM nposoaMnacs abo MIaHyeThes
peecTpauis

Jlikapcekuii 3aci6 3a TOBHKM AOCLE (ABTOHOMHE JOCHE), [HIUMil JlikapcbKuit 3aci6, HoBa
Tir04a peyosHHa,

5. IlosHa Ha3Ba kiiHivHOro BUNIPOGYBAHHS, KOKOBAHHI HOMEp
KIiHivHOrO BUNPOBYBaHHs

OnxouexTpose, paHaOMi3oBaHe, BIIKPHTE, NepexpecHe A0CTiwkeHHs dasu | aas ouiHky
BinHOCHOT GiomocrynHocTi npenaparis-xanaunatis [ pazu y opmi TablleTOK ¥y 310pOBHX
JTopocnux cy6'ekTiB, nocuimxenns 201741

6. dasa KiiniuHOro BUNpobyBaHns QDaza |
7. Ilepiop kniHiyHOro BUIpoGYBAHHS 3 [10 6epesns 2015] — [05 uepsrs 2015]
8. Kpainu, B SkkX NpoBOAWIOCS KITiIHIYHE BUTIPOOYBAHHS CIIIA

9. KinpKicTb gocnimxysanux

Banmnanosano: 36
DaxTruno: 37

10. Meta Ta BTOpHHHI 1N KIHIYHOTO BUNPOOYBaHHA

MepBunmi:

*  Ouinuru BigHocHy biofioctynnicTs 4 HOBHX (opM TabneTok kaGoTerpasipy ( CAB) 30
MT HaTpi€BO coni (2 MiKpoHi30BaHi Ta 2 HEMiKPOHI30BaHI) NOPIBHAHO 3 TabNeTKOW0
NoTo4HOT (POpMM HATPIEBOT conti HaTwecepLE.




Bropunni:

e  Ouinuty BinHoCcHY GiofocTynHicTs 4 HOBHX (opMm TabneTok HarTpiepoi coti CAB 30 mr
(2 MikpoHi30BaHi Ta 2 HeMIKPOHI30BaHI) [TOPIBHAHO 3 TAONETKOIO NOTOUHOT PopMK
HaTpieBoi coi HaTLecepLe.

e  Quinutu 6esneky Ta nepenocuMicts CAB, 10 BROAUTECS Y BUNIALL pa3oBoi 1o3u 30 mr
kaHauaarie y ¢asi [II Ta noTouHOro Npenapary Hatpiceol coli HaTIeCepe.

11. Jdusaiiy KIHIYHOTO BUIIPOOYBaHHA

[le 6yo OMHOLEHTPOBE, PAaHIOMI30BaHE, BIAKPHTE, ABOKOTOPTHE, TPHCTOPOHHE MEPEXPecHe
[MoCTimKesHA 33 Y4aCTIO 3TOPOBHX AOPOCIHX AOOPOBOMBLIB ANTA OLUHKH [IEPOPAnbHOT
Siomoctynnocti 4 Hosux npenapatie CAB nopieHsIHO 3 pediepeHTHOO TADMETKOK HATPIEBOT
coni CAB 3 macoro aapa 800 Mr, 10 BUKOPUCTOBYBagacd B JocipkeHHAX dasu 2b.
TpuausTe wicte cyG'ekris 6ynd paHaoMizoBaHi B ONHY 3 6 NOCAIAOBHOCTEH Y KOXKHIH 3 2
koropT; cy6'ekrs B koropti 1 (n=18) orpumyBanu noTounuii pedepeHTHHH npenapar (Maca
apa Tabnetke 800 Mr), npenapar 3 Macoto sapa TabneTkr 500 Mr 3 MIKpOHI3OBAHHM
akTHBHUM (dapmaueBTHYHUM iHrpeieHToM ( API) Ta HemikpoHizoanuM API, a cyb'extu B
koropTi 2 (n=18) oTpumysanu notouHui pedepeHTHUH Ipenapart, Npenapar 3 Macoio 1apa
rabnaeTks 650 mr 3 mikpoHisosarum API | HemikpoHizoBanuM APL

NMoganesue
Koropra | Yuachuku Nepioay nikyeanna CROCTEPEKEHHA
Koropra 1 N=g | 30-meamai Bumuea- Bumupa-
repion _ R epio HER ‘ 14 puie micns
opuinry | Mlepion 1 | orai a2 (onait- | Mepion 3 OCTEHHEOI 1031
Koropra 2 MN=18 MEHLe MeHLe i
14 pHiB 14 pHis

KoropTa 1/MocninoBHocTi 1-6
NikysarHa A = CAB 30 mr, notouna gopmatfia, pedepentia
Nikyearna B = CAB 30 mr Hoga peyenTypa 500M, maca ngpa TafineTku 500 mr mixporizosaHa nikapckka
peqeBnHa
TMikyearHa C = CAB 30 mr Hoea peuenTypa 500U, maca snpa Tabnetku 500 Mr HemikporizosaHa Rikapchka
peycamMHa

Koropra 2illocnigoewxocTi 7-12
Nigyeanka A = CAB 30 mr, notcuna dopmauis, pedepenra
Nikysanua D = CAB 30 mr Hosa psuentypa 850M, maca sippa Tafnetkv 650 Mr, MikpOHi30BaHa nikapebka
PEYOBUHE
Tikysanus E = CAB 30 mr kosa peuenTypa 650U, maca aapa 1abnetku, 500 Mr HemikpoHizosaua nikapcbka
pE4OBMHE

Cy6€'ekTH IpOXOIMIH CKPHHIHTOBMIA BisUT npoTaroM 30 AHIB 0icii MpHioMY Nepuiol 1031

InocTimKysaHoro npenapary, 3 nepio/iis JikyBaHHa Ta repiody crocrepexeHHs. Bei




MPENapaTH BBO/THITH Y BHITIA1 0/IHOpa3oBoi 103k 30 Mr CAB Harinecepne 3 mofassmmm
14-neHHHM BUMHBAHHSAM.

Y4acTs y upoMy JoC/imKeHH TpuBana 12 TikHiB (Hanpuitag, 30-netmmit CKPHHIHTOBHH
nepion, 3 riepiofu iKyBaHis, 14-1eHHe NPOMHBARHA MK f03aMH, 7-14-neHHui nepion
CHOCTePE)KEeHH).

12. OcHOBRI KpuTepil BKIIOYEHH

Y focnipkerHi Gpain yuacTs 30poBi HONOBIKM Ta JKiHKH BikOM Bin 18 10 65 POKiB
BKITIOUHO, 3 Macoto Tina 250 kr Ta ingekcoM Mack Tina (IMT) y mexax 18,5-31,0 kr/m2
(BKJIIOUHO).

13. locnimrysanuit tikapebkuif 3acif, cnoci6 sacTocypaHHs, cuna aji

» CAB 500M, mikpoHizoBana TaGiIeTKa, BKDUTA IITIBKOBOK 0BOIOHKOIO, BATOHO 515
MI, no3yBaHHs 30 Mr, 414 epopanbHOToO 3aCTOCY BAHHA.

¢ CAB 500U, HeMixpoHizosana TabneTka, BKPHTA IAIBKOBOKO 0GOMOHKOIO, BATOKO 515
Mr, fo3yBanys 30 Mr, Ang NepopabHOro 3aCTOCYBAHHSA.

o CAB 650M, mikpouizoeana Tabnerka, BKPUTA MIiBKOBOK) 0B0MOHKOIO, BATOWO 670
M, 103yBatHs 30 Mr, Ins NepopajisHOrO 3aCTOCYBaHHS.

¢ CAB 650U, uemixponizosana TabmeTka, BKDHTA N7IBKOBOIO 060N0OHKOW, Barow 670
Mr, nosyeaHHs 30 Mr, Ang NepopajgbHOro 3aCTOCYBaHHS.

14. IIpenapar nopisHAHHA, 1038, CHOCI6 3aCTOCYBAHHS, CHla 1T

CAB Hartpito (pedepent), Tabnerku, BKpUTI IIHBKOBOIO 060OHKOI0, Barown §24 M,
no3yBaHHs 30 Mr, 1714 11€popaibHONO 3aCTOCYBAHH.

15. Cynyrtns Tepanis

Jlossosieni npenapatu: Auetaminodet y n03i <2 r/noby 6ymo 103soneHo 3aCTOCOBYBATH B
Oy ab-AKuil yac MpoTArom focaiakents. Hmi cymyThi JiKapceKi 3ac0bu posraganues B
KOXKHOMY KOHKPETHOMY BHUII2AKY ACCIIAHHKOM micns koHcynbTaiii 3 GSK Medical Monitor
(3a HeobXinHoCTI).

16. Kpurepii ouiHku edekTHBHOCTI

EdextuBHicTh He OLiHIOBANACA B LHOMY JOCIIIDKEHHI.

[leperHHa KiHLesa Touka PK srutiovasia nuonry min Kpupoko «KOHIEHTpaLis-4acy y II1a3Mi
KPOBI BiJl HYA (IO IO3H), €KCTPANONBOBAHY A0 HECKIHUEHHOTO uacy (AUC[0-o0]), mromury
[il KpUBOIO "KOHUEHTpalis-4ac” Bifl Hys (10 403M) 0 OCTAHHBOTO 4acy KiNbKiCHO
BUMIPIOBAHOT koHLIEHTparlil y cyG'ekTa npu Beix BUAAX TiKyBaHks (AUC [0-t]),
MaKCUMAallbHY CIIOCTEPEXYBaHy KOHLEHTpaniv (Cmax) Ta KOHLEHTpALo uepes 24 roquHH
nicns npuiomy go3u (C24).

BropunHa kiluesa Touka PK Bruntodana kinueswit nepios Hanissusenenns CAB 3 ruiasmu (t
72), UAC 3aTPUMKH [0 CTIOCTEPEKEHHS KOHLEHTpAL(ii Npenapaty B 3pasky Marpuui (tlag), uac
nocarsents Cmax (tmax), sincotox AUC(0-0), oTpuMaHHi HULIXOM €KCTPaItoAIii
(%AUCex), rionry mig kpHBoIO "KoHIEHTpawis-dac" Bix HyJs1 10 72 TommMH niciii npuiioMy

031 (AUC [0-72]), uac ocTaHHBOT BUMipioBaHOi KoHLeHTpanii (tlast) Ta YABHHH KITipeHe




nicis nepopansHoro npuitomy (CL/F).

17. Kputepii ouinku 6e3nexu

[MapameTpy Ge3nexkH Ta MEPeHOCUMOCT] BIUTOYany HebaxaHi ABUINA, CYMYTHIH NpHioM
nikie, kminiuni naboparopri aHanisu, enekrpokapaiorpamMy (EKI') Ta omiHKy KHTTERO
BRIUTMBHX [TOKa3HUKIB.

18. CratucTHuyHl MeTOOH

He. Bupuaiack xo0/Ha (opmancHa rinoresa.
AHamiz Heaneku:

Tani 3 Ge3nexu 6ynu npe/crasneHi B Tabnuunomy ta/abo rpadiuHomMy dopmati Ta
y3arajabHeHi B orHcoBii dopmMi Bignosixno 1o craHaaprie InTerposanoi 6i0I0TCKH
crangaptis gaxux GSK (IDSL).

(DapMaKOKIHETHYHI aHaNi3u:

KonuenrpatiiiHo-yacoi fani CAB y miasMi KpoBi aHalli3yBaIH HEKOMIIapTMEHTHIMH
MeTonaMH 3a aonomoroio nporpam WinNonlin (Phoenix) 6.3. Pospaxynku Gazysanuies Ha
daxTHUHOMY Yaci BHGIpKH, 3adikcoBaHoMy nix dac gocnimkerns. Ha ocHOBI Aanux
3aMEKHOCT] «KOHLEHTPALiA-uaCy Y IUIa3Mi KpOBi BU3HAUYAMH Taki hapMaKOKIHETHUHI
napamMeTpH, HACKUIBKH Lie JO3BOJIANH IaHi: IIOIa MiJ KPHBOK "KOHLEHTpauis-4ac” y
nasmi kposi [AUC(0-w0), AUC(0-72) Ta AUC(0- t)], Cmax, C24, ysisuuii t1/2, tiar, Yac 10
Cmax (tmax), %AUCex, tlast ta CL/F.

19. JemorpadiuHi MOKa3HHKM AOCI JpKYBAHOT 0Ny ALIT (CTaTh, BiK,
paca ToLo)

3aranoM y XOCIHLIGKEHHI B3SM yuacThb 37 ocif, 36 3 KHX 3aBepLIMTH BCi nepioau
NTiKyBAHHS, 2 ONMH YYaCHHK BHHLUOB 3 JOCIIDKEHHA JOCTPOKOBO. BinbicTe peClIOHIEHTIR
Gynu adpoaMepUKAHCHKOrO MOXOMKeHH / a(pUKAHCHKOTO MOX0/LKeHHA (54%), a He
iCIIaHOMOBHIMH / TaTHHOaMepHKaHLaMH (95%) 1 yonoixamu (73%). Cepeaiif Bix
cranosus 32,4 poky (SD: 9,62; pianazon: Big 19 g0 57 pokis).

lemorpadidni nokasRHKH:

Incnosuuin cyG'ekTie Ta gemorpadivyti TOKa3HUKN

KinbiicTe y4acHukie CAB CAB CAB CAB CAB 3aranom
30mr | 30mr 30 mr Jomr | 30mr
(800M) 1 (500M) | (500U) | (650M) | {650U)

KinbKicTb 3annaHosaHnx 36 18 18 18 18 36
yqachukia [N]
KinbkicTb paHEoMIS0BaHMX 36 19 18 18 18 k74
ywacHukis [N]
KinbkicTb cyb'eKTiB, BRIIOMEHNX 36 19 18 18 18 Y

10 nonynaLi «Bei cyblekT (100 | ooy | (00) | (100 | (100) (100)




(6eanexa)» [n (%)]
Kinexicts ocib, BrmoyeHNx 10 36 19 (100) 18 18 18 (100) 37
nonynsuii koHuexTpayi PK [n (100) (100) (100) (100)
(%)]
KinekicTs gocnimsyeanmx, 36 19 18 18 18 37
BKMIOMEHKX Ao nonynsiuyfi PiK (100) {(100) {100) (100) (100) (100}
MNapametp [n (%))
KinskicTh CyB'exTiB, BKAKIMEHMK 36 18 18 18 18 36
A0 3aransHoil nonynAyi PK [n {100) (95) (100) (1000 (100) 97
(%)
KinkicTs TEM, 33BEPLIBHUX 36 18 18 18 18 36
BIANOBIgHO A0 nNay [n {%)] (100) {95) {(100) (100) {100} 97
KinkkicTb focnipxysanmx, s 0 1(5) 0 0 0 1(3)
BlamoBMnnea sig yvacti (6yab-
sKa npudmHa) [n (%))
[pu4uiy BigMoBH BI YYECTI Y
nocnigketHi In (%))
IHLWE - He BYKOHAHD XpuTepil 0 1(5) 0 0 0 1(3)
NPURHATHOCTE
Jdncnosunuis cy6'extis Ta nemorpadivui nokasHukK
Hemorpadivni pani CAB CAB CAB CAB CAB 3aranom
30 mr 0mr 30 mr J0omr 30 mr
(300M) | (500M) | (500U) | (ssOM) | (650U}
N =36 N=19 N =18 N=18 N=18 N =37
Bik y pokax {Cepepnue 320 36 30,8 332 33,2 324
3Ha4eHHR (SDY] (943) {10,09) {9,65) {9,32) (9,32 (9,62)
Cratb [n (%)]
Hinoua 9(25) 8(42) 7(39) 2(11) 2(11) 10 (27)
Honosiya 27 (75) 11 (58} 11{61) 16(89) 16(89) 27 (73)
BMI (kr/m?) [Cepenme 26,08 25,75 25,68 26,48 26,48 26,10
3HaueRHa (SDY (3,279 (2,785) {2,851 (3,697) (3,697) {3.236)
3picr (cm) [Cepente 174,39 172,36 172,64 176,14 176,14 174,20
stauenns (SD)] (8,816) {9,361) (9,550) {7.896) {7,896) {8,771)
Maca Tina (xr) [Cepense 7946 76,66 76,74 82,18 82,18 79,35
3naverHa (SD)] (12471) | (11,726) | (12,061} | (12610) | (126100 | {12,315)
EtnivHa npuHanesticts [ n
(%)]
NaruHoamepukaHyi aGo 2(6) 1(5) 1(6) 1(6) 1(8) 2(5)
NATMHOAMEPHKAHU
He icnaHomosHi ui 34 (94) 18(95) 17(94) 17(94) 17{94) 35(95)
NATHHOAMEPUKAHU
Paca [n (%)]
Adipo- 20 (56) 7(37) 7(39) 13(72) 13(72) 20(54)

aMepukaHcororo/agpukan




CbKOM0 NOXOKEHHA

Binowkipi - 16(a4) | 12(63) | 11(61) | 5(28) 5(28) | 17(46)
Binouipi/eBponeitskoro
[IOXOMKEHHS
M=mixpoHisopaHmit, U=HemMikpoHizosaHui

CAB 30 mr (800M) = CAB 30 mr notouHa petenTypa, pedepeHc

CAB 30 mr (500M} = CAB 30 mr Hosa chopmyna 3,500 mr mikpotisosaHa
CAB 30 mr (500 GIY = CAB 30 mr Hoeuin cknian 4 500 Mr HeMikpoHiaoBaHUi
CAB 30 mr (650M) = CAB 30 mr Hosa dopmyna 5,650 Mr mikpouisosaHa
CAB 30 mr (650 Ofl) = CAB 30 mr HoBwiA cxnap 6,650 mr HemikpoKizosaHuiA

20. Pe3aynsrary epeKTHRHOCTI Pestome oxpemux papmakokineruannx napamerpie CAB y nasmi kposi micas
npuiiomy 0IHOPA30BOT N03H

| AUC(D-<) | AUG{D4) Cmax c24 tma | 112
| Jlikysanus {roa*™mkrimn | (rog™mkrimn
) ) {mKr/mn) {mKrimn) {rop) {rog)
A: Koroprat: 131 124 335 1,51 201 ?gé;
CAB30mr (800M) (33) (30) (24) (25) 0560 | (49
(n=18) (2154 | (107,143 | [298.378] | (34170 | U | Gy
B: Koropral: 135 128 343 158 | 300010 ?284‘;
CAB30Mr (500M) (26) (24) 21) (20) | pas
(n=18) (119154 | [114144) | [3.10380] | [1.43 1.74) ' 37
C: Koropral: 106 101 2,65 1,24 200 ?gé?
CAB30mg (500U) (27) 27) (29) (26) (1040 | 329
(n=18) [927,121] | 885 115 | 230305 |10, 141 | 13
A: Cohort2: 142 135 3,48 165 201 ?? é()s
CAB30Mr {800M) (25) (25 RO | @4 | 05 50 | s
(n=18) [126160) | 120152 4,01] 1,87] R e
D: Cohort2: 129 123 3,16 1,49 201 ?IA?
CAB30mr (650M) (26) (26) [108, (27 2N 3, © 5’ 60) 35,0
(n=18) [113 147] 140] 2,76 3,59] 1,71] o a0
E: Cohort2: 106 101 2,60 112 200 ?184?
CAB30Mr (650U) (33) (33) (36) (49) 0540 | (54
(n=18) 904,125 | 86,1, 119) | (219309 | (0,89, 141 | ¥ o7
A
P —— 137 129 341 1,58 201 38,9{38,
cAB3owr (soom) | %) (27) (26) ) | ss0 |65
(ne36) (124150) | (118142) | 1313372 | (145172 | OO £13]

2.  cepegHe reameTpudne (%CVh) [95% Cl]




CAB 30 mr
CAB 30 mr
CAB 30 mr
CAB 30 mr

—— p— pr— —

h. MegiaHa (gianazon)

CAB 30 mr (800M) = CAB 30 mr notouHa peLienTypa, pedepeHc

500M) = CAB 30 mr Hora dhepmyna 3,500 mr mikpoHizoeana
500 U) = CAB 30 mr Hoewuin cknag 4, 500 Mr HeMiKpOHIZ0BaHUIA
650M) = CAB 30 mr Hosa chapmyna 5,650 mr mikpoHisoeata
650 U) = CAB 30 mr Hoewi cknap 6,650 Mr HemixpoHizoBaHui

ITopiBHaHHg gikyBaHHA niIasMow CAB PK

Plasma PK CniBBigHOWEeHHA cepefHiX 3HAYeHb Y3arasibHeHUMM METOAI0M HalMEHLLINX
Mapametp keagparis {90 % CI)
CAB30mr CAB30mr (500U) | CAB30mr (650M) | CAB3O0mr {650U)
(500M) npoTh npoTH npoTu
MpoTy CAB30mr (800M) | CAB30mr (800M) | CAB30mr {(800M)
CAB30Mr {N=18) (N=18) {N=18)
(800M)
(N=18)
AUC(0-=) 1,03 0809 0,908 0,747
{rog*mkrimn) | [0,931,1, 15] [0,729,0, 897] [0,793,1, 040 [0,653,0, 859]
AUC(0-t) 1,04 0,814 0,9 0,749
{rog*mir/mn) | [0,934,1, 15] 10,735,0, 903] [0,796,1, 041 [0,655,0, 856]
Cmax 1,03 0,791 0,905 0,747
{MKrimn) [0918,1, 15] [0,708 0,884] [0,781,1, 05] {0,644,0, 866]
C24 1,04 0,823 0,908 0,68
{mKrimn) [0,937,1, 61 [0,739,0, 917] [0,762,1, 08] {0,571,0, 809]
t12 (0,983 0,942 0,970 0,984
{rog) [0,931,1, 040] [0,892,0, 995] [0,938,1, 00] 10,9511, 02]

M=mikpoHizoaHui, U=HeMiKpoHi30BaHMA

CAB 30 mr (800M) = CAB 30 mr noTouHa peLienTypa, pediepeHc

CAB 30 mr (500M) = CAB 30 mr Hosa ¢popmyna 3,500 mr MikpoxisoBaHa
CAB 30 mr (500 U) = CAB 30 mr Hoswii cknag 4, 500 Mr HemikpoHizoparii
CAB 30 mr (650M) = CAB 30 mr Hosa thopmyna 5,650 Mr MikporiaoBaKa
CAB 30 mr (650 U) = CAB 30 mr Hoswit cknag 6,650 Mr HeMikpoHizosaHui

MikpoHizosanmii npenapar 500 mr Oye 6iockBiBaTEHTHHM pediepEeHTHOMY IpENapary.
Excriosuis micns 3acTocyBadHs MikpoHizosanoi Gopmu 650 mr Oyia 3HDKkeHa Ha 9%
MopieHAHO 3 pedeperTHO0 dopmoro. Ekcrnozunii mcns 3acTocyBaHHS HEMIKPOHIZOBAHHX
npenapatis 500 mr Ta 650 Mr 6ynu 3umkeni Ha 18-21% Ta 25-32%, BianNoRiaHO, NOPiBEAHO
3 pedpeperTHAM MpenapatoM. OuernIHA TepMiHaibHa dasa t1/2-6yna noaibuoro Misk
[penaparaMu, 1o CBiT4HTh MPO Te, L0 BIAMIHHOCTI B SKCMO3MILIT A JOCHi Iy BaHUX
[penaparie 3yMOBIeHI BiIMIHHOCTAMH B BCMOKTYBaHHi, a He B eniminauii. MikpoHisoBaHuiH




ITeCTORME nperiapar 3 Macoro sapa 500 mMr Oys OioekBIBAICHTHEM pedepeHTHOMY
[Ipernapary.

TaxuM uiHOM, OOHMIBA TECTOBHMX MpeNapaTH, BUFOTOBNIEH! 3 MIKPOHI30BAHOO TIKAPCHKOIO
PEYOBHHOID, BiAMTOBIIAIN NONEpeAHbO BCTAHORJIEHHM KPHTEPiaM mpuifnaTHocTi. JKonen 3
TECTOBHX TPENapariB, BUTOTOBJICHHX 3 HEMIKPOHI30BaHOI J11Kapchbkol peYOBHHH, HE
BiAMOBIAaB KPUTEPIAM OpEHHATHOCTI. OCKINBKH 113 3pYYHOCTI 3aCTOCYBaHHS §aKaHO MaTH
MEHITY TabneTKy, A nepexony Ao ¢as3d 3 ZochimkerHs 0yno odpaHo npenapar 3 Macoro
saapa 500 mr, o MiCTHTE MikpoHizoeaHy cybcTanuiro GSK1265744B.

21. PesyneTaTi Oe3nexkH

Y mocnipxenHi He 6yno 3apeecTpOBaHO JKOIHOTO BUTIAAKY CMEPTI, JKOIHOI'O Cepio3HOro
nobiyHoro seuina (CILA) Ta skoanoi 3HadHOT Mobiunoi peakwii (ITP). Yci ITP Gynu
cnabkrmMu 3a iHTeHcHBHICTIO (knac. 1), XKoana 3 TP He Oyna nos'a3aHa 3 JOCTIIKYBaHUM
npomyktoM. JKoAHOTO AOCTiMKYRaHOro He 0yno sunydeHo depes 1P, Oraspg TP
npencTapneHo B TabIHLI HipKye.

BaransHuii miacyMoK moxo Beix cyd'exTis 3 modivnnmA apumamu (Gesneana
mOnyJsiLia):

A:CAB B: CAB C:CAB | D:CAB | E:CAB Jaranom

30mr 30 mr 0mr Omr I0mr
BaxaHui Tepmii (800M) (500M) (500U) (650M) | (650U)

N =36 N =19 N=18 N=18 N=18 N=37

n (%} n (%) n (%) n (%) n (%) n (%}
Byae-akaflP 4{11) 3(16) 311N 1 (6) 0 9(24)
Byap-ska [P, nos'ssana 3 0 0 0 0 0 0
A0CNiDKYBEHMM NEOAYKTOM
IHchexuia BEpXHIX 0 1(5) 0 1(6) 0 2(5)
AUXaneHuX LWnaxis
CepepHii oyt 1(3) 0 0 ] 0 1(3)
Bipycsia indekuin 0 1(5) 0 0 0 1(3)
F'onoBHUA Binb 1(3) 1(5) 0 0 0 1(3)
Mapacteaig 1(3) 0 0 0 0 1(3)
linepemin bapabannoi 1(3) 0 0 ] 0 1(3)
NEPETHHKY
Habpak nosixk 0 0 1(6) 0 0 1(3)
Bink y Micui nyHsuii cyouH 1(3) 0 0 0 0 1(3)
IMEHLLEHHA KINBKOCTI 1(3) 0 0 0 0 1(3)
HeATpodinis
JHVIKEHHS aneTuTY 0 0 1(6) 0 0 1(3)
Hepmarut 0 0 1 (6) 0 0 1(3)
lemaroMa 0 1(5) 0 0 0 1(3)

M=uikpoHizopaHui, U=KeMikpoHizosaHui




CAB 30 mr (800M) = CAB 30 mr notouna peuentypa, pedepec

CAB 30 mr (500M) = CAB 30 mr Hosa dhopmyna 3,500 Mr MikpoHizoaHa
CAB 30 mr (500 U) = CAB 30 mr voswii cknag 4, 500 Mr HeMikposisosanmit
CAB 30 wr (650M) = CAB 30 mr Hosa opmyna 5,650 Mr MikpowisosaHa
CAB 30 mr (650 U) = CAB 30 mr HoBu# cknag 6,650 Mr HemikpoHizoBaHui

[Tix 4ac UBOro A0CHIIKEHHS He COCTEPIiranocs CTiHKMX, NOB'A3aHUX 3 TiKYBaHHAM 260
KJIIHIYHO 3HAYYIIMX 3MIH Y FeMaToIori4Hux abo KIiHIKO-XIMIYHHX nokasHukax. Kniniuno
3HAYYLUMX 3MiH Y JKMTTEBO BAXJIHBHX MOKa3HUKAX 3 IUIHHOM Yacy He criocTepiranocs. B
oaHoro cyb'ekra Oysio 2 enizoam Opaaukapaii, ski He Gysiu 3apeectposani sk ITP i He
BBKAIKCA JIOCIIIHMKOM KIIHIYHO 3HAYYIIMMH. Y J0CTIKEHH] He crocTepiranocs
KJIIHIYHO 3HAYYLIMX Biaxunenb Ha EKI.

22. BUCHOBOK (3aK/IHOUEHHS )

¢ Tecrosuii npenapar 3 Macoto siapa 500 Mr 3 BHKOPHCTaHHAM MiKPOHI30BaHOT
JIKapChKOi PEeHOBHHHM BUABMBCA Oi0eKBiBAICHTHUM pedepeHTHOMY Npenaparty i Oys
BiniGpanumit Ans nepexoay a0 dazu 3 gocaiKEHD.

e CAB no6pe nepesocuBcs nicjis 04HOPa30BOrO NPUIiOMY BCiX 4 HOBMX Npenaparip
Ta pepepeHTHOro npenapary.

¢ JKoanux cmeprenbHux Bunazakis abo sunazakis [1P sussneno ne 6yno. XKoanoro
JIOCTIBKYBAHOro He OyJ10 BuityueHo yepes [1P.

e Vci [P 6ynu nerkumu (1 knac) 3a intencusnictio. Koana 3 1P He Gyna noe'ssaua 3
JOCIIIZKYBAHHM MPOAYKTOM.

3asABHUK (BAACHHK PEECTPALLIHHOTO MOCBITYEHHS)

(nmianuc)

Kapen ['peiirskep (Karen Grainger)
Biue-npesunent, KepisHuk Bifily HOpMaTHBHO-NPABOBOIO PeryJiloBaHHs

BiiB Xenckep (ViiV Healthcare)

{Ilopsaook donoeneno nosum dooamrom 30 32idno 3 Haxazom MO3 VYipainu Ne 1528 gio 27.06.2019 }

Ilepexsiag BUKOHAB:

Menemkep 3 pery/IsTOPHUX MHTaHb Ta peecTpaLtii
TOB I'makcoCmitKnsiin ®apmacstotikanc Ykpaina
Mapunsko Jroamuia




Clinical Trial Report - 3
Study ID- LAI116585

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.

IAvda. 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 Single-Center, Randomized, Open-Label, Crossover Study to Assess

the Relative Bioavailability of New Formulations of GSK1265744 in
Healthy Adult Subjects, Study LAI116585.

6. Phase of clinical trial Phase 1
7. Period of clinical trial from [29August2012] — [05November2012]
8. Countries, where clinical trial has been conducted USA
9. Number of trial subjects planned: 18
actual: 18
10. Main purpose and secondary objectives of CT Primary:

To evaluate the relative bioavailability of 2 new GSK1265744 30 mg free
acid capsule formulations compared to a tablet of the current sodium salt
formulation in the fasted state.




Secondary:

To assess the safety and tolerability of GSK1265744 administered as a.
single 30 mg dose of the current sodium salt formulation in the fasted state
and 2 new free acid formulations.

11. Clinical trial design

This was a single-center, randomized, open-label, balanced, 3 way
crossover study in healthy adult subjects to assess the relative
bioavailability of 2 new free acid oral formulations of GSK 1265744

30 mg compared to the current GSK 1265744 30 mg sodium salt
formulation. Subjects had a screening visit within 30 days prior to the first
dose of study drug, 3 treatment periods containing a single dose of study
drug, followed by 24hr of serial PK collection. Subjects checked out of the
unit on Day 2 after the 24-hour assessments have been collected and
would return to the study unit for the Day 3 (48hr), Day 4 (72hr), Day 6
(120hr), and Day 8 (168hr) pharmacokinetic (PK) collections. Study
periods were separated by a washout of at least 14 days between doses.

12. Main inclusion criteria

Male or female subjects between 18 and 64 years of age inclusive, at the
time of signing the informed consent, body weight >50 kg for men and
>45 kg for women and body mass index (BMI) within the range
18.5-31.0 kg/m2 (inclusive) were included in the study.

13. Investigational medicinal product, mede of administration and
strength

Treatment Drug Dose/FormfRoute | Frequency/Duration | Batch Number

A CSK1265744B | 30 mg/TabletOral pnce 122364904
sodium {Na) sait
as curent
Formuiation

B GSK1255744 30 mgiCapsuleiOral Once 122366919
free acid

nanomifiad
fermulation

[ GSK1265744 30 mgiCapsulerOral Once 1223668522
free acid

micronized
fenmulation




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

NA

15. Concomitant therapy

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

16. Criteria for evaluation efficacy/PK

Efficacy not evaluated in this study.

Primary:

e Plasma GSK1265744 AUC(0-), AUC(0-t), and Cmax.,
Secondary:

o Plasma GSK1265744 C24, t', tlag, tmax, %AUCex, and CL/F.

17. Criteria for evaluation safety

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

18. Statistical methods

This study was designed to estimate the bioavailability of 2 new free acid
formulations of GSK 1265744 30 mg relative to current GSK 1265744

30 mg sodium salt formulation. No formal hypothesis was tested. For each
primary PK endpoint, point estimates and corresponding 90% confidence
intervals were constructed for the ratio of the geometric mean of the test
treatment to the geometric mean of the reference treatment,
u(test)/p(reference).

Plasma GSK1265744 concentration-time data were analyzed by non-
compartmental methods with WinNonlin Professional 5.2 or higher.
Calculations were. based on the actual sampling times recorded during the
study. From the plasma concentration-time data, the following PK
parameters were determined, as data permit: maximum observed plasma
concentration (Cmax), time to Cmax (tmax), area under the plasma
concentration-time curve [AUC(0-t) and AUC(0-0)], and apparent
terminal phase half-life (t1/2), also apparent clearance (CL/F) PK data was
presented in graphical and/or tabular form and were summarized
descriptively.




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

Demographics:

Rumber of Subjects Overall
Number of subjects planned, N: 18
Number of subjecis randamized, N: 18
Number of subjects included in Al subjects (safety) population, n (%): 18 {160}
Number of gubjects iciuded in PK population, n {85): 1B {100}
Number of subfects compieted as planned, n (%): 18 {100}
Number of subjects vathdravwn (any reason), n [$5): 0
Number of subfects withdrawn for SAE n [%): {
Number of subfects withdrawn for AE_n {So): 0
Demegraphics Overall
Age in Years, Mean (SD) 36.7{1252)
Sex, n {%)

Femaa: 8{44)

Mate: 10 {58)
B (kgfm?), Mean (8D} 25.16(2.387)
Height {cm), Mean (5D} 167.83 (7.189)
VWeight [kg). Mean (SD) 71.06(2.835)
Ethnicity, n (%)

Higpanic or Latino: 3{17)

Nat Hizpanic or Latino: 15{83)
Race, n (%)

Afrcan Amercan/African Heritage §{33)

American Indian or Alaskan Nafive 18)

White — White!Caucasian/European Hernitage 1161

SAE=Serous Adverse Event, SD = Standard Deviation

20. Pharmacokinetic results

analytes are presented in the tables below:

The results of the statistical comparison of plasma PK parameters of all




Summary of Selected Plasma GSK1265744 Pharmacokinetic Parameters Following

Single Dose Administration
AUC[D-=) | AUC{) Ccmax tmax? c24 tar2 CLF (Uhn)
Treatment | o otimy) | Gohml) | memy | 0 (ugimL) in)
174 153 424 1.8 399 0.17
Ma Sait [153,188] | [145,183] | [3.86,4.67] 200 [1.78,221] | [36.1,44.7] | [0-15,020
{n=18) ' : e {1.04.0) N " o
{25} (24) (1) {22} {21) (25)
FA 152 142 343 200 172 44 0.20
nanomilled | [137,170) | 1129,157] | [3.08,3.81] : [156,1.80] | [37.8,45.2] | [0.18,022]
{1.0-6.0)
{n=18) {22} {20) 21 20 {18) 22)
FA 894 829 1.6 260 04 423 0.34
Micronized | 177.5403] | F27, 247 | (171, 229 {164 ” [0.87,113) | [38.2,48.0] | [@.28, 0.39]
{n=15) (25) (27 28) ) {27) {23 (29)
1 geometric mean [25% CI] (CY%)
2 median {range)
Plasma GSKI1265744 PK Treatment Comparison
Ratio of GLS Means (90% CI}
Plasma PK Parameter FA nanomilled vs Na Salt FA Micronized vs Na Salt
AUC{0-20) 0.877 [0.778, 0.989] 0515 [0457, 0.581]
AUC{0-) 0.872[0.774, 0.983] 0.509 [0.451, 0.573]
C 0.867 [0.771, 0.975] 0.498 [0.443, 0.560]
Cmax 0.B07 [0.719, 0.206} 0.46110.410, 0.517]
112 1.04 [0.897, 1.08] 1.07 [1.03,1.12]
CUF 1.44]1.01, 1.29] 1941172, 2.19]

21. Safety results

Overall the study medications were generally well tolerated in healthy

subjects in this study. Four subjects reported adverse events (AEs) and all
AEs were mild (Grade 1) in intensity. There were no drug related adverse

events reported. No other clinically significant changes in clinical
laboratory values, or vital signs were observed during the study. Four
subjects had electrocardiogram (ECG) values with abnormalities of

potential clinical concern, however none of the 12-lead ECG




abnormalities were noted by the investigator to be of clinical significance.

Summary of All Adverse Events by Treatment (Safety Population)

Preferred Term Number (%) of Subjects
Overall (N=18)
Any event 4(22)
| Upper respiratory tract infection 1(6)
| Vaginitis bacterial 1(6)
Vulvovaginifis tnchomonal 1(6)
Confusion 1(6)
Headache 1(6)
| Oropharyngeal pain 1(6)
Alopecia 1(6)

22. Conclusion (summary)

e Plasma GSK1265744 AUC and Cmax following the free acid
nanomilled formulation administration were approximately 12%
and 19% lower than those following the administration of current
sodium salt tablet formulation.

e Plasma GSK1265744 AUC and Cmax following the free acid
micronized formulation administration were approximately 48%
and 54% lower than those following the administration of current
sodium salt tablet formulation.

o (GSK1265744 was well tolerated following single dose
administration for all 3 formulations

i

Applicant (registration certificate holder)

< 9R0 C TR

(signature)

Karen Grainger
IVP, Head of Regulatory Affairs
\ViiV Healthcare

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




3BiT npo kainivyee BANpoOGyBanns - 3
Koa pocnimxenns - LAT116585

1. Hazea nikapcekoro 3acofy (32 HasiBHOCTI - HOMEp peccTpaniitHoro
OCBITUEHHS)

ATIPETIO/], TabneTku, BKPHUTI UTIBKOBOIO 0GOJIOHKOIO, 1o 30 Mr

2. 3a9BHHK

BiiB Xenckep KOK Jlimiten

3. BupoOHuk

BrpoGHMITEO Hepo3dacoBaHOro MPOAYKTY, KOHTPOIB SIKOCT] FOTOBOTO OpOAYKTY
['naxco Onepeiiwtc KOK Jlimitea, mo sene nisasHicTs sk [naxco Bemmcom Onepeiitusc /
(Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

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

Benitka Bpuranis

[lepBuine Ta BTOPHHHE NAKYBANHS, KOHTPOIb IKOCTI FOTOBOTO MPOAYKTY, BHIYCK
cepil

Asetina ne Excrpemanypa 3, [on. ua. Annennenyepo, 09400 Apanna ne llyepo, Byproc
Y Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero, Burgos
lcriania

4. [poBeneHi gocimKenns:

v’ Tak Hi, AKWO Hi, 06rpyHTYiiTe

1) Tun nikapebkoro 3aco6y, 3a SIKUM IpoBOAUNAcS abo MIAHYEThCS
peecTpauis

Jlikapcbkuii 3aci6 3a NOBHHUM 10CHE (ABTOHOMHE JOCKE), THLIHI NikapceKHii 3acib, HoBa
Nitoya peqoBHHA.

5. [loBna Hasea liHiuHOro BHNPOOYBAHHS, KONOBAHMIH HOMEP KITIHIYHOrO
BUNpobyBaHHs

Onnouentpose, paHnomisosane, BikpHTe, nepexpecHe DOCHLGKEHHS NS OUiHKK
BiAHOCHOT GionocTynHocTi HOBMX (opm npenapaty GSK 1265744 y 300POBHX JOPOCIHX
cy0'extis, nocnimxents LAI116585.

6. Daza KNiHYHOTO BUNPOOYBaHHA Daza |
7. Ilepion kniHivHOTO BHOPOOyYBaHHS 3 [29 cepnna 2012] — [05 sueronana 2012]
8. KpaiHu, B AKHX MPOBOAMIOCS KJliHiYHE BUNPOOYBAHHS CLIA
9. KinbkicTs RoCHimKyBaHHX 18 7
paxTHdHa KinbKicTh cyB'exriB gocnimreHHs: 18
10. MeTa Ta BTOpUHHI Ui KNiHIYHOTO BHMPOGYRAHHS ITepsunni:

OuinuTy BinHOCHY GiomocTynHicTs 2 nosux dopm xancyn GSK 1265744 no 30 mr sinbuoi
KMCJIOTH MOPIBHAHO 3 TabNeTKOIO NoTo4HOT GOpMH HaTpieBot coi HaTIecepue.

Broprumi:

OuinuTy Gesnexy Ta nepeHocumicTs npenapaty GSK 1265744, mwo BEOIMBCS Y BHIIISMI




OINHOpa30Boi K0o3W 30 MI OTOYHOTO MpenapaTy HATPIEBOT COMi HATINEecepLe Ta 2 HOBHX
[Ipenaparie BUTBHOT KHCIOTH.

11. Au3alin KNIHIYHOTO BHIPOOYBAHHA

[le 6yno omHOLEHTPORE, PAHAOMIZ0BaHE, BilKpHTE, 30aNaHcOBaHE, 3-CTOPOHHE
nepexpecHe AOCIIPKEHHS 3a YHaCTIO 3ZOPOBHX ZOPOCTHMX HOOPOBONBLIB A1 OUIHKH
BinHOCcHOI OiogocTynHocTi 2 HOBHX nepopaibHuX (opm BinsHOT kucnotd GSK 1265744 30
M Y ITOPIBHSHHI 3 NoToYHOIO (opMoio Hatpiesoi comi GSK 1265744 30 mr. Cy6'ektu
TPOXO/IMIIH CKPHHIHTOBHIH BisHT npotarom 30 auis g0 npuiiomy nepiuoi Ao03u

NoCHi PKYBaHOMO NpenapaTy, 3 NepiofH JIKYBaHHA, WO MICTHIH OOHY 103y
U0CITi 1Ky BaHOro Npenapary, Mcns 4oro MPoBOAHBCs 24-rogUHHHE cepikinuii 36ip PK.
Cy6'ekTH BUNHCYIOTBCA 3 BiIAINEHHA Ha 2-i AeHb micng 360py 24-roIHHHHX OLIHOK i
MOBEPTAIOThLCA 10 BifalieHHa fns 360py dapMakoKiHETHUHUX TOKA3HKKIB Ha 3-it neHn (48
roauH), 4-it nens (72 romunn), 6-# gens (120 ronun) i 8-i aeub (168 roaun). Mepioau
nocniKeHHs OyITH po3IieH] NepepBoe MK 103aMH wWwoHaiMeHwe 14 auis.

12. OcHOBHI KpuTepii BRIIOUEHHA

YV nocaimkeHHs Brmodannes cy6'exti wonosiuoi abo sxkiHouol cTaTi BikomM Bia 18 no 64
POKIB BKTIQUHO HA MOMEHT MiANKCAHHS IH()OPMOBAHOT 3rofH, 3 Macoo Tisa =50 kr ans
HonoBiKiB 1 >45 Kr AnsA XIHOK Ta iHAeKkcoM MacH Tina (IMT) s aianasoni 18,5-31,0 kr/m2
(BrIIO4HO).

13. Hocnimxysanuii nikapebkuit 3acif, cnoci6 3actocyBaHHg, cHia aii Nikyeann | [likapcekni | Josaldopmaleno YacroTal Homep
f 3acid cio TpuBanicTsL cepif
3aCTOCYBAHHSA
A GSK1265744B |30 mrfrabretkw/ |1 pas 122364904
HaTpieeacinb | nepopansHo
{(Na) sk notouHa
peuenTypa
8 GSK1265744 | 30 mr/kancynw/ 1 pa3 122366919
HAHOPO3MIpHIKA | NepopankHY
npenapar
BiNbHOI KUCNOTH
C GSK1265744 | 30 mr/kancynw/ 1 pas3 122366522
MiKPOHI30BaHUA | nepopankHo
npenapar
BiNbHOI KUCTIOTK
14. Ilpenapar nopiBHsHHA, 1034, CIOCIG 3acTOCYBaHHA, CHTa Oil H/JT

15. CymyTHS Tepanis

JlozsoneHi npenapatu: AueraMiHodeH y no3ax <2 rpamik Ha 106y OYB M03BONCHHI. [HIII




{

CYIyTHI NperapaTd MOXKYTh PO3IIISLEATHCA B iIHOHBINYyanBHOMY TOpAnKY MemHaHUM
moHiTopom GSK.

16. Kputepil ouiHku edeKTHBHOCTI

EdeKxTHBHICTB He OlIiHIOBANACA B LIBOMY JOCHTIXKEHHi.
IlepBHHHI:

e TInasma GSK 1265744 AUC(0-c0), AUC(0-t) i Cmax.
BropnHui:

o Ilnazma GSK1265744 C24, t'4, tlag, tmax, %AUCex i CL/F.

17. Kpurepii ouiHku 6esznexn

[MapameTpH Ge3nekHd Ta MepeHOCHMOCTI, BIITIOUAKOYH MoGiuKi ABHINA, CYMYTHIH NpHiioM
nikie, kniHiuki naGoparopri ckpuHinry, EKI Ta ouiHKy >XHTTEBO BIUTMBUX MOKA3ZHHKIB.

18. CtaTHcTHYHI METOIH

Lle nocnimxenHs 6yno po3poditeHo i ouiHKH 6iogocTymHoCT] 2 HOBHX MpenapaTis
BinbHOT KMcnoTH GSK 1265744 30 Mr mopiBHAHO 3 iCHYIOUHM MpernaparoM HaTpieBoi coni
(GSK 1265744 30 mr. He puBuanace >xonHa opmansya rinotesa. [ KoxHOT MepRHHHOT
kinuesoi Touku PK 6ynu mobynosati Toukosi OUiHku Ta BianosiaHi 90% nosipdi
iHTEpBaNM AN1s BIAHOWEHHS CEPEAHLOT0 FEOMETPHMHOIO 3HAYEHHA NOCILKYBaHOTO
iKyBaHHA JO CepeaHBOro reOMETPHUHOIO 3HAYEHHS pedepeHTHOrO JIKyBaHHs,

u(nocnimryeaune)/L(pedepearae).

Maui npo xouueHTpauito-yac rasmu GSK 1265744 ananizypany HEKOMIIAPTMEHTHUMH
MeTonamy 3a nonomororo nporpamd WinNonlin Professional 5.2 abo nosiwot sepcii.
PospaxyHKH GasyBanuca Ha GakTHYHOMY uaci BUOIpKH, 3apikcoBaHOMY Mif Hac
nocnimreHHs. Ha 0CHOBI JaHMX KOHIIEHTpauif-uac y miaa3Mi KpoBi BH3HAYANIH TaKi
napameTp PK, HackiNeKH (1€ 103BOMANU JaHi: MAKCHMANbHA CIOCTEPEXKYBata
KOHIIeHTpaLis y rnasmi kposi (Cmax), yac go Cmax (tmax), ruioiua 1ij KpHBoo
KOHUeHTpauis-vac y mnasmi kposi [AUC(0-t) Ta AUC(0-c0)] Ta yssuuii niepion
HaniBBHBEACHHA 3 TepMiHansHOT (azu (t1/2), a akoxk yasuuid iipeHe (CL/F) Jlani PK
Gynu npencrasnedi y rpadiuniii Ta/abo Tabnuunii ¢opmi Ta y3aransHeHi B OIHCOBIH

thopmi.

19. Hemorpathiuri nokasHHKK AOCIIIKYBAHOT nOMyJisAuii (Crars, Bik, paca
TOIIO)

Memorpadiani pani.
KinbkicTb yyacHukiB 3aranom
KinbkicTb 3annaHoBanux y4achukis, N: 18
KinbKicTh paHROMISOBaHMX y4acHuKis, N: 18




KinbxicTb cy6'exTiB, BRNOYEHMX Ao nonynawi, Bei cyb'extu 18 (100)

(Beaneka) [n {%)]:

KinbkicTb focnimkyBaHmx, BKONeHUX A0 nonynauii PK, n (%): 18 {100)

KinbkicTb yuacHWKIB, Sk 3aBepLUMNN 3annaHoBaHe MiKyBaHHS, n 18 (100)

(%):

KinbKicTb yuaCHuKiB, SIKi OCTPOKOBO NPUNUHUMY yHacTb Y 0

pocnigkenHi (3 Dyab-akoi npudnam), n (%):

KinekicTs AoCRimKyBaHNX, BUNYYEHWX ANA NpoBeaeHHA SAE n 0

(%):

KinskicTb A0CimKYBaHNX, BUNYYEHKX ANA NIpoBeaeHHA AE n 0

(%):

HemorpachiyHi faHi 3aranom

Bik {(pokiB), CepenHe aHayeHns (SD) 36,7 (12,52)

Crath, n (%) '
Kinova: 8 (44)
Yonosiva: 10 (56)

BMI (kr/m?), Cepepne 3HayeHHs (SD) 25,16 (2,387)

3picT {cm) [CepeaHe 3HauetHa (SD) 167,83 (7,189)

Maca Tina (kr), CepegHe 3HaueHHs (SD)

71,06 (9,835)

ETHiYHa NpuHanexHicTs, n (%)

ICNAHCLKOro Y1 NATUHOEMEPUKAHCHLKOrO NOXOMAKEHHS: 3(17)

He icnaHceKoro Yy NaTMHOAMEPHKEHCBKOMO NOXOMKEHHS: 15 (83)
Paca, n (%)

Adpo-amMepuKaHCLKOro/athpuKaHCHKOTo MOXOKEHHS 6 (33)

AMepuKaHcbki iHgiaHLi abo npeacTaBHNKY KOPIHHOTO 1(6)
HaceneHHs Anscku

BinoLLUKipi/eBPONENCLKOro NOXOMKEHHS 11 (61)

SAE= cepitoaHa nobiuHa peakyis, SD= nobiuHa peakuia

20. PeaynETaT € PeKTHBHOCTI

NpeacTaBieHi B TAOMHIAX HIDKYE:

priioMy ogHOpazoBoi 1030

PesynbTaTi CTATHCTHYHOIO NOPIBHAHHA mapaMerpie PK mnazMu mia Beix aHamizib

|Pe3mme OKpeMHX hapmarkokinerHuHAX napamerpis CAB y niasmi kposi mican
Ll

. AUC(D- | AUC{0- } Cmax | tmax? C24
n'Ky:aHH ) t) (Mrr/mn) | (rom) | {MKr/mn)
(MKr. (M.

t1/2 CLF
(rom) | (nfrop)




rog/mn) | rop/mn)

174 163 4,24 2,00 1,98 39,9 0,17

HaTPIERa | 1163 196 (145183 | [386 | (10- | (178, | 161, | 015
1) | ] 1| 467 | 40 | 2211 | w2 |020](25)
( 05 | @8 | (9 @ | @

FA 152 | 142 | 343 | 300 | 172 | 414 | 020
HaHome- |[137 170 |[129157| (308, | (10- | (1,56, | [37.8. | [0.18
neHyit ] ] 381 | 60 | 190 | 452 | 022
(n=18} (22) (20) (21) (20) (18) (22)

FA 804 | 829 | 196 | 300 | 099 [428382| 034
Mikpori- | [77.5, | 727 | 071, | 0 | 0,871, | ,480] | 10,29,
sosawwin | 103] | 947] | 2241 | 40) | 13] (23) [0,39](29)

n=18) | (29 | n | (8 (27)

i CepepiHe reometpudte [85% Cl (CV%)
2 megiaHa (gianasoH)

MopiBnannsa dikyeanus maasmow GSK1265744 PK

CniBBigHOWEHHA CepefjHiX 3Ha4eHb y3aranbHeHUM

PK napameTpu y MeTof10M HanMeHwux keagparis (90 % Cl)
nnasmi Havomenenui FAnpotu | MikpoHizoBana FA npotu

HaTpicBoi coni HaTpicBoi comi
AUC(0-) 0,877 [0,778,0, 989] 0,515 [0,457,0, 581]
AUC(0-t) 0,872[0,774,0, 983] 0,509 [0,451, 0,573]
C24 0,867 [0,771,0, 975] 0,498 [0,443, 0,560]
Cmax 0,807 [0,719,0, 906] 0,461 [0,410,0, 517]
t1/2 1,04 [0,897 1, 08] 1,07 [1,03,1,12]
CLF 1,141,01,1, 29] 1,9411,72,2,19]

21. Pesynbrary Oe3nexy

3aranom HOCHimKyBaHi penapaT# Aodpe nepeHoCHIHCS 300POBUMH YYACHHKAMH UbOTO
nocnimxenns. Yotupu cy6'ektu nosimomunn npo nobiuni peakuii (ITP), i sei ITP 6yiu
Inerkoro crynens ( crymnis 1) 3a intencusuictio. [Tpo no6ivni peaxuii, NOR'I3aHI 3
npuitoMoM npenaparty, Ke nosizoMasnocs. XoAHHX IHIIKMX KIHIYHO SHAYYLIMX 3MiH ¥
KT HIYHIX Ta60paTOpHUX NOKA3HMKAX 460 MOKA3HUKAX KHTTEAIANBHOCTI Ii] Yac
nocnipkeHHA He cnocTepiranocs. Y HOTHPBOX AOCHIIMKYBaHUX ITOKA3HHKH
enextpoxapaiorpamu (EKI™) Manu BimxuuieHHs Bil HOPMH, AKi MOTIH 6 BUKIMKATH
OTiHI4HE 3aHenOKOEeHH ., NPOTe %o/He 3 Bigxwiens y 12 sigpepenwsx EKI™ He 6yno




BiZ3HAUEHO JIOC/IIHHUKOM SIK TAKE, LU0 Ma€ KTiHIYHE 3HAYCHHS.
3BeaeHHs BCiX NOGIYHMX peakniii 32 BRAAMH JikyBanus (6e3neuna nomy.isimis)

BaxaHui TepMmiH Kinekictb (%) cy6'ekTiB
[ocnimpKkeHHs
3aranom (N=18)
Byab-aka MNP 4 (22)
[HPEKLUiA BEPXHiX AMXanbHUX LUNAXIB 1(6)
BakTepianbHui BariHiT 1(6)
TPUXOMOHaAHWIA BYNbBOBAriHIT 1(6)
KoHTysis 1(6)
lonosHwuit Binb 1(6)
OpodhapuHreanbHuit binb 1(6)
Anonedjs 1(6)
22. BUCHOBOK (3aK/TIOU€EHHS ) * AUC ta Cmax GSK1265744 y nna3mi KpoBi mic/is 3acTOCYBaHHA HAHOPO3YHHHOT

(bopmu BinbHOT KMCHOTH Oyu npubausHo Ha 12% Ta 19% HUKIUMH, HIXK nicns
3acTOCYBaHHs MOTOYHOT TabieToBaHOT POPMH HATPIEBOT COI.

* AUC ta Cmax GSK1265744 y nna3mi KpoBi mic/ist 3aCTOCYBaHHS MiKPOHi30BaHOT
dbopmu BinbHOT KHCTOTH Oy npUbIM3HO Ha 48% Ta 54% HIKYHMH, HIXK nicas
3aCTOCYBaHHsI NOTOYHOT (POPMHU HATPIEBOT COMi Yy BUIIIAI TADIETOK.

* GSKI1265744 nobpe nepeHOCHBCA Mic/s BBEAEHHS OJHOPA30OBOI 103H IS BCIX 3
npenaparis

3aABHMK (BIACHUK PecCTPaUifHOrO MOCBiTYEHHS)

(mianuc)

Kapen I'peitmokep (Karen Grainger)
Biue-npesnaent, KepiBHHK Biliily HOPMATHBHO-NPABOBOrO PeryOBAHHS
BiiB Xenckep (ViiV Healthcare)

{Hopﬂdé‘k oonosHero Hosum dooamxom 30 zeiono 3 Haxasom MO3 Vipainu Ne 1528 6id 27.06.2019 }

Ilepexnan BuKounas:

MeHejkep 3 peryasSTOpHHX NUTaHb Ta peecTpaii
TOB I'nakcoCmitKnsiin @apmacstotikaic Vkpaina
Mapunsko Jlroamuna




Clinical Trial Report - 4
Study ID- LAI116815

I. 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 reléase
Glaxo Wellcome S.A.

lAvda. 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 triai

A Single-Center, Randomized, Open-Label, Study to Assess the Relative
Bioavailability of New Formulations of GSK 1265744 LAP in Healthy Adult
Subjects, Study LAI116815.

6. Phase of clinical trial Phase 1

7. Period of clinical trial from [14January2013] — [21April2014}
8. Countries, where clinical trial has been conducted [USA

9. Number of trial subjects planned: 45

actual: 43




I

10. Main purpose and secondary objectives of CT

Primary:

e To evaluate the relative bioavailability (RBA) of two new formulations
of GSK 1265744 400 mg long acting (LA) parenteral given
intramuscularly (IM) compared to the current formulation (200 nm
particle size)

Secondary:

* To assess the safety, tolerability, and pharmacokinetics (PK) of oral
GSK1265744 in healthy subjects.

o To assess the safety and tolerability of 3 formulations of GSK 1265744
LA administered as a single 400 mg dose IM.

» To investigate the potential of GSK 1265744 to inhibit or induce
cytochrome P450 3A (CYP3A) enzymes using midazolam as a probe
substrate following repeat dose oral administration of GSK1265744.

» To evaluate the RBA of the GSK 1265744 400 mg LA (200 nm particle
size) in current formulation active pharmaceutical ingredient (API)
from Route D to Route C previously with the historical data.

11. Clinical trial design

This was a single-center, randomized, open-label, 3 parallel treatment study in
healthy adult subjects to assess the RBA of 2 new formulations of
GSK1265744 (744) long acting (LA) 400 mg IM compared to the current 744
LA 400 mg nanomilled formulation. The current formulation, Treatment A,
was a 200 nm nanomilled formulation, Treatment B (test formulation) was
prepared by nanomilling and had an approximate median particle size of 1 pm,
and Treatment C (test formulation) was prepared with a dry milling and

homogenization process and had a median particle size of approximately 5 pm.




On Day -28, subjects started a 14-day oral lead-in period at a dose of 30 mg
daily. The objective of the oral lead-in period was to minimize the chance of an
unexpected drug hypersensitivity reaction occurring during 744 LA dosing.
After a 14-day washout period, subjects were randomized to receive 1 of the 3
744 400 mg intramuscular (IM) formulations. Subjects remained in the
research unit for at least 4 hours after the dose of study drug for PK sampling
and safety assessments. Subjects returned to the research unit for PK sampling
and for study assessments as described in the Time and Events table.

A 3-cohort parallel treatment study design was chosen for this study due to the
long half-life of 744 LA. Samples for determination of 744 concentrations were
collected for 12 weeks post-injection which made a cross-over study design
less viable. Subjects had safety laboratory assessments for 52 weeks post 744
LA IM injection.

During the oral lead-in period, a sub-study to examine the potential of 744 to
inhibit or induce cytochrome P450 (CYP) 3A activity using midazolam as a
probe was conducted (Group 1). Subjects received a single oral dose of 3 mg
midazolam on the morning of Day -29, followed by 24 hours of serial PK
collection. Subjects were then dosed with oral 744 30 mg once daily (QD) for
14 days and returned to the research unit on Day -16. On Day -15, subjects
were given a single dose of 30 mg 744 followed by 24 hours of serial PK. On
Day -14, subjects were co-administered midazolam + 744 followed by 24 hours
of serial PK. All subjects underwent a 14-day washout period prior to IM
dosing.

12. Main inclusion criteria

Male or female healthy subjects aged between 18 and 65 years of age inclusive,
with body mass index (BMI) within the range 18.5 to 31.0 kg/m2 (inclusive)
were included in this study.




13. Investigational medicinal product, mode of Treatment Administration:
administration and strength Sty Treatment
Product name: Oral GSC1265744 | GEKI265744 | GSK1265744 | GSK1265744 midazolam
injecfable injectzble injeckzhle
suspension saspension suspemsion
Treatmentd | TreatmentB | Tres'meniC
Dosage form: | Table! Irgaction Synp
Unit dose 20mg 400mg GBK1265744 Img
strength{s)iBo Each val contains 1.5 mi suspension of 200
saqe level(s): mo/ml GSK{2R5744
Route/ Administer crally, Intamuscufar | Inframuscular | Intramuscolar | Oral'singls dose
Administration/ | once daly Injecticn Injecticn Irjecticn Administer by oral
Duration: _Syringe.
Duosing Taken crally, once s | \ortex suspension wial for 20 secands fo re- The syrirgz will be
inatructiona: dayin the moming | susperd s=diments. Allmwbubbles to subside, | rnsasd twice with
with o vithout a then use a syringe to vithdravr the required S to ensure the
vohme of suspension for IM injection. enfredsels
administered + &
eddificnal 220me, of
vigter. Thetalzl
water amount
should ba 240mL
viith or without
GSK1265744.
Physical Vifrite to almost \Write & \White to \WHite to Syrup
description: yviite ovel teblat slightly colored | shightly slightly
suspernsion colorad colored
suspension Suspension
Manufacturerf GlaxoSmithkine Commerciaily
sotrce of avaleble
procurement
Methed for One 20myg tahlet Reler to the Study Reference Manuzs! for Clrocal site to
individualizing | faken cnce a day. Instructians for indinidualizing doses. purchass
dogage: } commerdial product
Batch Number | Lot MNo: 122369530 | 122368821 122360072 122359871 WDC: G0054-3566-
Ba'ch No: NI )
Input Batch Lof No: 2608854
No:122369164
14. Reference product, dose, mode of administration and [NA

strength

15. Concomitant therapy

Permitted medication: Paracetamol, at doses of <2 grams/day was permitted for




use any time during the study. Other concomitant medication could be
considered on a case-by-case basis by the investigator in consultation with the
GSK Medical Monitor.

Permitted Medications post 744 LA Dose

Concomitant medications (prescription and non-prescription) were
administered only as medically necessary during the study (except for
prohibited medications described in Protocol Section 9.4). All concomitant
medications, blood products, and vaccines taken during the study were
recorded in the electronic case report form (¢CRF) with dates of administration.

16. Criteria for evaluation efficacy/PK

Efficacy not evaluated in this study.
Primary:

e Plasma GSK 1265744 area under the concentration-time curve from
time zero (pre-dose) to week 12 within a subject across all treatments
(AUC[0-wk12]), concentration observed at week 12 (Cwk12) and
maximum observed concentration (Cmax).

Secondary:

o Plasma GSK 1265744 area under the concentration-time curve from
time zero (pre-dose) extrapolated to infinite time (AUC[0-c]), area
under the concentration-time curve from time zero (pre-dose) to week 4
within a subject across all treatments (AUC[0-wk4]), concentration
observed at week 4 (Cwk4), area under the concentration-time curve
from time zero (pre-dose) to week 8 within a subject across all
treatments (AUC[0-wk8]), concentration observed at week 8 (Cwk8),
terminal phase half-life (t}%), time of occurrence of Cmax (tmax), and

apparent clearance (CL/F) following the LA dosing.




o Plasma GSK1265744 AUC(0-wk12}, AUC(0-wk4), Cwk12 and Cmax
following LA administration of 400 mg IM (unsplit) in Cohorts 3 and 8
of LAT114433 for historical control Route C material.

¢ Plasma GSK 1265744 area under the concentration-time curve over the
dosing interval (AUC[0-tau]), Cmax, t¥%, tmax, and CL/F following oral
administration of GSK1265744 in the midazolam subgroup.

» Plasma AUC(0-w), Cmax, area under the concentration-time curve
from time zero (pre-dose) to last time of quantifiable concentration
within a subject across all treatments (AUC[0-t]), t1/2, lag time before
observation of drug concentrations in sampled matrix (tlag), tmax,
percentage of AUC(0-w0) obtained by extrapolation (%AUCex), and
CL/F of midazolam following oral administration of midazolam alone
and in combination with oral GSK 1265744,

17. Criteria for evaluation safety

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

18. Statistical methods

The sample size of 45 to obtain a minimum of 36 evaluable subjects was
chosen based on subject variability of 744 to address the objectives of the
study. Based on integrase GSK364735 first time in human study, within-
subject variability CV% for midazolam AUC(0-0) was 15%. With this
assumption, 12 subjects provided more than 80% power to reject the two one-
sided tests and conclude that 744 had no effect on midazolam AUC(0-0) or
AUC(0-1).

Unless stated otherwise, descriptive summaries included n, mean, standard
deviation (SD), coefficient of variation (%CV), median, minimum, and
maximum, geometric mean with associated 95% confidence interval (CI), and
the between-subject CV (%CVDb) for continuous variables, whereas n and

percent were used as summary statistics for categorical variables. Safety data




was presented in tabular and/or graphical format and summarized descriptively
according to GSK’s Integrated Data Standards Library (IDSL) standards. From
the plasma concentration-time data, the following PK parameters were
determined, as data permit: Cmax, tmax, AUC(0-t) and AUC(0-0), and t'%,
also CL/F. Pharmacokinetic data was presented in graphical and/or tabular
form and summarized descriptively. For each primary PK endpoint, point
estimates and corresponding 90% Cls were constructed for the ratio of the
geometric mean of the test treatment to the geometric mean of the reference
treatment, p(test)/u{reference).




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

Demography

Number of Subjects MpZ 744 | 7440mal | NM NM DM Ovenall
N=12) | Oral +MDZ (200nm | 1pm Spn | (N=43)

N=43) | (N=12) | (N=13) | (N=12) | (N=13)

Demoegraphics MDZ 744 | 7440ral | WM NI DM | Overall

N=12) | Oral +MDZ (2000m | 1 pm Spm | (N=43)
N=43) | (N=12) | (N=13) | (N=12) | [N=13)

Age in Years, Mean (SD) 353 Mo 353 36.6 373 320 .8
(1372) | (1346) | (13.72) | (12.87) | (14.76) | (12.83) | {13.16)

Sex, n (%)

Female: 4(33) | 8(19) 4(33) | 431 0 323 8{19)

Male: (6N | BB | 867 | 9(69) i2 jo(F7) | 35(81)

(100)

BMI (kg/m?), Mean (8D} 2472 | 2544 2472 | 2662 | 2499 | 20.23 25.44
(2508) | (3271) | {2.508) | (2.862) | {2.717) [ (3.660) | {3.271)

Ethrictly, n (%)

Hispanic or Lafino: 0 2{58) 0 0 0 2{15) 2 (5)

Not Hispanic or Latino: 12 41(99) | 12{100) 13 12 11(85) | 41(95)

{100} {100} | (100)

Race, n (%)

African Ametican/African 200 | 1023 | 2017 | 3@3) | 1(8) 431 | 10{29)

Heritage

White — 083 | 337 | 0@ [10@F7 [ 11{82) | 9(68%) | 33(77)

WhitefCaucasian/Eutopean

Heritage

Treatment: {44 Oral=GSK12657448 30 mg PO 14-Day Lead-in RD; 744 Orat+MDZ=GSK1265744B 30 mg PO+

Midazolam 3 my; MDZ=Midazolam; NM 200 nm=GSK 12657444 400 mg Nanomiled 200 nm LA using new rouie of

APl (Route D); NM 1 pm=GSK1265744A 400 mg Manomilled 1 pm LA using new route of APl (Route D;

DI 5 preGSK12657444 400 mg Dry miling and homogenizafion 5 pum LA using new route of AP (Route D).

20. Pharmacokinetic results

PK parameters following oral and IM administration of cach 744 LA
formulation is summarized below:




Sumimary of Plasma 744 Pharmacokinetic Parameters Following Oral Dose Administration

n Cmax: AUC{D-Tp CL/F= tmaxb
Treatment
(gL} {ug himL) {Litr} (b
7a4 12 701 120 0% 209
PO {23 {25 [¥=) (1.00-4.00

3. geometric mean (CVi)
b. median (fange)




Summary of Plasma 744 Pharmacckinetic Parameters Following Il Dose Administration
Treatment - Cumrent Study, LAI{16815 Study
LAIM14433
PK Parameters Cohorts 338
NM 200 nm NM T pm DM5 am NI 200 nm
{n=13) (n=12) {n=13) (n=14)
AUC(0-=) 2664 27 2313 R
{ugh/ml) (20) (28) {18)
AUC(0-wh4)® 427 637 3 280
{i:g.vmLy {118) {132) (121) {46)
AUC(0-wkB) 2 805 10584 634 ND
(ng umL) &4 (107) {103)
AUC{0-wk12)2 1266 14351 893 53
| (1ig.h/ml) (1) (85) (85) (54)
Cmaxa 0.91 127 670 0.70
(ngmL} (101} {131) (121) (55)
Cwkda 077 0.80 0.80 048
| (no/mi) (108) {100) {110) (59)
Cwksg 0.56 0.58¢ 038 ND
(g ) (®1) (72) {68)
Cwi12a 0.32 0.3 03 045
 {Lig/mi) (") (81) {49) (61)
CUF 0.15° 015 0.17° NR
) 20 (28) {18)
172z 1= 421= 615 NR
{hn) {40) {28) {28}
tmax® 2800 1000 21.00 6300
{day) {4.00-84.1) (2056.9) (4.0-84.0) {2.0-213)




i geomelric mean {CV¥)

b. medlian (rangs)

c. n=5

d =11

e =4

[ n=13

MNR: Not Reported, data available within Clinical Pharmacolngy Study Repert of LAI114433 (GlaxoSmithKine
Document Numbar 204 3N 159605_00}; ND: Not Determined; NM 200 nm: Nancmilled 200 nm using new route of
AP (Route D); NM 1 pm: Nanomilled 1 ium using new route of AP| (Route D); EM 5 pm; Dry milling and
homegenizafion & pm using new toute of AP! (Route D); NM 200 nm formufaticn used in Study 114433 was made
from Roule C APl and had sEghtly higher level of manndtol

A summary of plasma midazolam PK parameters following administration
alone and after co-administration with oral 744 are presented below. The PK of
midazolam after repeat oral doses of 744 revealed no significant change in
AUC[0-1], Cmax, t'%, tmax, and CL/F relative to the PK parameters generated
when midazolam was dosed alone.

Summary of Plasma Midazolam Pharmacokinetic Parameters Following Dose Administration
n | AUC{0- |AUC{04p | Cmax | CUF | 122 |Hag>(hi} | tmaxt
Treatment o) (ng.himL) | (ng/ml) ) (hr} (hr}
{ng.h/mL})
Midazalam | 12 215 25.8 123 109 3.89 0.00 050
(53) (53} 40 (53] {37} | (0.00.0} | {0.3-0.5)
Midazolam + | 12 287 283 134 101 395 0.00 0590
744 (84 (54) (36) (54) | @7 | (0000) | {03-10)
a. geometric mean {CVR)
b. median (rangz)

744 LA PK parameters were analyzed using a mixed effects model with fixed
effect terms for the treatment. Point estimates and corresponding 90% Cls were
constructed for the ratio of the geometric mean of the test treatment (NM 1 pm,
DM 5 um) to the geometric mean of the reference treatment (NM 200 nm),
u(test)/u(reference). The results of the statistical comparisons are shown below.




Summary of 744 LA PK Treatment Comparisonz
GLS Mean Ratio [30% CI]
PK Parameters N 200 nmn Current
Study vs. M 200 nm
358
102 0858
AUC(-) 0791, 137 0653, 1.14] ND
12 0775 147
AUC(Dwkd) 0710, 223 0442, 1.36] 0849, 256]
R 117 0701 D
10,653, 2.09] 0401, 127
113 0706 133
AUC(D-wk12) 0721, 176 0453, 1.09] 0861, 205]
. 139 0761 131
0789, 243 0439, 137 0764, 2261
ol 103 0653 162
[0.609, 175 033, 1.10] 0972, 269
108 0580
Ol [0.696, 1.55] 10463, 0.9%0] ND
o2 101 0570 0647
0670, 157 0654, 1.44] 0437, 0.959]
0.980 115 _
CLF 0,758, 1.97] 0877, 151] ND
113 166
ti2 0793, 152 [1.13.247] ND

HA 200 nm: Nanomilled 200 rm using nesa rcate of AP (Route 0); NM 1 nme Manarmilled 4 pum using new routs

of &P (Route D); DM 5 pm: Bry milEng snd homogenization 5 pm usng new route of AR (Route O);

MM 200 num formuilaticn used in Study 114433 was made fromRoute € APl and had slightiy higher level of mennifol]

ND: Nod Determinad

Pharmacokinetic parameters of midazolam were separately analyzed using a

mixed effects model with fixed effect terms for treatment of midazolam alone

r




and with 744. Subject was treated as a random effect in the model. The results

of the statistical comparisons are presented below.
Summary of Midazolam PK Treatment Comparisons
GLS Iean Ratio [90% Ci]

PK Parameter MDZ + 744 vs MDZ
AUC(0-) 1.08 [0.962, 1.22]
AUC(0-) 1.10[0.854, 1.26]
Cmax 1.09 [0.944, 1.26]
CLF 0.924[0.822, 1.04]
ti2 0.931 [0.893, 1.10]

MDZ=Midazolam; MDZ +744 =GSK12657448 20 mg PO+ Midazolam 3 mg

21. Safety results

Subjects in all the treatment arms reported AEs. The System Organ Class
(SOC) ‘General Disorders and Administration Site Conditions’ accounted for
the majority of events in the following treatment groups: NM 200 nm (11
subjects [85%]), NM 1 um (11 subjects [92%]) and DM 5 pm (10 subjects
{77%)), reflecting the occurrence of injection site reactions (ISR).




Summary of All AEs by Cohoit (SOC)

MDZ 744 | T44 Oral NM {11 DM

soc (N=12) | Oral | +MDZ |200nm | 1pm | Spm
{N=43) | (N=12) | (N=13) | (N=12) | (N=13)

Any event, n {%) 247 [ 2000 | 542 11{85) | 12 {100) | 11 {85)
General disorders and administration 0 0 0 11(85) | M8 | 1077
stte corditions
Infections and infestations 0 5(12) 1(8) 3(23) 6 (50) 4(31)
Nervous system disorders {17 | 5(13) 3125} 2{15) 4133) 3123
Musculoskeletal and connective tissue 0 1(2) 0 1(8 4(33) 5{38)
disorders
Investigations 0 4(9) 0 1@ 2(17) 3 {23)
Injury, poisoning and pracedural 0 1(2) 0 2 (15} 5(42) 1¢8)
complications

Skin and subcutaneous fissue diserders 0 3 (7} 201D 1(8) 18 | 18

Gastrointestinal disorders 0 3(7) 0 2(15) 1(8) ]
Respiratory, thoracic and mediastinal 0 1(2) 0 0 2(17) 1(8)
disorders

Elood and lymphatic system disorders 0 1(2) 0 0 0 1(8)
Metabalism and nutrition disorders 0 0 0 1(8) 0 1(8)
Psychiatric disorders: 0 1 (2) 0 0 1(8) 0
Ear and labyrinth discrders 0 0 0 0 0 1(8)
Eye disorders 0 1(2) 0 ¢ 0 0
Immune system disorders 0 ] 0 1(8) D 0
Renal and urinary discrders 0 0 1(8) Q

0
Treatment: 744 Qral=GSK 12657448 30 mg PQ 14-Day [ead-in RD; 744 OraleMDZ=GSK 12657 MB 30 mg PO+
Midazalam 3 mg; MDZ=Midazolam; NM 200 nm=GSK 12657444 400 mg Nanomilled 200 nm LA using new route of
APl (Feute D); NM 1 pm=GSK 12057444 400 mg Hanomilled 1 pm LA using new route of AP (Route D),
DM 5 pm=GSK1265744A 400 mg Dry milfing and homogenization 5§ pm LA using new route of AP| (Route D).

Injection Site Reactions (ISR): The most commonly reported ISR after IM
administration of NM 200 nm, NM 1 pm, and DM 5 um LA was pain, at 77%,
83%, and 69% incidence respectively, followed by less frequently observed
nodules, induration, erythema, paresthesia, tightness, and warmth,

The median duration of the 3 most commonly reported ISR events for NM 200




nm, NM [ um, and DM 5 um are presented. The median duration for pain and
induration were generally shorter, lasting <11days compared to nodules
(granulomas and cysts). Subjects in the NM 200 nm group experienced shorter
pain duration than subjects in NM 1 pm and DM 5 pm. Nodules resolved
within 55 days in the 200 nm and 1 pm arms, while 1 subject in the 5 um arm
had a detectable nodule up to 181 days.

Summary of All ISR by IM Treatment
NI 200 nm WA 1 pm DM 5 m

ISR Event (N=13) =12} (N=13)
Any subject with any ISR event, n{%) 11(85) 11 (92) 1077
Iniection site pain 1077 10 {83) 9 (69)
Injection site nodule 4 (31) 542 215
Injecfion site indurafion 2(1% 325 4131
Injection site erythema 0 210 0
Injection site paraesthesia 0 1({8) 0
Injecdion site reaction (fighiness) 0 1(8) 0
Injeciion site warmth 0 1(8 0

Treatment NM 200 nm=GSK1265744A 400 mg nanomiliad 200 nm LA using new route of AR {Route D);
NM 1 1m=GSK1265744A 400 mg nanemillzd 1 um LA using rew routz of APl Routz D),
DM 5 um=G5K1265744A 480 ma dry miling and homogenizafion 5 um LA using new route of API (Routz D).

Summary of Duration (Days) for Top 3 744 LA ISR Events by Treatment

NM pm=GSK1285744A 400 my nanomilled 1 pum LA using nzw route of AP1 {(Route D),
DM 5 um=GSK1285744A 430 mg dry milling ard homogenization 5 pm LA using ey route of AP1 [Reuts D).

NM 200 nm HM 1 um DM 5 pm
1SR Event (N=13) M=12) N=13}
Pain, median {mir-max) 30{1-5) 5.0 (1-10% 6.0 {2-11)
hodule (granulomas and cysts), median {min-max) 13.5(3-55) 13.0 {5-55) 96.0 (11-181)
Induration, median (min-max) 110813 | 30313 7.0{4-13
Treaiment NM 200 nm=GSK1265744A 420 mg rancmilled 200 nm LA using rew route of API (Route D);

[SRs were common but all mild in intensity, with the exception of a single
Grade 2 or moderate ISR of pain reported by a subject in the NM 1 um




treatment arm. No Grade % ISR AEs were reported.

Summary of incidence, sevetity of ISRs across treatments by event

Overall Injections NI Z00 nm NM 1 pm DM 5 um

Subjects with injections (N] 13 12 13
Taotal injections (1) 13 12 13
Total ISR events {n) 16 25 16
Overall ISR

Grade 1.n (35 16 (100) 24 (96) 16 (100)

Grade 2, n {%6) 0 14 0
Erythema

Gradz 1.n (%) 0 28 0

Grade 2.n (%) 0 0 0
Induration

Grada 1. n (%) 2(13) 3(12) 4251

Grade 2. n (%) 0 1] 0
Nodule [granulomas and cysts)

Grads 1.n (%) 4(25) 5 (20 2(13)

Grate 2,n (%) 0 0 0
Pain

Grate 1,n (%) 10(63) 11 (44) 10{63)

Grade 2.n(%) Q 1(4) 0
Paraesthesia

Grade 1,n (%) 0 1(4) 0

Grate 2, n (%) 0 0 0
Warmth at injection site

Grade 1,n (%) 0 1(4) 1

Grade 2, n (%) 1] " 0
Other

Grade 1,0 %) 0 14} 0

Grade 2.0 (%) 0 0 0

Mote: Based on the AE Data and summanized gt the Event Level,
a. AFsfor Injection Site Reaction (Tightness) is categotized into ISR "Other’ catzgory.
Treatment NM 200 nmi=GSK12657444 400 mg Nancmilied 200 nm LA using naw route of API (Route Dy;

NM 1 um=G8K1265744A 400 mg Nanomilled 1 pm LA using new reute of AF] (Route D),

DM 5 yum=G8K1265744A 400 mg Dry miling and homogenization 5 um LA using new route of AP (Route D).




Non-ISR Adverse Events:

The most frequently reported drug-related non-ISR AEs were nausea (n=3) and
headache (n=2) reported during the oral lead-in period. Five subjects developed
Grade 3/4 non-ISR AEs, of which 3 subjects had increased creatine
phosphokinase (CPK) in NM 1 um and 744 Oral treatment groups, 1 subject
had joint dislocation in NM 1 pm treatment group, and 1 subject had an
increased total bilirubin in DM 5 pm treatment group. None of the Grade 3 and
4 non-ISR events were considered to be related to study drug.

Two subjects were withdrawn from the study and did not receive 744 LA due
to an AE during the oral lead-in period. One subject experienced Grade 1
leukopenia and the other had Grade 1 increases in AST, ALT, and GGT. Both
AEs were considered by the investigator to be related to study drug.

One subject in NM 200 nm treatment group experienced a serious adverse
event (SAE) of convulsion/seizure (preferred term/verbatim text) which was
not considered to be related to study drug by the investigator due to prior
subject history and lack of detectable GSK 1265744 at the time of the episode.
[No deaths were reported during the study in any treatment group.

22, Conclusion (summary) e This study did not identify any significant new safety issues associated
with 744, Specifically there were no deaths, drug-related SAEs, or
drug-related Grade 3/4 AEs. No clinically significant trends in post-
dose laboratory abnormalities, vital signs or ECG values were noted.

e ISRsaccounted for the majority of drug-related AEs, all of which were
of mild to moderate intensity.

e 744 did not affect (induce or inhibit) the activity of CYP3A as
evidenced by unchanged midazolam PK with co-administration.




o 744 AUC(0-Wk12) was similar between the 1 pm and 200 nm
formulations. The 5 um formulation resulted in reduced (~29%)
exposure over 12-weeks relative to the 200 nm formulation. All
treatments achieved a similar mean concentration 12 weeks after
dosing.

¢ The 200 nm nanomilled formulation was selected for the future clinical
development of 744 LA.

Applicant (registration certificate holder) ] ; G\,\

(signature) N

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

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



