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Preclinical study report

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

APRETUDE

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

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

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 sernm 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 [IIB 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 §153Y.

+ 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.




» DPassage 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, QI48R 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
(G140S, Q148H (FC=2) on Day 14 and a mixture of G140S,
Q148H; E138K, G140S, Q148H (FC=17) and L74M, V75A,
G1405,Q148H (FC=21-160) by Day 42.

» Passage of the Q148H inutant in the presence of 32 nM CAB
selected for G140S, Q148H by Day 28 and T122N, G1408S,
Q148H (FC=16), G1408S, Q148H, M1541 (FC=2.2) and G568,
G140S, 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 <35 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 QI148R. 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 FC to CAB. G140C, Q148R and G1408S, 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 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 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 nucleoside
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 HI'V 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 IT1IB 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 IIIB 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 [ymphomic cell
lines and PHA stimulated and unstimulated human PBMCs from
the same donors, with resulting cell cytotoxicity (CC) 1C50s for
CAB in proliferating IM-9, U-937, MT-4 and Molt-4 cells of 6.4,
5.0, 9.2 and 13 uM, respectively and in unstimulated and
stimulated PBMCs of 120 UM and 42 uM, respectively. When
caompared 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 2 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
cach 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
ECS50 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 -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-1
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 IN 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 M1541. CAB FC for various combinations of these
mutations with Q148H/K/R ranged from 2.2 to 410, relative to that
observed for NL432.

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 NLA432 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 V72,
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. Virus could
not be replicated from the Q148R mutant passaged at 32 and 160
nM.

Passage of QI48H in the presence of 6.4 nM CAB selected
(31408, Q148H (FC=2) on Day 14 and a mixture of G1408,
Q148H (FC=2), E138K, G1408, 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), G1408S,
Q148H, M1541 (FC=2.2) and G56S, G140S, 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 f-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 G140S, Q148R gave 22 and 12 FC
to CAB, respectively. While N155H did not alter susceptibility to
CAB, N155H, QI48R 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; T97A, 11511, N155H; L74M,
IN155H 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 consumption 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 ug/mL and 708 pg.h/mL, respectively
(Day 1 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 AUCO0-24 of 35.8 pg/mL




and 708 pgh/mL, respectively (Day 1 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 pM (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 cDNA. No
difference from vehicle was seen at either concentration of CAB
indicating that there was no effect on hERG channel tail current.

I[n 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 AUCO 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 pharmacoclogy 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
ITIB. All were additive or weakly synergistic with CAB.

3. Pharmacokinetics

3. 1. Analytical procedures and
validation reporis

[n 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 (L.SC) or by LLSC
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 Intramuscular: 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 IM 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 (biocavailability 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 AUC0-24) 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. Inmice 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, male 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
M 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.

In 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.a4ps value of 1088 nm/s
and a Ps spaug; 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 OATP1B1,
OATPIB3, OATP2B1 or OCT1 based on studies in cryo-
preserved pooled 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 shownto be a
substrate for multiple hepatic and renal transporters (OATP1BI,
OATPIB3, OAT3, MRP2, MRP3 and MRP4), but was not a
substrate for OAT1 or OAT4.

Based on in vitro data, circulating CAB permeates passively into
hepatocytes and is metabolized to the glucuronide which -
undergoes both biliary and sinusoidal excretion. Biliaty 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 OATP1BI 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 into
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 F1 pups on
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 uM) 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 uM generated a single metabolite, CAB
glucuronide. CAB was shown to form CAB glucuronide using
pooled human liver, kidney and intestinal microsomes and
recombinant hUGT1A]1 and hUGTIA9 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 monkey (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. In 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). In 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 conijugate
(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
carbamoy| 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 lhuman 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 sterecoisomers 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 radioactivity 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 UGT1Al
(fraction of total clearance in vitro 0.67) with a contribution from
UGT1A9 (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
CADB is not subject to CYP-mediated interactions.

No clinical studies have been performed to measure the impact of
inhibitors of UGT1Al and UGT1A9 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,
UGT1A1 or UGT1AS9 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, CATP2B1 or OCT! in cryo-preserved
pooled human hepatocytes, therefore, there is low potential for
drug interactions with inhibitors of these transporters.

In 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 (OATP1B1, OATP1B3, OAT3,
MRP2, MRP3 and MRP4), but was not a substrate for OAT1 or
OAT4. 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

In 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 puM)
in vitro of the enzymes CYP1AZ2, 2A6, 2B6, 2C8, 2C9, 2C19 and
2D6, but was a weak direct inhibitor of CYP3A4/5 (1Cso="84 pM)
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.

In vitro, CAB is not a notable UGT inhibitor, except for UGT1A3
(ICs0 12 pM), 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-feld). 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 (ICsp of
>30 uM) of the hepatic or intestinal drug transporters Pgp, BCRP,
BSEP, MRP2, MRP4, OCT1, OCT2, OATPIBI, and OATP1B3.
In vitro, CAB inhibits the renal transporters MATE] or MATE2-K
(ICso values of 18 and 14 pM, respectively) and OAT] and OAT3




with ICsp values of 0.81 pM and 0.41 pM, respectively. A
mechanistic static mathematical mode! 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 OAT1/OATS3 substrates are co-administered with CAB
and there were no renal safety concerns when oral CAB was dosed
in combination with the sensitive OAT1/3 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 (ICso of > 300 uM)
of Pgp, BCRP, BSEP, MRP2, OATP1B1, OATP1B3, OATI,

OAT3, OCT2, MATE1 and MATE2-K therefore confirming the
low 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 uM). 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.

d. 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

1GI 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 toxicity

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/cr 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
monkeys given 1000 mg/kg/day and was characterized by a
peneralized decrease in cellularity of all precursor populations.

[No effects on bone marrow were observed in monkeys given § 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
ane 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 dehilitation 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 ug/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 | and 224 pg.h/mL 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 946
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 GI 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 AUCp.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 [, 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-testrained male monkeys, a single oral dose of CAB at

1000 mg/kg produced a mild, transient increase in mean arteriat
pressure (3.7 to 8.6%) and a transient increase in heart rate (16 to
23%) during the first 2 hours afier 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 (Cumax61.6 pg/mL, AUCp4 902.5 ng.b/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 >30 mg/kg/month, and at a
higher incidence in animals given 100 mg/kg/dose monthly and
weekly SCinjections. 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 NOAELSs for monthly administration were

100 mg/kg/dose SC and 75 mg/kg/dose IM. Exposures at the
INOAELS (AUC 144021600 = AUC&O-QOdays) 'correspond to ~38X the
human AUCg. for a 400 mg'IM dose (2461 pug.h/mL).

In a single dose IM combination study in monkeys given CAB
(sodium 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 afier 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
Isystemic exposure to GSK 1265744 (range: 152932 to 157162

ng/mL).

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 femnale 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
NOAEL for female fertility was 1000 mp/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 (AUCop24 96.1 pg.h/mL and Ciax 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 Fp 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 conirol). 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 1000 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 ug/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 ICHS11, 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.

[mmunotoxicity

CAB was given once daily by oral gavage to male and female rats
at doses of 0 (vehicle control), 0.5, 5 or 1000 mg/kg/day for

28 days. Rats were immunized with a single 1V dose of the. T cell-
dependent antigen, keyhole limpet hemocyanin (KLLH), following
12 daily doses of CAB. A CAB-related decrease in the anti-KLH
[gG 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-KLLH
IgG response or on the anti-KLH 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 afurther 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-KLH IgM
or [gG antibody response were observed during the dosing period;
therefore, TDAR samples collected during the off-dose period
were ntot 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 no
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 conclusions

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 IC50 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 111B
to CAB for up to 112 days did not produce any highly resistant
mutants (>-10-fold increase in IC50). 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 IV 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 radiocactivity at 28 days. Association of radioactivity
to the melanin-containing tissues in the eye and skin was not

observed.




|MRP4. Circulating CAB glucuronide undergoes efficient renal

In 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
UGTI1AL1 (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 sterecisomers 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.

In 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 sinuscidal blood was via both MRP3 and

clearance, where uptake into the proximal tubule is mediated by
OAT3 and subsequent secretion into urine by MRP2 and MRP4,
which would explain the minimal systemic exposure of CAB
glucuronide in human.

In vitro stuidies 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, UGT1A1, 1A3,
1A4, 1A6, 1A9,2B4, 2B7, 2B15, and 2B17, Pgp, BCRP, BSEP,
OATI1, OAT3, OCT1, OCT2, OATPIB1, OATP1B3, MATEI,
MATE 2-K, MRP2 or MRP4 at a clinical oral dose of 30 mg
CAB. As CAB is metabolized by UGT1A1 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 AUC0-24 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./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 at the
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 TM 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 necnatal
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 1o 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.




The safety assessment of the parenteral route of administration for
the proposed drug product is considered “bridged” to the overall
oral nonclinical development program through the conduct of the
definitive 13 week rat injection study.

Applicant (registration ' GL\/‘_,\ )
certificate holder) / L/OU@M e

(signature)

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

{Procedure amended by new annex 29 according to MoH Ukraine Order Ne 1528 of 27.06.2019
/




Hopatox 29

ino [Mopsaaky npoBefeHHS eKCITepTH3H
peecTpalliffHMx MaTepianis Ha Nikapcbki
3aco6H, 1110 MOAAIOTLCS HA AePHABHY
peecTpallito (nepepeecTpatlito), a TAKOX
eKCIepTH3H MaTepianiB Npo BHECEHHA
3MiH N0 peecTpauiftHux MaTepianis
NpOTArOM Ail peecTpatifnoro
noceiquedus (nyHKr 4 posniny IV)

3eiT npo AoKNiHiYHe JoCNigKeHHA

1. Hasea nixapcbrozo 3aceby (3a AMTPETION, cycnensia axa in'exuiii npononropanoi aii, 200 mr/ma
HaagHoCcH - Homep peecmpanifinezo

noceiduennn)

1} mun AikapcbKo2o 3acoby, 3a AKKAL JTikapchicnil 3acif 32 NOBHUM JOCHE (ABTOHOMHE NOChE), iHLUNI
HposeONTACcA a0 NAGHYEMLCA nikapcekuii 3aci0, Hosa Ailo4a peUoBHHA,

peccmparia

2) Hpogedeni 00CAIOICERHA X Tax o0 Hi oGrpyHTyiiTe, akmio ni

2, @apmaronozin

1) nepBinna hapmaxKoaHHamiKa Uokainiana sipyconorin: CAB inri6ye inrerpauiio B1J1, 38'a3ytounce

3 AKTHBHKM CafiTOM iHTErpasu ta GaoKyioun mpouec iHrerpauii
perposipycnoi AHK ua etani nepenaui nanwiora, Wo Mae BaXIHBE
3HaMenHa LA wakny pennikawii B,

CAB Mag 1nnstky 1M aKTHBHICTE NPOTH JUKOTO THIY Bipycy
imynonedinuty monanuu tvoy | (BUI-1) ta BUI-2 y pisHuX KNITHRARHX
Jinisx, Hesanexcno sin nixruny. CAB maiise ve Mac aKTHRHOCTI NIPOTH
Bipycie, He nos'szanux 3 BIJI. Jlioncubka cuposatka 36inswye PA-EC50
y noxan 400 pasis no 101 uM ana PBMC npoti BUI-1. CAB 6ys
AAMTHBHHM 00 crHeprivHUM Npu aHani3i B komBinawii 3 tHIuMu
AHTIPETPOBIPYCHUMH NpenapaTamH.

Mpn npoxomxenni wramy BIUI-1 1B y npucyTaoeti CAB npoTaroM
112 axie ve 6yno BUABNEHO Bipycis 3i 3mkenHam vytnusocti 1o CAB
Ginbie wise y 10 pasis, ane makcumansha 3mida wyTsHsocti y 8,4 pasn
criocTepiranacs Juia macaxoBarore Bipycy 3 IN-zamivamu T124A Ta
S153Y.

» Tlepenecenus NL432 BUJI-1 gukoro tuny s npuecytdoeri 6,4 vl
CAB i 36insbutenusn po 160 M CAB, sigiGpanoro Ges 3amin B
obnacti TN ao aua 56 (FC=0,85-1,3).

+ TMpoxoaxenus Q148K y npucytrocti 6.4 tM CAB, sinidparoro ans
E138K, QI48K {FC=89-260) Ha 28-H nenb i Gy npucyTHiii
npotarom pewry nacaxiz Ao 160 AM CAB 6e3 )oaHHX A0AaTKOBHX
3aMmiH, einibpasnx 1o 56-ro AHA.

» lpoxomxenns Q48K y nprcythoeti 32 uM CAB, siniGpanoro ana

E138K. Q148K (FC=53-190) na 14-ii zens. Bipyc V72I, E138K,

Q148K (FC=410) Takox Oys BUAINEHWUHA HA 56-H OeHb. ‘

+ T[poxoaxenns Q148R, suGpanoro E138K, Q148R 7a L74M, Q148R

(FC=3-11) na 28-ii Ta 42-# aui eignoesinHo, y npucythocti 6,4 HM

CAB, 36inbwencro ac 160 M CAB.




» Tpoxomrenss Q148H y npucyrnoceti 6,4 HM CAB subpano G1408S,
Q143H (FC=2) na 14 neup [ cymi G1408, Q148H; E138K, G1408,
Q148H (FC=17) i L74M, V75A, G1408, Q148H (FC=21-160) po aus
42,

* Tlpoxommenns Q148H y npucytHocti 32 vM CAB, einiopanoro gt

G1405, Q148H no 28 ana, i TI22N, G1408, Q1438H (FC=186),

G1408, Q148H, M1541 (FC=2,2) i G568, (G140S, Q148H, G149A

(FC=55-130) ao ana 56.

[anuate m'ats sipyciz BLJI-1 3 oxicio abo 2 i Ginbwe myTauiaMu Oymn
oTpuMai 3 ankoro TUny Bipycy NL-432 3a nonomoroto calit-
cnipsmoBaHoro myTarenesy. CAB noxasas aktH-BLJT axTusHicTE
(uyTnusicTs) 3 OK <5 nporu 22 3 25 criitkux no IHI mytauTHux sipycis
3 OAHHUUYHKMH MyTauiaMu; ana DTG Gyno euasneno 24/25 myTanTHHX
Bipycis 3 ®K <5. Xoua i CAB, i DTG manu >5-FC 3 GI 18R, Tinbku
CAB map >5 FC3 QI48K i Q148R. FI21Y i T124A ne surmuxanu
38inbwennn FC ni ana CAB, ui ana DTG, N155H npuzsis no 1,7 FC no
CAB 10,99 FC ao DTG,

Cepen MyTaHTIB, CIPAMOBAHHMX Ha KilbKa caitTie, Haltenumit FC
cnoctepirascs 3 My ranTamu, wo micrats Q148K abo Q148R. EI138K,
Q148H xomen nas nuwe 0,92 FC.naa CAB, Toai ax E138K, Q148K
lnanu 81 FC ana CAB. GI140C, Q148R i G140S, Q148R aann 2211 12 FC
CAB sianosigHo. Xoua cam N155H we aminosas uytnusicts 10 CAB,
komBinanis N155H i Q148R pasana 61 FC no CAB.

Mexanism gii: CAB inridye interpasy BIJI, 38'a3ytouHch 3 aKTHBHUM
cafiToM iHTErpasm Ta GNOKYIOUHK €Tan NepeHeceHHn NaHLora
peTpoBipycHoT ag3okcHpuBoRy kneTHoBOT kucnor (JTHID), axuit e
BaXCIMBHM AnA uMkny pennikauil BIJI. CAB e notysxHuKM juriGitopom
iHTerpasy BUT in.vitro i opurdidye KaTaizopaHe iHTErpasow
nepexeceryn nauwora sipycuol JIHK 3i anauenuamu IC50 B
HaHoMOonApHOMY Aianaioxi (sia 3,0 ao 13 uM).

AHTHBipycHHI Mexaniam Bnnuey CAB ua pennikanho B1JI

MOCHLIIKY BAJTH 33 AGIOMOTO1Q KinekicHoi TUJIP, nacaxysauus in vitro ta
lmocniakeHEA AMcoliauii npamoro 38'a3yBains. CAB npoaemoncTpyBas
CKBIBAJICHTHY e)EKTHBHICTB NPOTH 2 CTIHKKHX 10 HEHYKIE03HIHHX
inriGiTopis, 2 crifikux n0 HykneosnaHux iHribiropis Ta 2 eriifikux 1o
iHriitopie npoteasy MyraHTHUX knonis BIJI-1 (ommn 3 3 T2 omHH 3 6
MyTauiaMu) y nopiBHaHHi 31 wraMom aukoro tuny. Kpim Toro,
nocnimxeHHa nacasicysanun 3 CAB sipi6panu myTauil 8 depmenri
iHTErpasy; AeAK] 3 UMX MyTauiid, BiATBOpPeH] y BUrNAL] MYTAHTHOIO
pipycy BIJI 3 npamum cajitom, 3abesneunnu noMipHHit piseHs
pezuctenTHOCTI 10 CAB nopieHaHo 3 BipycoM AHKOrO THMY,

AHTHBIPYCHA AKTHBHICTS in vitro npoTn wramis aukoro tuny BLI-
1 y kaiTanunx aintax PBMC, MT4 ta CIP4: [ocnimxysanu
akTusnicTs CAB npoti Ba-L BUI-1 B MOHOHYKNEAPHMX KNITHHAX
nepucepuuHoi kposl (PBMC), wramy BLII-1 [1IB B knitirax MT4 ta
ncespotHnosoro BLJI-1 B wniTuauif AiniT, oTpumanii 3 knitun 293T
(CIP4).

g ananisy PBMC kit CTHMYTIOBANH (iToreMariiOTHHIHOM Ta
inTepneitkinom-2 Ta indikysany urramom BLUI-1 Bal-a6o wramom BLII-1
NL432. [licna inkyGauii 3 CAB npotarom 4 aGo 7 aHie mpoTuBipycHy
AKTHBHICTb BU3HAYAHN 38 AKTHBHICTIO 3BOPOTHO( TpaHckpHnTasy (3T), B




peayneTati uoro edexrusra no3a 50 (EC50s) cratosuna 0,22 uM (BaL)
i 0,53 uM (NL432). Ina ananizy MT-4 nithn ingikyBany wtamom
BLJ1-1 11IB Ta inkyGysaan 3 CAB nporarom 4 aGo 5 anie, nicnsa yoro
NpOBOANAKN aHaNi3 KHTTE3AaTHOCT KniTuH 3a aonomoroto CellTiter-Glo
a6o MTT, otpumaswu EC50¢ 0,57 1a 2,1 1M einnoeinno. [na ananizy
ncegaorunosora BIJ (PHIV) indikosani knituHy inkyGysanu 3 CAB
npotarom 2 AHIB | NPy anami3l SKUTTEINATHOCTI KJITHH 33 ROTIOMOrOl0
Steady Glo otpumyeanu EC50 0,74 uM.,

Brane mMoacLKoi cHpoBaTrM Ta cuposaTkosnx Ginkis: Brinmus HSA
(20 abo 40 Mr/mn), ai-xuenoro raikonpoteiny (AAG) (2 Mr/mn) Ta
nioackkol cHposaTku (ekcTpanonbosanuii Ao 100%) Ha npoTHBipYCHY
axTHeHicTs CAB ouintopanu B ananiTHunKx cicremax PHIV aSo MT-4.
HSA ByB nepepaxaroy¥M KOMNOHEHTOM 3B'A3yBaHHA KADB nopipHAHO 3
AAG. MakcHManeHHiA 3¢yB, 1O cnocTepirases B aHanizax MT-4,
cTaHOBHB §60-xpaTHuit 3cyB, a 3cys ¥ 190 pasis, excrpanonsobaHuit Ha
100% monceKy CHPOBATRY, AaB CEPE/IHE KOHCeHCYCHe 425-kparTue
aMiwennd 3Haveds EC50 ana CAB [i pezynbtyioue 3HaueHHs PA-EC50
106 M ang PBMC y 100% cuposarui].

Ouinka HHTOTOKCHYHOCTI B aHTHBIPYCHUX ananizax: HocnimxeHnn
LMTOTOKCHYHOCTI 38 fonoMoroe CAB nposoanau napanensHo 3
POTHBIPYCHHMH AOCHILKEHHAMH, 3aranom, UMTOTOKCHYHICTD,
BUMIpSHA B UHMX JOCLIMEHHAX, BLOPIsHANACA BIA NpoTHBipyCHOT
edhexTHBHOCT] | 3abe3neuyrana koediLienTH cenekTHBHOCT Biy 6300-
kpaTHo! 10 22 000-kpaTHOT, WO CBIAMMTE NPO Te, L0 NPOTHBIpYCHA
aktuHicTs CAB He Gyna 3yMOBNeHa LIMTOTOKCHYHICTIO,

OuinKa THTOTOKCHYHOCTI KAITHHANX Jrinill Aroqunu Ta
MOHOHYKAeapHuX K1iTHH nepudeprunol kposi: JocnimkeHHs
LUMTOTOKCHYHOCT] EPOBOAWNH Ha MpoRidepyouHX NeHKeMiHHHX Ta
niMOTAHKX KIITUHHAX ATHIAX MIOJHUHK, @ TAKOXK HA CTUMYJILOBAHHX Ta
HecTHMYIboBaHKX PHA nionceknx PBMC Bin THX caMHX 1OHOPIB, IpH
uvomy otpumaHi [C50 ana CAB y nponidepytodnx knitunax IM-9, U-
937, MT-4 Ta Molt-4 cranoeunu 6,4, 5,0, 9,2 ta 13 MxM einnoeigno, a B
HECTHMYTLOBAHUX TA CTUMYNILOBAHHX kaiTHHax PBMC - 120 MxM Ta 42
MKM, Bigrosigno. Y nopisHAHHI 3 npoTHBipycHoto akTuBHicTIO CAB
[C50 1,3 uM B PBMC iHaexc ceneXTHBHOCTI AmA NpOTHBIpYCHOT
akTHBHOCT] cTanosrsz10 000, .

HyransicTs Kiabkox wainivunx izonsaris niavuny B BUJI-1:
UyTausicts 13 kniniudo pisnux izoasatie BUJI-1 cyGruny B ao
iHri0yBaHHa IHTerpasd 3a ponomoroio CAB TecTypany 3a AONOMOToR
merogy MBI PhenoSense. Cepegniii nokashuk [C50 nna sipycHol
pennikatlii Bipycie Ha ocHoBi kAiHiuHuX i3onaTiB cTanoBus [,3 AM
(nianazox sig 1,0 go 1,6 uM).

Yyrsmsicts nanedi isonaris BUI-1 ta BUI-2 B PBMC ta
MomoUHTAPHHX noxigrux makpodarax: [porusipycHy akrusHicrs
CAB Tectyeanu Ha naneni izonatie BIJI-1 (no 3 B xoxkii rpyni M
niarunis A, B, C, D, E, F i G ta 3 3onsatu rpyrin O) ta 4 isonarax BUI-2
B PBMC-ananizi. CAB BHseUBCst BHCOKOAKTHBHHUM 3 IIMPOKUM
criexTpom ali npoTtH Beix npotectosanux izonatie BUJI-1 (cepenue
reomeTpHune 3Aadenns EC50 0,26 uM i aianasow sig 0,02 ao 1,06 HM)
Ta BIJI-2 (cepente reomerpuune sHauenns EC50 0,12 uM i miamaszon eia
0,10 no 0,14 vM). B ananizax makpodarie, OTPUMaHHX 3 MOHOLIMTIB, 3




BHKOpHCTAHHAM 4 [3onaTie minTHy B, cepeane reoMeTpHUHE 3HAMEHHA
EC50 cranosuno 0,92 1M, a sHaucHHn sapitosanu sin 0,29 ao 1,64 uM.

AxTuBHicTs npoTH He-BLJI-Bipycip: CAB ouinopanu na
MPOTHRIpyCHY aKTHBHICTL npoTy naxeni 3 11 pipycie, He nop’A3aHNX 3
BIJI. 3aranom CAB He BuABNAR 3HaUHOT IPOTHBIpYCHOT aKTHBHOCT] B
uiil maneni. Jeaxa akTHBHICTE cnocTepirajiaca NpoTH PHHOBIpycy
(EC50 = 12,6 MxM).

Bupineuns CAB-pesuctentunx myrantis BLJI-1: Bipychi kyneTypn
Gy OTPHMAHI LINAXOM CHiBHOMO KYJbTHBYBAHHA KniTuH MT-2 3
knitunamu Molt-4, nepcuicrentio ingikosanumu BUI-1 wramy IIIB.
Lleit wram mae ~40% noaimopdismy T124A B iHTerpazi y Bipycaux
lrTaMax, o0 BHKOPHCTOBYIOTLCA ANA Maca)yBaHHA. IloxuHBHE
CepenoBrLIE 3 KO-KY/ILTYP, BKAIOUAOUH PECY CIIEHI0BAHI KO-
KYNLTHBOBAHI KNiTHHY, BHKOPHCTOBYBAIH INs IHiLIIOBAHHA nacaxy
pesncrenTHux apiautis. Komui 3-4 ari kaitnHK socnimxysani Ha
HAABHICTH BUAMMMX WHTONATHYHUX eieKTiB, & CYNePHATAHT
BHKOPHCTOBYBANM A indikyBaHHA HOBRX KiiTHH MT-2 y npucyTHocTi
spoctatourx xoHuentpauiit CAB (no 5 pazig). Otpumano JHK
iHbikoBaHOT KNITHHM Ta BU3HAYEHO TIocniRoBHicTs Bipycuoi JIHK BIJL

Uepes nesHi npomixckn dacy (14, 28, 42, 56, 70, 84, 98 1 112 nuis)
uyTnusicts 00 CAB BumipioBaii 33 1ONOMOrol0 HanoCaLOBOT PILHHH 3
NacAHMOBAHMX KNITHH (KOPOTKOYACHO EKCMAaHXOBAHUX Y CBIKMX KAITHHAX
M8 166) B aHanizax 3 BHKopucTanyam kaiTHH Hela-CD4, mo HecyTh
penoprepHuii red P-ranakrosngasu. Bipycis i3 >10-xpaThum
sHIKeHHAM uyTBocTi a0 CAB He cnoctepiranu npotarom 112-
InenHoro nacasy: Hactynui myTauii IN BUHMKIM nicns riacasky AHKOrO
Ty BIJI-1 (2 nonimopdizmom T124A) y npucyTHoeti CAB: Q146L
(miamazon FC sin 1,3 ae 4,6), S153Y oxpemo ta s komOiauii (aianazon
FC ein 2,8 no 8,4), S133F (mianazon FC8in 6,3 no 6,4) ta [162M
(nianason FC=2,8). Sk 3aznauasocs Buiile, BusBfieHHs T124A - ue
Bi0ip Bike iCHYIOHOro MIHODHTAPHOrO BapiaHTy, AKHHA He Mat
nudeperuiansaoil uytnueocti no CAB. LIj naHi yaromxyloTbes 3
NpAMHM TapreTyBaruaM interpasy BUI-1 B knithnax i 3afezneuyrors
BiZHOCHMI piBeHEb CKIIANHOT PE3UCTEHTHOCTI BIPYCY 3 LIMMH 3aMiHaMH,

B1JT-1 NL432 auMkoro THNY Ta MOAEKYNSPHI KNOHHK 3 3aMinamMy ofdiel
aminoxucnotu (E92Q, Q148H, Q148K, Q148R ra N155H) ¥ sinkpwuriit
pamui 3unTyBanHa [N nocnigoeHO nacysan 1ig 3pocTalouoo
koHuenTpauielo CAB nporarom 56 anis. [lepeneceni sipycHi nonyssuif
aHANI3yBANK HA PEHOTHOIMHI 3MiHK Ha 14, 28, 42 | 56 aHi, a Takox Ha
theHoTnosi 3amink (FC) Ha 56 aeds 3pasxis.

MounHatoun 3 myTautie y IN nosuuii 148 {(H, K aGo R), nactynni
onaTKORI My TaUil 3’ aBriines nicns nacysanns 3 CAB: G568, V721,
L74M, V75A, TI22N, E138K, G140S, G149A ta M154]. CAB FC ana
piznux komGiHauiil unx myTauiit 3 Q148H/K/R konusases siz 2,2 no 410
NopiBHAHO 3 THM, 110 cnocTepiraeThes Ana NL432.

MMepenecenus NL432 BUI-1 aukoro tuny B npucythocri 6,4 uM CAB i
361lnbenHs 1o 160 uM CAB, siniGpatoro Gez 3amin B obnacti IN oo
lua 56 (FC=0,85-1,3). Bipyc e moske GyTi pennikoeaHuii nig vac
nacasky aukoro tTuny BLJI-1 NL432 y npucytHocTi 32 abo 160 nM CAB,

[poxomuenns Q148K y npucytnoeti 6,4 ’M CAB, sinibpanoro pna
E138K, Q1481 (FC=89-260) na 28-# neus { Oys npucyTHili npotarom

pewrtd nacakie 10 160 uM CAB 6e3 moAHHX NOAATKOBHX 3aMiH,




wigiGpanux 10 56-ro ana. Mpoxomxenns Q148K y npueyrrocti 32 nM
CAR, Biaipanoro nna E138K, Q148K (FC=53-190) na 14-fi aeHb.
Bipy¢ 3 V721, E138K, Q148K (FC=410) Takcx:Oyr Buainexni Ha 56-i
7eHb.

Mpoxomrenns Q148R, subpanoro E138K, Q148R ta L74M, Q148R
{FC=3-11) na 28-it Ta 42-it ani siamosinno, y npucytHocti 6,4 HM CAB,
36inumenoro no 160 M CAB. Bipyc ve mir 6yTH penaixopanuii 3
myTtanta Q148R, nacosanoro npw 32 i 160 uM.

Mpoxommwenns QL48H y npucyTroceti 6,4 hM CAB euGpano G1408S,
Q148H (FC=2) na 14 neub i cymiw G140S, Q148H (FC=2), E138K,
G140S, Q148H (FC=17) i L74M, V754, G140S, Q148H (FC=21-160)
Ino nimn 42. Tlepenecensa mytanta Q148H y npucyTtnocti 32 KM CAB,
piniGpanoro ana G1408S, Q148H o 28 mns,  T122N, G140, Q148H
(FC=16), G1408, Q148H, M154]1 (FC=2,2) i G565, G140S, Q148H,
G149A (FC=55-130) no sivs 56, [MepeHeceHHs MYTAHTHHX BipyciB
£92Q a6o N155H y npucyTtHocti CAB He npuiseno 10 A0AATKOBHX
3aMiH,

Iopisuaabua ouikka pesncrentroceri: Bipycu BUI-1 (253
DIMHHUHMMU MyTaLliaMy, Tabnuus 16 1 Tabanua 17 2 2 aGo Ginblue
MyTauismu) Gynu oTpumani 3 Bipycy NL-432 nuxoro Thiy 3a
ImonoMoraio caiiT-cnpAMOoBaHOro MyTarcHesy. CrnpHifHATAKBICTL A0
CAB, DTG i RAL niepesipsitii 3a AONOMOrO0 KNITHHHOTO aHaltisy
HelLa-CDd, wo MicTHTb penoprepHuii ren f-ranakTosnaasH, KepoBaHui
BLJ1-1 LTR. CAB nponemonctpysas avTu-BIJT axTHBRiCTE
(uyTnueicTe) 3i smiHowo kparnocti (FC) <5 npoTk 22 3 25 INI-
PE3UCTEHTHHX MYTAHTHMX Bipycis 3 OMMHHUYHUMU MyTauismu; ang DTG
Gyno 24/25 mytautnux sipycis 3 FC <5, Xoua i CAB, i DTG manu >3-
FC 3 G118R, inexn CAB mas >5 FC 3 QI48K i QI48R. F121Y i
T124A ne suxnukand 36inswends FC ni ana CAB, vi ina DTG, NI55H
npussis no 1,7 FC ao CAB i 0,99 FC no DTG.

Cepen kinukox MyTtautis HafisHwmii FC ana CARB cnocTepiranes 3
myTanTamy, mo mictars Q148K abo Q148R. E138K, Q148H manu
e 0,92 FC nna CAB, ane E138K, Q148K aanu 81 FC ana CAB.
G140C, Q148R i G140S, Q148R nanut 22 i 12 FC CAB signosiano. ¥
roit yac Ak N1'55H ue smisiosas uyrnnsicts 10 CAB, N155H, Q148R
inanu 61 FC nns CAB.

Hactynsi mytauii IN 6yan noe*asaui 3 CAB FC22,5: T66K; G118R;
Q148K/R; T66K, JT74M; E92Q, N155H; E138K, Q148K/R; G140C/S,
QI48H/K/R; TO7A, [151L, N155H; L74M, N155H i Q148R, N155H.

2) pTopurHa papMakogHHAMIKA

CAB 6yB 3aranoM HeaKTHBHHMM L0A0 naHesi thepmenTis, peuentopis,
ioHHKX KaHaNiB, TpaHcNopTepiB Ta QyHKUIOHATLHHX TKAHHHHKX TECTIB,
Cannum eeKToM, Lo nepesuwtysas 50%, 6ynao npuraiveHHa
3p'a3ysatHa Ha 53% B aHanisi 38'A3yBaHHA 3 PELENTOpOM
MenanokopTiHy-4 (MC4). ¥ aocnifxeHHAx TOKCHYHOCTI Ha MaBMax 10
39 THaxniB He ByN0 BHABNEHO BiOXKneds y Maci Tina aCo croxuBaHHi
iK1, 38 BUHATKOM TBAPHH 3 TAXKKOI HenepeHocumicTio Gl npu
3acTocyBaHHI Haisuiol fo3u (1000 mMr/kr/inens). Y mocnigmeHHax
TOKCHUHOCTI Ha Wypax 40 26 THxkHIB He OYA0 BHABIEHO BIOXHISHE ¥
Maci Tina uu cnoxuBaHHi Pxi. YonHuX iHIMX pe3yNLTaTiB, IOB'A3AHHX

3 aroHizmMom abo antaroHiamom peuentopis MC4, He cnocrepiranoca B




mochimkennax tokcHuHocTi CAB, o CBIIMHTS NPO BiACYTHICTB
oueBunHOT Giomoriudo akTusHoCTi Ha peuentopax MC4.

Takum ukiHoM, CAB BBaXE€THCA NIOTYXKHUM 1 CeNeKTHBHUM iHTibiTOpOM
iHTErpa3y | HaBpaa YH MaThMe ByNe-AXy 3HAUHY HeuiNsoBy
drapmakosioriuHy akTHBHICTS.

3) hapmaxodioria besnexn

Y pamkax |4-aeHHOrC ROCIIDKEHHS MEPOPANLHOT TOKCHUHOCTI Ha
Lypax mepui 5 uypis-caMuis 3 KoxHOT rpyn#, gki oTpumysany 30, 100
aGo 300 mr/xr/oens CAB, Oynu ouiHEHi HAa NPEAMET BIUIHBY HA
neftponopeninkory (yhkuilo (pyHkuiowansHa 6arapes cnocTeperiets),
W0 BimoOpaXae AKTHBHICTE LEHTPanshOL T8 NEpHGEpHIHOT HepBOBOT
cricTeMu. JKomunx eiexTin He CnocTepiranecs NpoTarom iHTepsany
OLHKH 00 25 TOAUH nicns npuitosMy Npenaparty Ha 5-# aeds. Cuctemua
ekcnosnuin, Cmax ta AUC0-24, y camuis uypie, 9ki oTpHMYBay
DHOpaz0By NepopansHy nosy 300 mr/xr, cranosuna 35,8 mkr/mn ta 708
MKM/Ton/Mi BIAMOBIAHO (AAH] CHCTEMHOT ekcNo2MLLT Ha [-H nennb y
CaMLUB 2 14-A¢HHOrC Z0CHLIKEHHS NEpOPANbHOT TOKCHYHOCTI Ly pis).

Y dhapMakonoriunomy aocnimreHH pecnipatoprot Ge3nexn onHOpasosi
nepopan,ii mosn CAB y 30, 100 aGo 300 Mr/kr BBOAMAN LY PaM-CaMUAM
(naTuHCbKHI KBAAPATHKHA MepexpecHyi AKzafiH 3 7 IHAMM MK 103aMM).
CAB He BnanBae Ha yHKUIOHAABHI MOKAZHUKK AMXAHHA (4acToTa
nuxaHHs, AMXansHUH of'em, xBHnuHHUI 06'eM, neredeBuit onip) aGo
TemMnepaTypy Tina ApH CoOCTEPEKEHH] NPOTAroM AHA puioMy Ta a0 7
InHie nicna npuiiomy. Jloza 300 mr/kr acouiiosanacs 3 cepeaniMu
anaueHuamy Cmax ta AUCO-24 35,8 Mrr/Ma Ta 708 mkr. roa/mn
ginnoBiaHe (zani cuereMuol excroznuii Ha 1-i aenb y camuie 3 14-
TeHHOTO NOCIMKEHHA NEPOPANLHOT TOKCHUHOCT] Y ULy piB).

Brnmie CAB y konuentpauii 5,28 MxM Ta MakcHManbHiH PO3UHHHIfH
oHueHTpauii 17,61 mxM (2,14 ta 7,14 Mkr/Mn Bianosinqo) Ha
xpoctoeuii crpym hERG pocnimiysany na krithHax HEK-293, ski Gynn
ctabinbuo TpaHedikosani kIHK hERG. He 6yn0 BUABNCHO HOAHHX
BiAMiHHOCTEH BiA TpaHcopTHOTO 3acoBy 3a 0box koHuenTpauiit CAB,
11O CBIAMKTEL NPO BIACYTHICTL BIIMBY HA XBOCTOBHH CTPYM KaHajy
HERG.

Y cepueso-cynuHHOMY Jocnimkenni onxapasosi nepopansui noan CAB
BBOAMAM y fo3ax 8, 25 aGo 1000 mr/kr NpUTOMHNM, HeoOMEKEHHM
caMLAM MABN (NATHHCLKMHA KBAAPATHHIA nepexpecHu au3aiin 3 7 AHAMHK
mix npubiomamu). Onsopazosa nepopansia noza CAB 1000 mr/kr (ans
nopisHanks exenoznwii Cmax cradoenna 67,0 Mxr/mn, a AUCO 24 -
1051 Mkr. roa/mn Ha 1-3 gednb y camuie y 14-neHHoMy pochimkerHi
NEPOPANibHOT TOKCHUHOCTI Ha MaBNax) CIPUUHHANA TEMKe TPAHIHTOPHE
NiZBHLIEHAS cepemHLOro apTepiansHoro THeky (Bia 3,7 no 8,6%0) ra
TPAHIUTOPHE MiLBHLISHHS YACTOTH CeplieBUX ckopoueHs (ein 16 10
23%) nporarom mepwnx 2 roiuH nicsis npuHoMy npenapary. Xoawi
aMinn gopmu xeuni abo intepany EKI™ He Gynu nos'asani 3 ummu
3MiHAMMH THCKY T4 UACTOTH CEPLIEBHX CKOPOUEHb, | KOAHHX eEKTIB HE
crnoctepiranoca npy no3ax 8 Ta 25 Mr/kr (Ana NOpIBHAHHA excnozuLil
npu aoai 25 mi/kr Cmax craHosuna 20,8 Mxr/mn, a AUCO-24 - 233
micr/ron/mMn Ha |-ii geHn y camMuiB B 14-aeHHOMY NOCAIMKEHHI

nepopankHoi TokcHunocTi Ha Maenax). Kpim Toro, nicas nosvoptioro




BEEACHHA CAMLAM | CAMKAM MABN Y THX camMux ao3ax y |4-aeHHomy
nociimkeHsi Tokeuunoeti CAB ne snnneas na EKI.

He Byiio oTpHMaHO nanux (apmMakolIoriuHHx nocnimxens 3 Gesneky, axi
6 BKa3yBaNK HA HEMPHAHATHUI PU3KK NPH nepopaeHoMy abo B/B
spenenti CAB nauiedtam npu 3acTocyBalHi BIINOBiAHO A0
3ANPONOHOBAHONO NOKAIAHHA.

4) papmaxoanHamidni B3aemonii

TpoTHRipycHa ARTHBRICTL Y NOCAHANNI 3 iNWHMH TPOTHBIDYCHHMH
arentamn: CAB Gyno npoTecToBAHO HAa NPOTHRIPYCHY AKTHBHICTb y
NOEAHAHHI 3 Hapasi 3ATBEPUIEHUMH NPOTHBIDYCHUMH MPEnaparaMH.
KomBiHOBaHi ZOCTILKEHNA in Vilro BUABIAIOTE AHTATOHIZM
NPOTHBIPYCHOT AKTHBHOCTI, LKO BKA3YE HA Te, O TIEBHI NPenapary He
cniz 3acTOCOBYBATH B KAiHIUHHX YMOBax y kOMOiHauil, VY 3B'A3KY 3 L1M
inani koM6Binauil in vitro NioTEEpPAXKYIOTE BUCHOBOK MPO TE, 110
nporusipycua aktuenicts CAB cymicta 3 RPV, 3TC, TDF i FTC.

AxtuBricts CAB npotu BIJI-1 in vitro susuamy B taxopomy dopmari B
noeAHAHHI 3 penpesenTaTHBHHMY niperapatamu npot BUT (RPV, 3TC,
TDF i FTC, y knitinax MT-4 3i wramowm 111B BUI-1). Yci ponn Gy
anuTuBHUMHM aGo cnafko cunepriviumi 3 CAB,

3. Papmaxoxineniuxa

1) anagiTHUHI MeTOMMKR Ta 3BiTH
moao ix sasgigawii

YV BOCHIMKEHHAX BAPMAKOKIHETUKH Ta TOKCHUHOCTI KoHUeHTpauii CAB
y fuiazMi Ta roMoreHaTi TkaHKH BUMIiptoBan nicnd ocamerHs Ginkis 3a
InonoMorolo pigHHo-xpoMaTorpacitHOTO TARAEMHOIO Mac-
cnexrpomeTprynoro metony (LC/MS/MS) Hna aocninxes
TOKCHUHOCTI T4 HOCHT/KEHE RA MONAX METOMH, L0 BUKOPHCTOBY BaJiHCA
n1n aHanisy, 6yau noBHicTIo paniaoBani B xOMHOMY Alanasowi
kaniBpyeaHHs. Yei Meromn Ta Mexi KinbkicHoro susHauenns Gynu
ANeKBATHHMH WORO cneuHdiutocTi Ta HyTNHBOCT! ANA NiATPHMKH
chapmakokinerHutioro ananizy CAB.

Y nocnimieHHax, ae sukopucropysanyd [14C] CAB, BustHaueHHs
pafioakTHBHOCTI B HioNOrivHKX 3paskax in vitro abo in vivo nposoannn
abo NPAMUM PiAMHHO-CLMHETHNALIRKMM nigpaxyHkom (LSC), abo 3a
nonomoroto LSC nicna cnanionanta 3paska. Jns anamisy KOKUEHTpaLtiH
PANICAKTUBHHX PEUORHH B TkaHHHax Oyna BUKOPUCTAH KinbKicHa
aptopaniorpadis sekoro tina. Tpodimosanusn Ta inenThgikaiio
meTaGonitie CAB nposonunu 3a ponomoroto LC-MSn ta saneproro
MardiTHOro pezoHaHcy { NMR).

2) BeMOKTYBAHHS

Hexniniuna dapmaxokideTuka CAB XapakTepH3yeThe HH3BKHM
NNasMOBHM KNipeHcoM i MaiHy of'eMom poznoainy. BeMokTysawusa
Gyna WBWAKOIO 3 MOMipHO 860 BHCOKOIO Gio0CTYMHICTIO NpH
MEPOPAILHOMY NPHAOMI POIUHHY Ta HU3LKOKO MPH BBELEHHI y BHTAAAI
cycnensii abo kancynu. Y AOCNIMAEHHAX MEPOPAIbHOMD 3ACTOCY BAHHA
cicTemHa excrtosnuia CAB Gyna odmeneHa posunHeHHam abo
PO3UMHHICTIO, 11O MIPH3BOUMIO A0 3GINBUIEHHA ekcro3uuil, aka Gyna
MEHLL HiX NPONopUiitHO A0 A03H.

OagHopa3aoBa 033

Bruytpimnsoserio: [licna o4HOpasoBOro BHYTPILIHLOBEHHOTO
peeaeHns CAB (pinbha KicnoTa) NpOAEMOHCTPYBAB HH3LKHIL KilipeHe
rnasMu y wypis, cobak i masn (<2% noToxy miasMu s neuindi y cobax i
masm). Husbkuil crauionapHiii of'eM posnoniny y3romiyeTses 3

BHCOKHMM 3B'A3yBaHHAM crionykH 3 Sincamu. Kinueswii nepion
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HanisBMBEAEHHA Y cofalk Ta Mapn cranoBus Bin 4,0 10 5,7 roauH.

Pexcum pinGopy npof y tuypis GyB HELOCTATHIM AR XapaKTEPHCTHRH
(hapMAKOKIHETHYHHUX NaPaMETPIB; OAHAK YACOBHI Npodinb KoHueHTpauii
CAB Bra3yeas Ha HIK4KIA KNIPEHT | AOBLIHHA NepioA HaniBBHBESEHHS,
Hix y coBak § MaBm.

Hinmkipno Ta puyTpinmeom'asoso: [icna nigwkipsoro (8C) abo
BHYTpilnyLoM’ s3080ro (IM) seenenns CAB (BinbHOT kHCNOTH) Wy paM i
MapnaM Cnosyka NosiaLHo BUBinbHATACH 3 MicUk i’ cxuil, 3aranom
cnocTepiranacs TEMACHLIA 10 BUUWMX 3Hadens Cmax nicns
BHYTPitHLOM 230807 i1 ekuil Ta Ginbl TPHEANOrO Nepiony
vanissHBENEHHA nicna ninmkipuot in'exuii. Yac, axuit nepesuninysap
PAIC90 (90% inriGiTopHa KOHUEHTPALLA 3 TOTIPABKOIC HA 3B’ 43YBAIHA 3
Ginkom), 3a3rHuait 6ys DOBWKM richs MiawkipHoT v’ exuil, Hix micma
BHYTPIlIHBEOM ' #30B0] iH'eruii. 3aranom momiTHHX BiaMiHHOOTEH y
sHauerHax AUC mix asoMa IINISXaMH BREAHHS He criocTepiranocs,

Byno nposeaeHo pan GpapmMakoKiHETHYHHX | TOKCHKOKIHETHUYHHX
nocnimxens CAB (BinbHa KMCROTA) A5 OWIHKK. BIAIUBY pO3MipY
4ACTHHOK, TpaHcNopTHOTO 3acoly Ta cnocoly BBENEHHA NpenapaTy
TpyBanol At urypam i Magnam. Y LHX A0CHiLKEHHAX CHCTEMHMH BIIHB
CAB ouiHiosanu nicng 8/8 Ta B/M BBECACHHSA 3 BUKOPHCTaHHAM
cycrensifi, b AkMX po3Mip uacTuHok X90 cranosus Bin 1,05 no 68,9 MkM.
YV mypis He ¢nocrepiranocs NocAAOBHIX MOMITHHX (>2-KpaTHHX)
BIAMIHHOCTEH Y HOPMOBaHKX 103010 3HaueHuax Cmax abo Tmax mix
MaMMH Ta BEIHKHMY pO3MipaMy YaCTHHOK. Y MaBsn npenaparH 3
BiMLIIMM PO3MipOM YACTHHOK NPH3BOLHIH A0 CTabiABHO HHAMHX
snauenn Cmax mican iv'exudi SC y nosax no 10 mr/kr (Ges nomitHol

; pisHnLi v 3uadenHax Cmax nicna in'exuii IM) Ta popnyx 3nauens Tmax
micna in'exnii SC ta IM.

CAB (BinpHy KHC/IOTY) TAKOXK BBOAMIN MiHi-CBUHKAM WATXOM
BHYTPilIHLOM 130800 BBeAGHHA B 103 1,16 Mr/kr y 2% (mac./08.)
nonicopBaty 20 (Tween 20), 2,0% (mac./06.) PEG3330 i 3,5% (mac./06.)
manity. CAB Mas noBruii cepearii KiHUeBHI Nepion RamirsUBeneHNA
npuGansHo 76 roauH nicng BHyTPIlIHLOM A30BOI0 BESAEHHA.

[epopansui: Bemoxtysanns CAB (ginbHoT KHCAOTH) 3 NEPOPANLHOro
' poaunHy Gyna WBKIKOIO, AOCATAOUH MIKOBUX KOHUEHTPAUI y muiasmi
MpoTAroM 4 TOAUH 3 NOMIPHOIO TA BUCOKOIO NEPOPAIBHOI0
Gionoctynuicrio (Big 44 go 83%) y mypis, cobak Ta MaBn HaTwecepLe.
Mpu 3actocysanni CAB y suraaai cyenensii 36ineiuenns cncremHol
excnoznuii (Cmax ta AUCO-t) Gyno menw nixk nporiopuifinmm
nbinewernno nosH. Mepopansha Gloncctynnicts CAB micna npuiiomy
cycnensii abo kancyn BinLHOT knenoti a6o HaTpieroi coni Byna HipKuOIO
(nianazon GionoctynHocTi Bia 3% A0 27%6), wo ¢BifuMTL Npo Te, WO
BCMOKTY BakiHA OGMEXKYETBLCA LIBHAKICTIO POZUHHEHHS a00 PO3UHHHICTIO,
IloHalimeniue 2% aosopanoro CAB aGeopbysanocs y Muluedi i inypis
(no3u 10 mr/kr Hatpiesol coni) i 29% y maen {(no3n 30 mr/xr Harpiesol
coni), Ak BH3HA4eHO kinbkicTio [1*C] matepian, nop’asauuii 3
HapKOTHKAMK, BHABNEHKHA Y xoBui Ta cedi Teapun BDC,

TlosTOpHA A034
Mepopansno: TokcuxokineTHry nosTopHix 103 CAB olliniosaay B




PAMKAX JOCAIDIEHb 3ArATBHOT TOKCHUHOCTI TR PENPOY KTHBHOT
TOKCHUHOCTI.

MiaBuweRHS cHeTeMHoT ekcnosuuii (Cmax ta AUCO0-24) no CAB yno
MEHIL HisK Iponopuifinus 30 3GinklUeHHsAM A03H Nif 93¢ AOCIIHCH
TOKCHUHOCT] MpH IOBTOPHOMY NEPOPALHOMY 3ACTOCYBaHHI y BCixX BuAiB
rBaput, Binminnoctedl (>2 pasu) y cucremHik excriosnuil mixk
onnopazorum Ta GaraTopazoBHM NPHAOMOM, HE3ANENKHO Bi CTAHY
pariTHOCT] a60 MiX CTATAMM 3aranoM He cnocTepiranocs. Y Muwel i
MaBM Ke cnocrepiranocs noMitiol pisHnui (> 2 paiu) y cucremHii
EKCMO3ULIT MixC OIHOPA30BUM | MOBTOPHHM BBEIEHHAM, IO BiANOBINAE
OuiKy BAHHAM, 3aCHOBAHHM Ha YABHOMY Nepioni HanissuseaeHHR. Omonak
Y Iy piB eKCNIO3uLLis 1TiCAA NOBTOPHOrC BBEASHHA 3a3suyaii Gyna
GINBLWIOLO, HIK [TiCHs OAHOPA30BOTrO BEEASHHA, U10 BiLNOBIAAE OMEBHIHO
HIBKYOMY KJipeHey.

Minwcipue Ta BUYTpiwnboM'H308¢ Boeaenia: Y |3 TIKHEBOMY
lnocnikenHi TokeHuHOCT] NiAutkipHOT Ta BHYTPILUHBOM 230B0T iH'eKuil
camusm i camkam wypis seoannd CAB (BinbHY KMCIOTY) WAAXOM
ninwxiptoi v exuii 5, 30 aGo 100 Mr/kr/nozy afo wisxom
BHYTPiLIHBOM 30807 i1 ekt 2,5, 10 ao 75 mr /kr/nosy B ani 1, 311 61.
CHcTeMHa eKCMO3NLIA MiL YaC TPETLOro MiCAUHOro iHTEpRAy
niawkipHol 103 3pocna MeHL HiX Nponopuiito 36iLwento J02H.

CHCTEMHA GKCMO3MLIA MPOTAIOM TPETLOIO MICAUHOFO iHTEpBANY
BHYTPILIHLOM 30801 103K 3pOcTANa NPHGAH3HO MPONOPUIiHO Bid
HU3LKOT A0 CEPEenLOT 1034 TA MEHLU HiXK IPONOPUIAHO NPH BUCOKIfA
Inozi.

Cepenui snaueHns AUC niz uac TpeTix MicauHUX iHTepBanis
miamkiproro speaenua Sy y 2-3 pazH BHIAMH, HiK MTiJ Yac TepLmx
MiCAYHUX iHTepRanip A03yBaHHA, TOA] Ak 36INbWeHHA 3navens AUC
MPOTATOM 1LOTC MEPIOAY HACY MICIs OMICATHAX BRYTPILIHLOM I30BHX
in"exuilt Gyno minimanbanm (8ia 1,1 no 1,4- cknaaxa). e cainuurs npo
Te. L0 OHERKANMHA Nepion HaniBeHBeaeHHs GYB KOPOTLIKM i3 Micld
BHYTPilIHLOM " A30BOT TH exil, Hix i3 Micus niawkipHOT in’ewxuii,

He cnoctepiranoca nomiThux (> 2 pazis) pinMinnocTeit cepeanix
sraneHh Cmax aGo AUC CAB mix cTatamH.

MornuHakKus in vitro

Bigomo, wo BT INST! yTROpIOIOTL XENaTu 3 MONiBANEHTHHMH
KATIOHAMA, 110 NPHIBOAHTE A0 3HMNEHHS BeMorTyBanns, CAB
OpOAEMOHCTPY BAB XEAATYBAHHA 3 KATIOHAMH METasiB.

3) posttonia

CAB Mmae BHCOKY nacHBHy mMemMOGpaHHy NPOHHKHICTL, 100pe 3B'3yETheA
3 GiNKaMH, LIHPOKO PO3NOBCIOMKYETLCA | MPOHKKAE Yepes
nnauentapuuit 6ap'ep. [niokyponianmii meraSomit CAB (takox
sinomuii ax CAB rioxyponin, M1 a0o GSK3388352) npopemoHcTpyRas
cnabke 38'A3yeanHg 3 OinkaMH TTa3MH.

3p'A3ayBaHHA 3 6inKaMu Ta acouialia KniTMH KpoBi
38’asypanna CAB 3 Ginkamu in vitro B cuposarwi abo nnasmi kposi 6yno
BHcokMM (>99%) y pizHux BB (WypH, MABMH Ta MOAH), WO

Binnosinac ex vivo Heas's3aHif Ppakuii <1% y nnasmi 3foposux moaei




i3 nopyiueHuam gyukuii Hupox abo neuinky. 38’saysaHHa Ginka in vitro
Y MEOAMHK He 3aNexano Bin konueHTpauii CAB y nianasoni sia 1000 no
20000 Hr/ma, ane HuxKua He3s'AzaHa dpaxuis 0,47 % (99,5 % 38°13aHa)
cnioctepiranaca npy 500 ur/ma, Acouiauis CAB-nos’s3aHoro
MaTepiany 3 KNITHHHHMH KOMIIOHEHTaMH Kpoei Oyna MiHIMaNIEHOIO K Y
HekniniuHMX BUAIB, Tak | y moanuu B aianasoHi Bin 0,44 no 0,57.
3p'1aysands CAB rmoxypoHiny 3 Ginkamu in vitro Gyno HusbkuM
(<33%) y nnasmi wypis i AIOAMHM.

MpoHKUKHICTb | TpaHCNOpT

Byno suanaueHo, wo CAB mac Bicoxy macHsHy MemOpakHy
nNpoHHKHICTS (256 #mM/c npw pH 7,4). TlornuHanbHa MPOHHKRICTE
MeMGpaHH Tako# Oyna BACOKOIO B NPUCYTHOCT KHILKOBOT PITHHH,
smopensoBanoi sarmecepue (FaSSIF) npu pH 7,4 i pH 5,5 (snauenns
P7.4[a6c] 1088 nm/c i P5.5(as) 1374 Hm/c, pimnosiano). In vitro CAB
Bys cyGcTpaToM Ina MOACEKMX eQIIIOKCHHX TpaHcnopTepie P-
rnikorporeiny (Pgp) i Ginka pe3sucTeHTHOCT] 40 PaKy MONOYHOT 3an03H
monmun. CAB ue Sye cyGerparoM neudinkosux TpaHenopTtepis
nornunauss, Takux ik OATPIB1, OATP1B3, OATP2B1 a6o OCT1,
RrigHO 3 ACCMiPXEHHAMM KDIOKOHCEPBOBAHKMX 06 €AHAHUX renaToLUHTiB
ITHOMHH.

CAB rnokyponia He 0yB cyGerparom nna Pgp abo BCRP,
Kanansxosuit i Gazonarepanshuii knipenc CAB rmoxyponiny 6yau
nopiBHAHHHMH | cranosunu 0,16 i 0,21 Mn/xe/kr BignosinHo. In vitro
Gyno noxasaHo, wo CAB-rmoxypoHin € cyberpaToM aas 6arathox
neuiHKoBMX i HHpKkoBUX TpaHcnoptepie (OATP1B1, OATP1B3, OATS,
MRP2, MRP3 i MRP4), ane ne € cyGerpatom s OATI abo OAT4.

3rigHo 3 AaHUMA in vitro, uupkynoouniit CAB macHBHO NPOHHKAE B
renaTolUTH Ta MeTaGoI3yEThCA 10 TIIOKYPOHILY, AKHI BUBOAHTECH AK 3
bKOBUEO, TAK | uepes cHHycoind. Exckpetiia CAB raoxypoHiny 3 3oBuio
oriocepenrosyeTees MRP2, Toai sk neuinkoba 6azonatepancia
exckpeltis B CHHycOinHY kpoB BizGysacthes Ak uepes MRP3, Tax i uepes
MRP4, Xoua CAB rmokypoHin € cyGeTpaToM nediHkoBHX
Tpancnoptepin 3axonnenns OATP1BI1 1a OATP1B3, kaipeHc
MeTaGosiTy MeuiHKOBHM 2aX0MNIEHHAM {3 cUCTEMHOro KpoBoobiry
HU3bLKKi (2,7% neuinkoBoro KpoBOTOKY). HaTtomicTs umpkymoiounf
CAB-rmokypoHia 3a3Ha€ epeXTHEROMO HUPKOBOTO KilipeHcy, oe
NOrIMHAHHA B MPOKCHMANEHRI KaHanseus onocepeakosyerbed OAT3 |
nonanbiua cexpeuia s ceyy MRP2 i MRP4, wo noscmoe miniManbHui
CHCTEMHHit BIIVB ¥ JIOAHHH.

Posnoain B TKaHuHaxX

[Ticna oanopasosol nepopansHoi nosk [14C)-CAB camuam wypis niuil
UlicTep 3 KamIOIIOMOM PaAiOAKTHBHICTE MOBINLHO NMOrMHHANACA | LIMPOKO
poanoaingnaca, npuueMy B OinblocTi TRAHHH HalBUII KoOHUEHTpALIT
crocTepiranyes yepes 1 fieHb Nicns BEEASHHA 103K, 33 BUHATKOM

LTy HKOBO-KHIUKOBOTO TPAKTY, KOHUEHTpALT B TKAHHHAX Oy IH
HIGKUUME, Hi ¥ KpoBi, nig yac BiaGopy npob, Kouuentparia
PalioaKTHEHHX PEUOBHH B ONOBHOMY MO3KY Oyna Huibkoto (~ 2% sin
KOHLEHTpauii pagioByrNewo B Kposi), o YaCTKOBO 3yMOBIEHO
PECTPHKTHBHHM 3B'13yBanHaM Ginka. Busepenns pamioaxruBHocTi Gyno
NOBiUTEHHM, GiNbLIICTE TKAHMH MiCTHIK BUMIpIOBaHi piBHI

pagicakTHerOCTI uepes 28 auis nicna ao3u. PanjoakTHBHiCTE He Oynia




noB'A3aHa 3 MENAHiHOM B YBEANLHOMY TPaKTi, Y Tpe- Ta NOCTHATANBHEX
ocnimkentsx Ra wypax CAB npoHukae uepe3s mmauentapruil 6ap'ep, i
koHUeHTpawii, wo cnoctepiranuea y wypat F1 Ha 10-f aexs nicaa
HApOMKEHHA, CBiauaTh npo Te, o CAB BUAINABCA 3 MATEPHHCHKHM
monokoM. Kpim Toro, geransui xonuentpaunii CAB spoctann
nponopuiitio 3i 36inbwexHaM konuenTpauift CAB y nnasmi kposi
matepi, i He Bymo MOAHMX NOKA3(B NepeBaxHOro Hakonnuenus CAB y
nnoAiB Nica NOBTOPHOTO TepopansHoro BeeaeHHs CAB Markam,

4) meTadonaizm

Mopirnanbui wnsxu GioTpakchopmauii Mix MOALMH Ta HEKNIHIMHHMH
BHAAMH npeacTasieni Ha pucyrky 3.1, TTepeBakalodUM KOMNOHEHTOM,
WO UMPKYNIOBaB y AoKAiHIuKKX dopmax (o npeacraense >90%
panioakTHeiocTi nnasmu), Gy neaminennii CAB. Y monei CAB Oys
EIMHUM PALIOAKTHEHO MIYEHHM KOMTIOHEHTOM, Akuit crocrepirases B
nia3nMi, ORHAK NOAANBILKHA aHANIS 3PA3KIB i3 KNIHIUHOTO ACCTIAMEAHS,
e He Miuennii CAB BBOMMAH NEPOpPANBHO, BHABHEB JIyXKE HH3BK

uMpKy uotoui koduenTpauil ratoxyporiny CAB.

OcHOBHUM WNAXOM MeTaboniuHoro kaipercy y HEKMHIMHKX BUais i
nioneit 6yna xoMllorauis 3 yreopernam riokyponiny CAB, Hlmaxu
MeTaGonizMy y TRapuH, AKi BUKOPHUCTOBYBANKCA S TOKCHKOAOTMYHUX
BunpobyBats, Gynu paxnuerMuy ana ouini Gesnexy CAB ans nroaun.

BioTpaHcdgopmauis in vitro

MeTaboniuna crabinpHicTs CAB in vitro G6ysa BMCOKOIO, 1O CBIAUKTS
Npo HH3LKKHA BHYTPILIHIH KnipeHe, AKHH yaromKyeTbhea 3 HU3hKHM
naasMosHM knipencom. Iicns 24 roguH inkyGauil CAB (10 MkM) iz
KPIOKOHCEPBOBAHUMH reNaTOLUMTAMH ULypa, cobakd, MaBMH'Ta REOAWHH
MeTaboniTis He cnoctepiranoca. Toaanswe AoCAiMKEHNS 3
KpiOKOHCEPBOBAHHMH [ENATOUMUTAMH LY PiB, MBI i JIHOAMHH 3
BlHKOPHCTAHHAM KoHuenTpauii CAB 50 MkM yTBopuno onxH metabonit,
CAB rmokyponia, Tokazano, wo CAB yTsopioe rmoxyponin CAB 3
BUKOPHCTAHHAM 08 €AHAKMX MIKPOCOM NediHKH, HUPOK | KHIIKIBHHKA
Imonnau Ta pekomBinantHux hUGTIAT § hUGT1A9 in vitro,
MaciuTalysanua faHHX in vitro nokasano, mo nediika Oyna 0CHOBHHM
opranom, sianosigansnum 3a yropedts CAB ralokypoHiny.

YTROPEHHA KOH'IOTATY MIyTaTIOHY WAAXOM OKMCMIOBANLHOMO
nedyropupysaHHA MIkpocoMamMK NeuiHKM LWy piB, MABRN | oaHHH (A He
coGaku) CBIIUMTL IPO yTBOPEHHA enexTpodinbHoro MeTaGoniuHoro
NPOMDKHOrO NpoayKTy waaxom GioaxTieauii in vitro. Le 6yno
NiATEEPIKEHO in Vilro KOBaNEHTHHM 3B’ A3YBAHHAM CAB-acoujiiopanoi
pANioakTHBHOCTI 3 MIKPOCOMAMH TIEUiHKH, sike OYJI0 noMipHUM Y
nionvzy Ta BHCOKUM Y mypa Ta Masny (180, 984 Ta 794 nmons-exB/Mr
Sinka/ron eimnosigno). Opwmak in vivo y Muweil, twypis, maen i monefi
NPOLYKTH MeTabosTi3My, IO YTROPIOIOTLSA 1AM LINIAXOM, CTAHOBNATE
miwe ny>xe Many uactky merabosivnoro knipency CAB. Kpim toro, y
muwweli, wypis abo masn nicas nosropuoro esenesun 103 CAB Ha pisui
a60o mkue NOAEL He cnocTepiranoca MikpockoniuHHX BHABICH
neuink, IpyHTYIOUMCS HA LMX Aauux I nepeaymoei, 1o in vitro pisni
KOBAEHTHOTO 3B’ A3YBAHHA 3 MiKPOCOMAMH neuiHKH MoxHHu 2200
MMOMb-eKB/MT 0inka/TON BBAKAETHCA IHAMKATOPOM NOTEHUIHHOT

renaToOTOKCHYHOCTI, KOIM cnomy kM BBoaAsTs 2100 Mr/aoby, puzmk




FeMaTOTOKCHUHOCTI y MOjeH, BUKIMKAHOT MeTafonivHOO akTHBaLi€to
CAB, npH BBEACHH] B KAIHIUHO 3HaUYLIMX 1032X BBAMACTECH HU3BKUM.

[TomiTHOT GioTparcdopmauii CAB no Oy As-AKOTO 3 MOKITHBIX
cTepeoizomepis nicna ingyGauil CAB 3 kpiokoHceprOBaHHMH
renaTouMTaMy mypis, cobak, Maen Ta AOAKKA in vitro se sialysanocs.

BiorpaHcdopmania in vivo
In vivo, nornuuaerses [*C)-CAB (natpiesa cinn) 3a3HaB MiHIMansnoro
MeTaGoniamy y camuis MHLeH, Uy pis | Masm.

Meraboniuni npodini y Hexniniunux suais Gynu skicuo nofibHumu go
ntonei.

MeTaGoniunuid npodins

Y nnasmi kposi Muwe#H, utypie, magn i moaek nepesaxas CAB, a
rmoxyponin CAB Gys eanunm meraGoniTom, 1o cnoctepirases. JKoneH
MeTaBoniT He Oys npHeyTHIH y nnazMi y KOHLEHTpALiAX, mo
NEPERMILYFOT KibKICHO BusHaueny Mexy (To6To 5% sin BuUXigHOrO
Martepiany abo matepiany, nos'a3aroro 3 npenapartom). Y noaei y
pienoswxroMy cradi CAB 6yB emnHuM KiNbKICHO BH3HAUGHHM
peuOBHHOID, NOE’ F3AHOIO 3 AIKAMH, ¥ nnazmi; ne Gyno Te came nicns
0HOPA30BOTO MEPOPAnLHOre BBeAeHHS (i MiCAA BHYTPILIHLOM 30B0M0
a6o mimKipHOTo BBEASHHS), IO BKA3yE Ha Te, IO JaHi, OTpUMaHi niens
BBEACHH: Pa30BOT 03K, OyAM afeKBATHUM NpeaxkTopom npodinio B
piBHOBAYKHOMY cTali.

TMepesancnum npoaykTom GioTpancdopmallii y Mulnei, uypie, masn i
nroneit 6ys CAB rinoxyponin (M1), a Takox crocrepiraBcs KOH'torat
rnoko3u (M2) (kpim Muwi). Ll koun'torosani meTaGoniT, rmioKkyporin
CAB Ta M2, ue € GapMakooriyHo akTMBHUMH, OCKIABRKY BOHK
NOPYWyIOTH 37aTHicTL kKapGamoin-nipuaorosoro motney CAB
3B'13yBaTH JBA METAIH, TAKHM HHHOM MOBHICTIO CKacORYIOYH By 1b-AKY
NPOTHRIPYCHY AKTHBHICTb, WO BHHUKAE B PE3YNLTATI 38'A3YBAHHS
AKTHBHOT NINAHKK 3 hepMenTom iHTerpaszolo. Xoua won'toratv Gyau
OCHOBHHMH KOMMOHEHTAMH MaTepiany, NOB'A3aHOMO 3 AIKAPCHKHM
3acabomM, y #opui HEKNIHIMHKX BHAIB | CIOCTERIranica B 0Bt JIONMHH,
y thexaniax yeix puais cnocrepiranies niwe Heamineni CAB. Taxum
yunoMm, Ui kaH'orard CAB, iiMOBIpHO, AEKOH IOTYIOTCA B KHIUEUHHUKY
roJIOBHHMH abo GakTepiansHuMy pepMeHTamMu mcns cexpeud B skosu,
s nepereopenns CAB.

CAB He MoxxHa GYA0 BHIHAYHTH KiNbKICHO B %0BUYi, 3iGpanifi pia 6yanb-
FKOrO AOCITIAKYBAHOTO BHAY, afo B ceul mMuwedl, Mapn abo moje#, xoua

B cepeqHLOMY BIH cTaHoBHB <10% nOB’433HOTO 3 IpenapaToM
MaTEpIAIY, BHABIEHOTO B ceui LyPiB. €AMHUM MeTaGoaiTOM, AKHH
MOMCHA BUZHAYMTH B ceul onnay, 6yB raoxyponin CAB, 1 Lie Takox
fyp nepepanaiounii MeTaboaiT, Akuii cnocTepirapea B ceui HERAIHIYHKX
BuaiB. lHIi HesHauHi MeTaBomiTH cnocTepiraines B ceui moaed i
HewniniuHi BUOM, yTBOPEH] koH orauieto rnioKosn (M2), oKHCHHM
nedTopyBaHHAM | KON 10rauielo wieteiny (M3), KOH’Iorauiero NeHTa3n
(M4) i oxncnennam (M6). MeraGoniT M2 i meraBonit, yreopeHui




OKHCHMM fedTopyBanHAM | koH'Iorauicio rayrationy (M5), Takow
crnocrepiranucs B xosui muiuel i MaBn.

Y Muiedl, MaBN i roNei CrocTepiranocs oKUCMOBANEHE
nedTopMpyBaHHL 3 ZONARAHANM TyTaTioHy alo umucTelny, WO BKA3yE Ha
lyTBOpEeHHA enekTpodiabHOr0 NPOMDKHOrO NPONYKTY OKCHAY apery. Y
BCIX BUZIB L NPOMYKTH CTAHOBHSH HeBeauKy HacTky (<5%) Bin
3ara/lHOrO KiipeHcy.

[icna GaraTopasosoro nepopansHoro 3acrocysanHa CAB npotarom 14
HiB 300pOBKM A05poBCAbLAM He BYJI0 BUABIEHO XOAHUX O3HAK
enimepuzauii in vivo CAB y 6ynp-aiuii 3 itoro crepecizomepis.

5) BHBEACHHA

Micna nepopansroro npuiiomy ['*C]-CAB mwe Heamikani CAB
crniocTepirascs y dexanisx i OyB NEPEBANHUM LILIAXOM BHBEICHHA
BBeaeHOT panioakTHEHOCTI ¥ Beix suaie. ITicns nepopansHOro BBEACHHA
[14C] CAB suainenns pamioakTHBHOCT 12 cevera Gyno Ginbamm y
Imopeit (npubansno 27%), Hix y Hekniniunux suais (<11,1%).

BuBEACHHA BBEACHOT panioakTHBHOCTI GyA0 MPaKTHYHO NOBHHM Y BCIX
Buais. Micue paaionoxauijiHot mitku 6ysno metabonidHo crabineHum,
Ge3 noMiTHOrO cekpecTpyBanHs abo koBaneHTHOTO 3B'A3yBaHHI CADB 3
nnasMolo abo exckperami. BHOLNEHHA 2 3KOBUIO Y MHLUed i LypiB
cTanoeuno Biz 1,60 fo 1,79 % mo3u, a ceva — 8ia 0,33 no 0,42 % nozn,
roai sk y Masn 14,5 % a0au BuBoannocs 3 xoeqi0 i 14,7 % i3 cevero.
MeraGonit, CAB rmoxyponin, Gys OCHOBHWM NOB’A3aHUM i3
IlpenapaToM KOMNOHEHTOM. AKItH cnocTepiraBed AIC Y ceui, Talk i B KoBui,
ane He cnocrepirasca y kani. Takum unroM, CAB rnokypoHia
INEKOH'IOryEThCA B KHLIEYHHKY 1icas cekpellil 3 0B o ANs
pedopmysanns CAB

6) papmaxokineTnuni B3aemosil
(norniniuni)

MoaHKX HerTiHIYHAX AOCHIZKEHE CneUians O JNA OLiHKH noTeHuiinol
BIACMOALT 3 NpenapaTaMy, AKi MOKY T 3aCTOCOBYBaTHeA pasom 3 CAB,
He nposoaHnoca. [Ipote cepis nocnimxens in vitro, nposeagHnx ana
OLiHKM MexaHi3MiB kiipercy Ta noTeHuiany Jiikapesiol Bzaemomii CAB,
NoKazana HH3LKY CXHILHICTS KePTBH afio BMHYBATLI B33aEMOAIT 3
HAPKOTHKAMH,

Norenuiiinuii BNIUB NPENAPATIB, U0 3ACTOCOBYIOTLCH PA3OM, HA
CAB

In vitro Ta in vivo CAB nepesaxtio meraSonizyerscs UGT1 Al (wacTka
3aranbHoro Knipercy in vitro 0,67) 3 BHeckom UGT1A9 (vacTka
3AranLHoro KaipeHcy in vitro 0,33). ¥V kiIiHiMHMX JocnimKeHHaX
onHouacHe 3acTocyBanHs CAB i cnabxux abo nomipHHxX iHIykTOpiB
UGT pudabyTuHy 300poBHM MIOAAM He 3HHIKYBaNo koHuenTpauil CAB
y niazmi o kiiHiugo 3Hauyworo cryneds. OfHax pudamiumy,
BinoMui noTy)kkuit inayxrop UGT, BUKIIHKAB 3HAYMHE 3HIDKEHHA
excnozutif CAB. ToMy oxnouacHe sacTocyranns CAB 3 cunbHUMH
inpykropamu UGT nportunokazado. QOkucheHHa CAB crakosuts <1%
1030 B OpranisMi momnuH, Tomy CAB ne nignarae CYP-
onocepeakoBaHifi Bzagmoail.

YonHux KniniuHux RocAiKeHs Tns BUMIpIOBaHHA BIIAKBY iHribiTopis
UGT1A1 i UGT1A9 na ekcnosuuito CAB e nposoannocs; ciHak Oyna
poapobneda moaens CAB PBPK nns npornosysaHHs cTyneHs B3aeMoaii

imikie 3 inridiropamu UGT1A] abo UGT1A9. Ilepenbauypane cepeae




-

cucTeMue 36inpmenns exeroauuil CAB cranosuno menime i 1% npu
0IHOUACHOMY 3aCTOCYBaHHI 3 aTasanasipoM afo MedeHaMiHOBOK
kucnoTow, inribitopamu UGT1Al a6o UGT1A9 signosiano. L
NpOrHO30BaHi 3MiHK BBAKAKOTLCA B Mexax 6e3nevHoro Aianasoxy
excrioanuii Ha ocHoBsl nosinoMnenux zanacis Gesnexu ang CAB, Tomy He
noTpiGHO BukMouaTH inribiropu UGT nia wac nosysanua CAB. Ll
POrHO3M MiATREPMKYIOTLCA KITIHIYHHMH AOCHILKEHHAMH 3 NOBINBHAMH
metabonizaropamu UGT1 AL (cyporar inriGysanusa UGT), sxi npusseny
no pekomeRaLil NIpo Te, WO KOPEKLiA Jo3H He noTpibHa.

CAB 6ys cy6erpatom ans edmtokchux Tpaneroprepis BCRP i Pgp;
OnHaK, {oro BHCOKA BHYTPillHA MPOHHKHICTD CBIAYHTE PO HU3LKMIA
noTeHUian nikapebkal B3aemoail 3 inriGitopamn BCRP Ta Pgp, wo
npusBeae 10 KAHIYKO 3Hauywkx 3min Bnauey CAB, In vitro neuinkope
nornuHadns CAB He onocepeakosyeanocs Tpancnoprepamid OATPIBI,
OATPIB3, OATP2B] abo OCTI y xpiokoHcepeopaHHX 00’ €aHaHuX
renaTOLMTAX JIONMHH, OTKe, iICHYE HHU3BKHIA NoTeHMiaN A Aikapcsrol
B3acMofil 3 iBriGiTopamu uux TpaHeopTepiB,

In vitro MeraBonit CAB-rmoxyposin se Gy cyGerpatom ana Pgp abo
BCRP, ToMy Mano#iMoBipHo, IO Ha #OTO JIHCTIO3HLIIO BITIHHE
OAHOYACHE 3aCTOCYBaKHA iHriGiTopis Pgp aGo BCRP. In vitro Gyno
noxazato, mo CAB-rmokypoin € cyGotpaTom ans 6araTbox
neuiHkoBMx i HupkoBnx TpaHenoprepie (OATP1BI, OATPIB3, OATS,
MRP2, MRP3 i MRP4), asie He € cyGetpatom ana OAT1 abo OAT4.
OckinbkH icHye Aexinbka Wwnsxis BUBeAeHHA rmokypoiny CAB,
noTeHUjan KNiHIYHO 3HAYYWOT NikapesKol BaaeMoaii yepes cyMicHe
3aCTOCYBAHHA CIOAYK, AKi MOMKYTs iHriGyBaTH oMK abo nexinbka 3 LUX
TpaHCcropTepis, 3MEHIIYETHCA,

[Brnyins CAB na areHTH, 10 BBOAATLCH OAHOYACHO

[n vitro CAB GyB cnabxHM akTHBaTOPOM RIOACEKOTO PelenTapa
Pregnane X, i He Gyno nomitHo! innykuil CYP1A2, 2B6 aGo 3A4 e
renatonnTax moauun, CAB (Hatpiesa cine) mpoaeMOHCTpYBaB
HesHauHe a6o BiacyTHe npame aGo MeTaboniuHo-sanexkue (HribyBaHHA
(3nauenns IC50 > 100pM) in vitro pepmentis CYP1A2, 2A6, 2B6, 2C8,
2C9, 2C19 1a 2D6, ane 6ye cnabxum npamum inribitopom CYP3A4/5
(1C50 = 84 MxM) Ta meTaSoniuHo-3anexcHum iuriGiropom CYP3A4/S,
Onuak knidivne gochioxeHHA B3aeMonii ikapebkux 3acobie nokasano,
o CAB ne snivBac Ha hapMakoKiHETHKY Mimalonamy, uyTIHBOTO
cyGerpaty CYP3A.

In vitro CAB ne € momitTium inriGitopom UGT, 3a BuaaTkom UGT1A3
(ICs0 12 MkM), oTike Gyna BHKOPHCTAHA MEXAHICTHYHA CTATHYHA
MaTeMaTHYHa MOMEIL A1 MPOrHo3yBaHHs Binuy CAB Ha ekcnosuuio
cyGerparis UGT1A3, Peaynprati Mopeni nokasam, wo CAB mae
HU3BKHIT pH3NK OYTH BHHYBATLEM NiKapchKUX B3aeMOAiH i3 cybGerpaTamu
UGTI1A3 (nporvosorana amina AUC B 1,0-pa3u), Buxousun 3 uux
nauux, icuye uusbkuii norexuian CAB ans Bnausy #a GpapMakoKiHETHKY
OHHOYACHO BBEIEHHX Npenapartis, ki € cyberparamu depmentie UGT.

Hocnimkenns in vitro noxasanu, wo CAB He € inrioitopom (ICs >30
uM) neuinkosux a6o KHIKOBKX TpaHcrnopTepis fikie Pgp, BCRP,
BSEP, MRP2, MRP4, OCT!, OCT2, OATP1B1 ta OATPIB3. In vitto

CAB inriSye Hupkosi TpaHenoprepu MATE] a6o MATE2-K (suauenns




1C50 18 i 14 uM pinnosinHo), a Takox OATI i OAT3 3i 3HaUCHHAMH
[C50 0,31pM i 0,41uM siznosigHo.

MexauicTiyRa CTATHYHA MaTeMaTHYHa MoJelb nokasana, wo CAB mae
HI3b KU pH3HMK GyTH BHHYBaTUEM JIIKAPChKHX B3agmonil 3 cyGerparamu
MATE ta QAT (nporHososana 3mina AUC B 1,01 ta <1,26-pazu
gianosinxo). B monatox, Mogemosanns PBPK nepenSauae BincyTHiCT:
PH3MKY KTiHIYHO 3HAUYLIOT B3AEMOAIT AIKApCHKHX 3aco6iB
(nporuozosaHa 3mina AUC 1,18) konu cyGerpary QATI/OAT3
3acTocosysany pasom i3 CAB, i ve Gyno npobnem 3 Geanexoto A
HHPOK, koms nepopanbuuit CAB sactocoBysanu B koMmGinauii 3
uyTaueim cyGetpatom OAT1/3 Tenodosipom. Taxum unHOM, CAB mae
HM3bLKKIE TOTEHINAN ANA CNPKUMHEHHA KNiHIYHO 3Raqy 0l B3aeMonii
ITiKiB i3 3aTy4EHHSM TpaHcnopTepis Nikis.

In vitro CAB ratokyponin se € inriSitopom (ICso 3 > 300 uM) Pgp,
BCRP, BSEP, MRP2, OATPIB!, OATP1B3, OATI, OAT3, OCT2,
MATEI i MATE2-K, Taxum uuHOM, NiOTBEPAKYHOUH HHILKHI pH3UK
B3aEMOAIT 3 LMMH NEPeHOCHHKAMH.

Buane CAB na Tpancnoprepi doaary aGo peuenrop doaary
Nocnimkenns in vitro, axe exmouanc CAB, 6yJ10 NPoBeNEHO AN OUIHKH
iuriGiTopie inTerpazu Ak nOTeHUIHHMX iHribiTopis TPaHCHOPTHRX
tnsxis moncekoro donaty. In vitro CAB He inriGypas 38’ s3aHHi 3
POTOHAMHM TPAHCIOPT OMiEBO] KHCAOTH Ta HE 3HHKYBAB AKTHBHICTD
nepeHocHuka GoNieBol KUCAOTH A0 HAHBHLLOT TPOTECTOBAHON
koutieHTpauii (100 pM). ¥ peuentopi donaty o ananiz CAB
npogemoHcTpysas 36,7% inriGysanns npu 25,8 uM; ue
ciocTepesKyBaHe iHrifyBaHH in Vitro He BBXIOCH KATHIMHO
3HATYLLIHM.

7) inmi gapmarokinernyni
lmocriKeHns

M(omuux imunx papMakoKinETHUHHX NOCHIIKEHD HE NPOBOAHAOCH;
OMY (et po3sin He 3aCTOCOBYETLCA.

4, Toexcurxonozin

1) TokcuyHicTL Y pA3i 0AHOPA30BOTO
BBEJCHHSA

Ilocaikentt rOCTPOT TOKCHYHOCTI NPH NEPOPANLHOMY BBEACHH] Lypam
i Maenam onHokpaTHOT 403k CAB ne npoBOAHNOCk; GIHAK NOTEHUIAN
BHHHKHEHHA FOCTPOT TOKCHUHOCTI OLIHIOBANH B AOC/TIKEHHAX 3
MOBTOPHHMH A03AMH NTPH MaKCHMAJLHO MONCTHBIH cHeTeMHIH
eKCNOZMLIT HAa OCHOBI HACHMUEHHA BCMOKTYBaHHS (1yp) abo naisuuloel
nepeHocuMol 1031 (masna). [licns seenenns CAB uypam npu <1000
MIYKT/IEHE B 4-THXKHEBOMY AOCTIIKEHHI TOKCHUHOCTI, HebarkaHHX
Kniniunux criocTepexes BUapncHo He Oyno. CAB He nepeHocuBes B
nozi 1000 mr/kr/neHs y 14-AeHHOMY NOCTIIKEHH] TOKCHHHOCTI Ha
MABNAX | IPU3BOAKB A0 3aXBOPIOBAHOCTI, NOB A3aHOT 3 KATHIUHHMK
03HAKAMM, LILO BKA3YIOTL HA LY HKOBO-KHLIKOBI €eKTH, BIIOYAIOHY
BTPATY MacH Tina, 60BOTY, PiAKUA/BOLIHUCTHH Kan, BLACYTHICTD
aneTHTy Ta noMipHuii abo TAXKKHHA 3HEBOAHEHHA.

Ins ouinxy edekTis nepopansHoro, NigwkipHoro Ta

BHYTpitHboM a3080r0 BeefeHHs CAB, a Takow Ana nopiBHAHHA
TOKCHKOKI HETHKM AN piskuX WnAxis Beenenna GyNo NPOBEASHD pia
TOCHIKEHE TOKCHUHOCTI OJIHOPA30BOT 1O3H; PE3yNETATH
Y3rOMKYBARHCA 3 PE3YNLTATAMM HOCHIKEHb TOKCHUHOCTI NMpH

NOBTOPHHUX BREAEHHAX.




2) TOKCHUHICTE Y pa3si noBTopHHX ToKCUUHICTE TIPH BBENCHHI NOBTOPHHX 103 CAB uepes mnyHKosuH 30H1
BBEeJEHDb Gyna owLiHeHa y wWypiB T MABN Y AOCNLDKEHHAX A0 26 T2 39 TH:HiB

BlllﬂOBl.llHO OCHOBHI BUCHOBKM BCIX HOCNiKERE TOKCUUHOCT] nopy
MOBTOPHHX BBEACHHAX OGFOBOPEOl'OTbCS! HHAKYE.

Byupanun: Y 14-neHnomy 20CAKeHH] TOXCHHOCTI MaBn ym camui
vasn, ski oTphmysamm 1000 Mr/xr/aens, Byau nianani esranasii y craui
mepTi Ha 14-it aeHb. Brpara macu Tina, nosTophe GMoBaHKA
NepeBaXHO NPOTAroM 2-ro THIHA, NOBTOPIOBAH] pmm/nonmmm‘l
thekanii, BiACYTHICTL aNETHTY, CAKHOBHAINEHHA TA 3MiHa KONLOPY Kaly
Nepelysanit 3aXBOPLOBAHHIO, AKe, AK PABIIO, XAPAKTEPH3YBAIOCA
NOMIpHUM a0 TAKKHM 3HEBOAHEHHAM, 3HIDKEHHAM aKTHBHOCTI,
sropGiieHoto NocTaBOK Ta/ab0. HeGKAHAAM DYXATHCA |, K BBAYKAIOTS,
GyTit BTOPHHHHM LOJO LLTYHKOBO-KHIIKOBHX €()eKTiB, PO3riAHY THX
ke, BHCHAXEHHS KICTKOBOIO MO3KY 3 BIINOBIAHHM 3HMMEHHAM
kinekocTi nepmbepwmnx NefiKOLMTIB, PETHKYJIOUMTIB | TpoMOOUHTIR
criocTepirasacs y camuis Masr, aki OTpHMYBaNH 1000 mr/xr/aeus i
XApAKTEPH3y BABCS 3ATALHIM SHHKCHHAM KAiTHHEOCTI BCIX nonynauii
rnonepennKkis. He cnocTepiranoca BIUTHBY Ha KICTKOBHIt MO3OK y MaBIl,
ki oTprMyBank § abo 25 mr/kr/aens abo y camox 1000 mr/kr/aeHn, Y
MaBM He CroCTepiranocs HeraTHBHOTO BIUIHBY Ha KICTKOBHH MO30K
<500 Mr/kr/oeHb y JOCRIMKEHHX TOKCHYHOCTI npoTarom 4 aGo 39
mykHIE., J10JaTKOBI BHCHOBKH BBaal0TECA BTOPHHHIMH LIORO
BUCHAXEHOrO CTany camuis Maer, i oTpuMyBani 1000 mr/kr/neHs y
14 mewHe ROCHiUKEHHA BRMQUANO POMHPEHHA AHCTATBHHX 3BHBHCTHX
KAHANLLIB B OJHOFO CAMUA 3 NOB’A2AHHM MiHIMaNbHMM NiABHLUCHHAM
pPiBHA CEYOBMHM B CHPOBATLL KPOBI Ta NiABMILEHHA PIBHA CEHYOBUHH B
cHpoBATU KPOBI B OAHOTO IHWOTC caMus, AkHi oTpumyBas 1000
Mr/Kr/AeHb 33 BIACYTHOCTI MiKPOCKOIIMHHX PE3YNLTATIB HUPOK.
BpaxoByloun TKKicTh deriaparauii, siamiuedy y camuis masu y Uit
rpyni, TiABMWLEHT 3HAUCHHS CEHOBHHY NOACHIOBAIH NPEPEHANLHOIO
azoremiclo/eriparauieio, a He TIOPY WEHHAM ¢byHKLUIT HHPOK, 3
pozUIHpenHz KaHAMBUIB, 323HAYCHE B OAHIE] MaBIH, MOrfo 6yTH
NOB’S3aHe i3 2aXBOPIOBAHICTIO, A He NPAMUM JOCHTIIKEHHAM. eQEKT.
I{pim Toro, 'lTpO(I)lﬂ MPHBY LUK i HIDKHLOENENHHX CITHHHUX 340103,
nomiuewa y camuis, axi otpumysanu 1000 Mr/xr/aens, Takox, fiMoBipHo,
Gyna BTOPMHHOIO BTPATOIO BArH TA BUCHAMEHHAM | HE BBAXKANACA
npamum eheKToM A0CNIIKY BaHoT CTaTTi,

Ockinekn camuie y 1031 1000 mr/kr/aeHb nignapany esranasii na 14-#
\mesk nicna 4-roHHHOT TOXCHKOKIHETHYHO! TOUKH Yacy, CHCTEMHA
exeno3uuin (Cmax i AUC0-24) naetbes Ha 1-# newn y camuis (67,0
mxr/mn i 1051 MKr. roa/mn)., Bianosinxo). JUs nopiBHAHHA, Y CamiliB
masn, axi oTpumyesann 1000 mr/kr/aens, AUCO-4 cranosus 132 Mxr,
ron/mn y nens 1 i 224 mxr. ro/mny neub 14, Y 4-TixHeBoMy
InoCiIMENH] ToXCHYHOCT] TA 39-TIKHEBOMY NOC/IMAeHHI TOKCHUHOCTI
He criocTepiranoca nobiunnx edexTis Npu no3ax no 500 mr/kr/netb
(paiiBuma nporecTopana 1o2a). Excnosuuia na 28 jeHb y 4-TIHEBOMY
nocnimkenni mpu 500 mivkr/neqs Gys nogiGHuM fo aocarkytoro B 14-
neHHOMy Hocnimkenni npu 203l 1000 mr/kr/nens (CEpeaHE 3HaUCHHA
AUCO0-24 3a crarmio cranoents 902,5 Mxr/roa/mn npwu 500 mr/xr/eHs
nopisuano 3 1051 mxr/roa/ma y HonoRikie y 1-A aeHb i 961 mxr. rog/mn
ly camok y 1-it nenb i 946 mkr. roa/may camox'y 14-# AEHb).




P o3y 1bTATH, IKi BBAKAKTHCH NOB A3AHIME 3i cTpecon: Y 14-
IEHHOMY JOCHiKEHH] TOKCHUHOCTI MaBn MiHiManbHa abo nomipha
nimoinna aTpodis THMyca Gyna Biamitena y Beix camuis Masn, Axi
oTpuMyBany 25 aGo 1000 Mr/kr/oeHs, ane Takox cnocTepiranacs B
DOHOrO CaML KOHTPOILHOT TPYNH T2 B OHOTO CaMlis, AKH OTPHMYBAR
8 Mr/xr/meHs. MinimanbHa afo noMipha, andysHa rineptpodia knitun y
1opi HAAHMPKOBHX 380103 GyRa MPUCYTHS Y HONOBIKIB, AKi OTPUMYBAIH
>25 MI/KI/Resb | AaoTh camkam =8 Mr/kr/oo6y. Lli smMinu THmyca Ta
HaHUPKOBHX 3a7103 He GynK MoB’ssaHi 31 3MiHOKO Mac oprauis |
BBAKANHUCR HECMIPUATIHBMMH T4, HMOBIPHO, PeaKLI€I0 Ha CTPEC.

Eext 3 G0KY LIAYHKOBO-KHLIKOBOre TpakTy: ¥ 14 neHHOMY
mocnimiceHH] TOKCHUHOCTI MaBN 3aXBOPIOBAHICTD Y CaMLIB, AKi
oTpumysanu 1000 mMr/kr/geHb | ninnannx esraxasii Ha 14 aexb,
BBAKANIACA HACNIAKOM BIUIMBY JOCHIMKY BAHOTO NPEMapaTy Ha
LITYHKOBO-KHWKOBHA TpakT. EdexTH, MO8’ A3aHi 3 NiKyBAHHAM,
BKIIOUANH: MiKPOCKONiuHi BHABNEHHS JereHepalii/perenepauii,
POBLIMPEHHS 3a03 | BUCHAXEHHA CIu30B0T 0GONORKH 3a/103UCTOl Ta
hyHIANEHOL AINAHOK WRYHKE; JereHepalis/pereHepanis, potiHpeHHs
33103, rineprpodis kenuxonoaiGHHK KNITHH i 30INBITEHA TOBIWHK
BNACHO! NJacTHHKH ciinol Ta 060a0BOT KHITKH, aTpod)ia BOPCHHOK Y
ToHKIH kummni, Pesynerati GI Gynu nos*s3aHi 3 BTPATOR MacH Tina,
GNIOBOTOMO, PiAKMM/BOAAHHCTHM KANOM, CTHHOBHAINEHHAM, MAABICTIO Ta
3HEBOOHEHHAM. JKOmHUX NOGiYHMX eeKTiB Ha WITY HKOBO-KHLIKOBY
CHCTEMY HE CTIOCTEpiranocs y Masn, AKi oTpumysany 8 abo
25 mr/xr/nens, a6o y caMox, Akl oTpumyeann 1000 Mr/kr/neus,
PerenepaTHBHi 3MinK wyHka 6y BinMideni B onniel camku, xa
otpuMyeana 1000 Mr/kr/ieHp, ane He BBAKANHCA HECMPHATIHBHMH
uepe3 TX MIHIMAIBHY TAKKICTh, OOMeKeHE NOHPEHHS B LITYHKOBO-
KMILIKOBOMY TPaKTi Ta BIACYTHICTb CYMYTHIX rninivnmMx o3Hak abo
BTPATH Bard. Y MaBM He CTIOCTEPiranocs HEraTHBHOTO BILTHBY Ha
LTy HKOBO-KHLIKOBY cHeTeMy <500 Mr/kr/neHb y MOCTIMKEHHAX
TOKCHYHOCTI npoTarom 4 aGo 39 TiHis., Excriosuuia Ha 28 neHs npH
03l 500 mr/kr/nens (ycepennene 3a crattio AUCo.243 902,5 pr/mn) 6yB
noniGHUM 40 AoCATHYTOrO B [4-1eHHoMy fochimuensi npu gosi 1000
mr/xr/nens (1051 ur/ma y uonosixie y fedb 11961 pr/mn y sxiHok y
nens | i 946 pur/mn y xidok Ha 14-H aens). Lle cigunts npo Te, wo
LY HKOBO-KHILKOBA HEMEPEHOCHMICTE, AKa criocTepiranacs min vac 14-
InenHOro Dochipxenna, Gyna pesynbTaTOM MIiCLIEBOTO BBENEHHA
npenapary, a He CHCTEMHOI TOKCHUHOCTI.

Cepueso-cyannni efexts: Y cepueso-cy AMHHOMY ROCTI/DiEHHI Ha
NPUTOMHHX, He 3B'M3aHNX CaMLLAX MaBM pa3oea nepopanbia 103a CAB y
1000 Mr/kr cOpHIHHAA NOMipHE, TDAHIHTOPHE NIABHINEHHS CepeHBOTO
apTepianbHoro Theky (Bia 3,7 00 8,6%) Ta TPaH3HTOPHE NiABHIIEHHS
HACTOTH CEpPUERHX CKOPOYeHE (Bin 16 1o 23%) npoTaArom nepiuux 2
roavH micns npuioMy npenapaTy. Y MaBm, Akl OTPHMYBAIH pasoBi
nepopaneHi 1034 § a6o 25 mr/kr, He CTIOCTEPIranoca 3MiH apTepiabHOro
THCKY a0 YacTOTH CepUSRHX ckopoueHs, He Byno noGilunanx edexris Ha
ceple (Maca oprady 4H TiCTONATONOriA), @ TAKOX HE CIIOCTEpiranocs
amin dropmu EKI un inTepeanis nicns onnopasoeore abo 14
nocniaoeHux nepopansiux 103 CAB 1o 1000 mr/kr/aeHb nprbansHo
uepes 3 Tvakni <500 Mr/xr/nens (Cuare 61.6 ur/mn, AUCo.24 902,5 mxr.
rof/MJ1, AaHi PG CHCTEMHY eKCTIO3MLLIto Ha AeHb 28 y caMmuis 3 4-
THXKHEBOTO AOC/IIKEHHS Nepopaibhol TOKCHUHOCTI Ha MaBnax) abo




nicas nprGanaHo 38 Twxwie npuifoMy O03M y Masn npu <500
Mr/xr/noGy.

Uocaimkenns AXs NiITPUMKK napenTepanbHoro Beefennn: CAB
BEOJIMITH LINAXOM WOMICAMHOT NiZWKIpHOY In’exudl (5, 30

100 Mr/kr/no3a), womics4HoT BHYTPilHbLOM 230801 in’exwii (2,5, 101
75 MT/kr/n03a) a60 WoTHKHEBOT migwkipHol in’exuil (100 Mr/kr/noza)
lno mypis npoTarom Ao 3 micauis, micna uoro crinysany nepioan Ges
ImozyBanHa 00 75 AHIB ANA XaPAKTEPHCTHKY TOKGHUHOCTI Ta
TOKCHKOKIHETHKH napenTepanbHoro (LA) cknany CAB 3 MeTo0
ninTpuMky kITiHIUHEX Docniwkens cycnensii o in’exuili CAB. He
Gyno suaBneHo noGiuHKX ehekTis | HOBHX TOKCHYHMX BIIMBIB HA
opraHM-MilIeHi 3a JIONOMOTOIO LMX WAAXIB BBEACHHA. [Iponopuifiui
Ino3i o3HaKK NoYepBOHIHHA Ta HaBpRKY cnocTepiranyea micna 'k abo
BHYTPIlIHLOM "A30BHX iH’ €KL y BCiX J03ax. Bonu cynposomkysanucs
MICLIEBMMHM 3aNaNbHHMK peakuiaMi (epuTema Ta HaOpsIK BiA Oyxe
[IErKOr0 [0 TAXKKOIO) Y TBAPHH, AKHM BBOAMIH 75 MI/KT/n03Y
(mwomicsuni BHyTPiLtHEOM A3081 14 eknil), ¥y Beix o3ax y camok, Axi
OTPHMYBANH WoMicausi nimuxkipsi v’ ekuil (=5 Mr/kr/micane) i camiiam
>30 Mr/kr/mMicab, 8 OpH BHLIIH YACTOTI — TBAPHHAM, AKHM IIOMiCALLA
ITa LOTHMKHA MigwkipHo seopats 100 Mr/kr/nosy. Pesyastath
ricronorii, nos’s3aHi 3 niKysaHuam, Gynn oBMeweH] rpaHy IeMaTo3HHM
RanafeHHAM | 3MILIAHOIO 3aMaNLHO0 KAITHHHONW iHGinbTpatiero y
BiAMOBIAHMX Micuax id’ckuil 3 BIAMOBIAHMMK MAKPOCKOTIIYHUMH
sminamu, Lli 3ming 3anexany sig nozu Ta Synn HaHbinbn cepAOIHAMH Y
TBAPHH, aKi oTpHMyBaTH 100 Mr/kr/nosy niamkipHO ONHH pa3s Ha
THXcIEHS | Manu HafikopoTitii nepion Ges mo3n. NOAEL ana
LOMICIUHOTO BBEAEHHS cTanoBiy 100 Mr/kr/nosy mixmkipHo Ta

75 mr/xr/nosy s/m. Excnosnuii va pisai NOAEL (AUC402160n ron =
IAUCe0.50 wis) BiIMosigatote ~38X moacexol AUC(0-t) aus no3u 400 mr
BHYTRilIHLOBEHHO (2461 ur, roa/mun).

Y nocnimxenni komGiHOBAaHOO BBEIEHHA OAHOPA30BOT AO3H
BHYTPILIHLOM’S30BC Ha MaBNax, ki otpumyeany CAB (HaTpiesa cine;
10 mr/kr) i RPV (60 mr/kr), sk CAB, tak i RPV no6pe nepeHochancs
nicAd BBENESHHA 0fHOpa3onoi no3u Ta Bynm kinbkicko BU3HAYeH] yepes
61 neHs micns BEENEHHS J03H, KOMK JAEThCs OKPEMO Ta B KoMOiHatlil.

3) reHoTOoKCHUHiCTD!
In vitro

CAB He BUKIMKAR reHHUX MyTauiil a0 XpOMOCOMHHX YINKOIKEHb Y
InBox octaTouHKX Tectax in vitro (Tect EfiMca Ta Tect Ha mimdiomy
MHLII), @ TAKOK Y TecTi Mikpoanep wypis in vivo, akui MpoBoaKkEca
opansno. Tomy, BHXOmsuM 3 UHX gaHKHx, CAB 1ne cTanoBHTL pH3MKY
FEHETHYHOT TOKCHUHOCTI ANA MOAHHH.

TOKCHKOKIHETHKH)

in vivo (BkmOUAlOMH ACOATKOBY OUIHKY 3[CAB He BHknnkas resHHx MyTauii abo XpOMOCOMHHX MOLIKOAKEHD Y

MikposnepHoMy TecTti in vivo B nopoxkHuui pora wypie. Tomy,
aHxoAAtH 3 UMX AaHux, CAB He CTaHOBHTL PH3MKY reHeTHYHO!
TOKCHUHOCT] ANg moauHM. AHanis 3pazkie ria3my, B3ATHX Y TBapHH-
CYNYTHHKIB, ki OTpuMyBanH nozy 2000 mr/xr/geus i Bigibpany yepes 9
roAMH Nica BeeAEHH, NiATBEPAHB cucTemumit Bimne GSK 1265744
(nianazon: 152932 no 157162 ur/mna}.

4) KaHNeporeHHicTL:

JlOBroCTpOKOBi OOCTIIKEHHA

Kanueporewuuit noreduian CAB owiMioBany Ha MHWAX Ta Wypax nicns
[IepOPANLHOTO BBELeHHA npoTaroM 2 poxis. Bignosiaxo mo
pekoMengaliil Bukonaeuoro koMitery 3 OLIHKN KaHUeporentocTi FDA,
nocnimKyBaHi 103K HA MHLIAX cTAHOBMAH 2,5, 10§ 75 mr/kr/aens ans
camutis 12,5, 51 35 Mr/kr/aeHs A8 CAMOK, a ROCAIIKY BaHi JO3H ¥ wWypie




crayoermi 0,25, 2,5 i 75 mr/kr/nens. CAB pe Oyp xaHueporeHHNM Y
MEpopabHUX 2-PiMHUX AOCTILKEHHAX KaHueporeHHoCT] Ha wypax abo
MHLLAX.

Y NOpiBHAHAI 3 OUiKyBaHHM BITIMBOM Ha IOAMHY ANS NEpOPanbHOT 1031
30 Mr, cuctemnua ekcnosnuis (AUC) anst CAB npy HailpHwuHx
nMpoTecToBaHkX Ro3ax Oyna & >7 pasis BHWOI0 Ang MHuwled (Byab-AKoOT
crami) i >30 pasie sumwe y camok Lypis i » >19 pasie suwe y camuie
Lypis.

KopoTkocTpokosi abo Bocnigxenns
cepemHbol TPHBANOCT]

KopoTKOCTPOKOR] OCNIKEHHA BH3HAYEHHA Alana3oHy A03 Gyau
NpoBeAeHi Ha MULIAX Mepe NPOBEAEHHAM AOBrOCTPOKOBOrO
lnochimmenns KaHueporeHHoCTi Mywedi. B inwomy Bunaaxy
NPOBOAKAKCA AMLLE AOBMOCTPOKOBI AOCAIAKEHHS KAHLICPOreHHOCT].

MoaaTkoBl DOCAIKEHHS

[loxaTKOBMX AOCTIKEHE KAHLEPOTEHHOCTI HE [POBOIHAOCH, OCKINbKH
IMOMATKOR] AOCAIPKEHHA HE BBANANHCH HEoOXiAHUME JUTA BU3HAUEHHA
PHIMKY KaHueporeHHocT kaborerpasipy.

5) penpoxyYKTHBHA TOKCHYMICTh Ta
TOKCHYHMIE BIVIMB HA POIBHTOK
NoTOMCTBA:

BB HA (PEPTHALHICTS | paHHill
emGpionanbHUA POIBHTOK

CAB He BIIHBAB HA MAPaMETPH CRAPIOBAHHA Ta (epTHALHOCTI camLLiB y
uLypis aGo emBpioeranutiii poO3BUTOK NOTOMCTBA HEAIKOBAHHX CAMOK,
BAyueHHX is camuami, aki orpumysann CAB, y nosax no 1000
MT/KT/neHs (HaHBHINA POTECTOBaHA 1033). Y NOCHImKeHH]
(hepTHILHOCTI CaMOK WY PiB NepopanbHo, paHHEOra eMOpioHansHOro Ta
emGpioderansroro pozsuTky nph fozax 0,5, 5 abo 1000 mr/xr/aeHs,
peeaenns CAB y nosi 1000 Mr/kr/nems npuaseno A0 3HHKEHHA
cepeaHLol MacH Tina uonopivvx i xinounx nonis (a0 6% ), ane MOAHHX
BAI PO3BHTKY NAOAA UM 3MiH y Gyab-aKifi nosi ne Gyno. NOAEL nyia
pinouol GeprrasnocTi cranosne 1000 Mr/kr/aeus, a NOAEL nns
eMOpioeranyHOTO PO3BHTICY 1UYDIB CTAHOBHB 5 MI/KI/neHs.

eMOPIOTOKCHUHICTE

Y nocnipxenni opansHoro emEpiodieTanbHOTO PO3BUTKY KPOJHKIE He
GyJIo BHABNEHO e eKTIB, OB’ A3aHUX i3 MOCIIIAYBAHHM NPEMAPATOM,
npu 6y ab-axiid Ko3i, 8 NOAEL cranosus 2000 mr/xr/nens (AUCy2496.1
ur/MA i Craue 3 7,5 pr/mim).

peHaTaibHa Ta NOCTHATAIbHA
TOKCHUHICTE

V nocnipenni npe- ta roctaatansHoro (PPN) possutky wypis ae Oyno
BHABNEHO KOIHOTo edieKTy Ha Fo Maca Tina caMky, CnoskMBaHHA Txi,
nonoru ado aakTauia B fozax no 1000 mr/kr/oeds. OnHax SMEHIIYEThCA
F) BHHHBAHICTE T4 JKUTTEINATHICTL AWTHHYAT, 10 NIPU3IBENC N0
IMEHIIEHHS PO3MipiB NOCAIRY POTArOM NeplIux 4 AHIB HKUTTA,
crocTepiranocs npH gosax 1000 mr/kr/aeHs (IHAEKC HCHTTEINATHOCT]
87,4% npoty 98,9% y koutponi). He Gyno woanoro edexry,
NOB’A3aHOTO 3 TECTOBOIO CTATTE!0, Ha Fy picT | po3BuTOK, BKIIOHAIOYH
macy Tina 10 i nicna sinmydenns, craTeBe A03piBaHHg,
HeliponoBeainkoBy (YHKUII0, penpoayKTHBHY edexTHBHICT: a00
BUDICMBAHHA, picT | pozeuTok F2 notomerso noxoninHe, NOAEL ana
marepi (Fo) penponykTHeHa hyHKUiL cTatoBnna 1000 Mr/kr/nens Ta ana
npe- Ta MOCTHATANBHOrO PO3BMTKY noToMcTBa y wypis (F1) cranceuna 5
Mr/Kkr/nesb (Cuae ¥ MuTHHuAT F1 HA nocTHatansHui aeds 10 (PND 10)
cranoBuB 58,4 ur/mn y 4on08ikis i 52,6 pur/Ma y %IHOK, IO CBIRUHTS
npo Hassnictk CAB y maTepuncskomy Monoui). Jlonatkosi naHi
nokazast, o deTanbHi KoHueHTpauii 3611LIYBANHCA TPONOPLIHHO 3i
36iabeHHaM piBKiB y nnazMi kpori maTepi Ta o He Oyno A0Kka3iB
nepesaxusoro Hakomuedna CAB B oxpemux simainax naoaa.




Y noxanswomy gocaimkenti CAB (no 1000 mr/kr/aens) 3acTOCOBYBanu
BariTHUM LIypaM Mif Yac Nepiody opraHoreHesy OO 7-ro AHS JaxTauii.

[ Iy IeHAT NEpeXpecHo BUXOBY BaJIH NPH HAPO/LKEHH] Ta BUIOAO0BYBANIH
MaTepavu xontponsHol rpynK, i crioctepiranaca noaibxa yactora
MEpTBOHAPOIKEHE T HeOHaTanbHOT cMepTHOCTI. He Gyiio xoaHoro
BANMBY HA BH)KHBAHHA HOBOHAPO/DKEHHX KOHTPOMLHHX JMTHHYAT, AKUX
3 HApOJUKEHHA BUrOLOBYBANK MaTepi, siki oTpumysank CAB. Bynu
noBiuwi edextn, koan CAB 3arpHMyBaB [TOYATOK NOAOTIB, WO
NPH3BOMHAQ A0 36IMbIWEHHS BHYTPiLIHEOYTPOGHOT CMEPTHOCTI
(MEPTBOHAPOMKERHA) | HEOHATANLHOT CMEPTHOCT] BiApasy micas
HapoJkeHHA (NpH CUCTEMHOMY BIUTHBI, 1110 nepesumye & 30 pasis
MaKCHMANbHY peKOMeHaoBaHy A03y ans stoniii (MRHD) 30 mr/nexs
mepopanbHo abo ao3a 400 Mr BHYTPilIHEOM 3080 (HaHi Npo BAKB 26-
THIKHEBOI'O AOCHIKEHHS Ha mRypax). [Ipu HapokeHH] MypAYKX NNOLiB
LLAXOM KECapeBoro po3THHy He Gyno 3adikcopaHo XOAHOT CMEpPTHOCTI
naony.

nocnimKeHHA, NP AKHX Mpenapar
YBORHTHCA MOTOMCTBY (HECTaTeBO3PinUM
TBapMHaM) Ta/ab0 OUIHICETHCA BiaAaJIeHa
nia

Bianosigno no ICHSI | 8yno sHKOpHCTaHO RiAXiA Ha OCHOBI BaTH
rokazie, BpaxoBy1oul Bik ¢yl ekTiB, fKi Oy AyTh AOCNIIKYBATHCA B
MeZiATPMUHMX KNIKIMHUX BUIPOBYBAHHSX, i CYKYMHICTE AOKITIHIUHHX
Inanmx, stxi mokasanM sigcyTHicTs NoGiunmX edewris, WO CBiLYATL NPO
puauk A8 aiteil. Ha nincrasi uiel onfuxy nposeaeHHs NIOAATKOBHX
noktiHiuHMx gocnimres He ByR0 Bu3HAHO HeOoGXinHHM ANa NiATPHMKH
KAiRivHOT neaiaTpHuHoT nporpaMu,

6) MicneBa nepeHOCHMICTD

ocnimkenna Micuesol nepenocumocti Synu NpoBeReHi 3 METOW
oxopoHH npaui Ta 6esnexy npaui. In vitro CAB He nogpasnioe wiipy Ta
Ouni MonenbHi cHcTeMu. Y aocnimmeHH] JOKAMbHUX AiMDATHYHUK
By3/1iB MULIEH He 6yNo BHABNEHO 03HAK KOHTAKTHOT cencuBinizauil npu
Micuesomy sactocysanti CAB.

7) 104ATKOBI Jocaimkenun
TOKCHYHOCTI:

AHTHTCHHICTL (YTBOPEHHS aHTHTIN)

Ockinbky He ouikyeTsea, wo Mana monekyna CAB sHknuKae
AHTHTERHICT, | Yepe3 BIACYTHICTL CHIHANIB Y JOCIIIKEHHSX
TOKCHUHOCT TIPH NOBTOPHUX K03aX AOCALNNEHHA aHTHICHHOCTI He
TPOBOJMAHCD,

iMYHOTOKCHHHICTE

CAB BeoauaH oanH pas Ha 100y NepopansHo Yepes 30HM caMiaM i
camkam mypie y mozax O (kontpons-tocii), 0,5, 5 abo 1000 Mr/kr/aens
npotsarom 28 auis. Ilypie imynizysanu 0ZHOPa3OBOIO
BHYTPIIHEOBEHHOIO 103010 T-KIITHHHO3AIEHKHOrO AHTHIEHY,
remouianiny nimnera (KLH), nicns 12 noGoeux 103 CAB. Y uonosikis,
axi orpumysany 1000 Mr/kr/aeHs, criocTepiranocs nos’asaHe 3 CAB
suuxeHna sianosini antutin IgG npory KLH. Ockinsky edext y
ucnosixis y nosi 1000 mr/kr/aens Gys MidiManbHuM, i He
cnocTepiranoca #oaHOTO BBy Ha ianosias antu-KJII [gG y xiHok
aGo Ha pignosias antu-KJIT [gM y woanol crati, CAB He ppakagThen
iMYHOCYTIPECHBHHM 32 YMOB LpOro fociimikesHa. Ha ocHosi ouinkm
T-kaiTHHHO-3anexkHOT Biamosiai anrutia (TDAR) piBens BincyTHocti
ediexry (NOEL) B yMOBaX LBOr0 A0CHIIAEHHA CTAHORHMTS 5 MI/KI/aeHD
v yoaosikia Ta 1000 Mr/kr/neHb y wiHOK.

Y nopansumoMy AocAignuuskomy pocrimrendi TDAR CAB nasanu
nepopansio wypam (10/ctari/rpyni) y nosi 5 a6o 1000 Mr/kr/neqs
npoTarom 39 anis 3 A04aBAHHAM AONATKOBMX TBAPHH, AKI GAyHKaIH, ¥
rpymi 1000 mr/kr/nens. Lilypis BHYTpitIHboBeHHO iMyHizyeany 300 ur




KLH Ha zui 12 i 26 (vepes 3 roawny nicas seeaerns CAB) i nicns 4-
TvskHEBOro nepiony 6e3 1oau Ha aHi 68 i 82 (TBApHHK, AKi 0AYHKYIOTb)
Inns ouinku TDAR. Tlpotarom nepiofly A03yBaHHs He CriocTepiranocs
nos’ssauux i3 CAB edextis Ha signosine anthrin IgM abo 1gG no
IKLH; Tomy zpaskn TDAR, zi6pani nia yac nepiony Ge3 no3u, He
ouimosand. Buxonsuw 3 ouinxy TDAR, piBetb BifiGyTHOCTI
cnocrepexysatoro edexry (NOEL) 3a YMOB UBOTO AOCTI/UKEHHS
craroBuTs 1000 Mr/xr/oeHs, 3aranoM AaHi 8Ka3yIOTh HA BiACYTHICTR
IMyHOTOKCHYHOCT] y wypie, axki oTpuMysann CAB.

Inocnimkenns Mexanizmin ail ®oToTokcnunicTs: Y cnexTpi scMokTysanus CAB (natpiesa cinb i
BinbHa KHCIOTA) € Niku Ha Mexi ofnacTi yneTpadionerororo (UV)
citna (UVA/UVB) 3 nambaa-makckumymom npH 257 M Ta iHWHMH NpH
306-307,318-3191 335 um (i omnH iHwkiH npr 366 Hm nutue ans
naTpiesol coi) i3 posMpeHHAM XBOCTa NpHBAN3HO A0 350 HM.
Kinbkicki asropaniorpadiuni JOCAIKEHHS BCLOTO Tifa HA
nirMeHTOBaHMX lypax nicn nepopanbHoro saeaeHns CAB
NpOAEMOHCTPY BAITH LWHPOKHH PO3MOAIN TKAHHH, NOB’ A3aHUX 3
npenaparom, 3 Gibw Hix 50% TaHHH, AKi BCe Lie MICTATE HH3BKY, afe
Ki/IbKiCHO BH3Ha4eHy paaioakTHBHICTS uepes 28 aHiB nicns oaHopa3sosol
noaw, Byno mano nokasis, axi 6 ceinunnm npo Gyab-sxe 38°A3yBaHHA
PEUOBHHH, NOB’A32HO( 3 JTiKAMH, 3 TKAHKHAMM, LLIO MiCTAThL MenaHiH, B
oui Ta wKipi. ITix yac pyTHHHUX AOC/IAXKEHD TOKCHHUHOCTI NPH
NOBTOPHMX J03axX 40 26 He GY0 BHABIEHO TOKCHYHOCT B ovax abo
WKipi. Tpusanicts y wypis (ans6inocis) abo 39 TkHiB y Maen. Y uux

O IKeHHAX NOTEHLIMHNI TOKCHYHKIA BILTHB Ha oui Ta WKipy
OLIHIOBAIM HAMPHKIHL AOCAI LKEHHA 38 AONOMOTOIO MAKPOCKOMIYHOro
ra Mikpockoniutore pocaimkenna. Kpim Toro, Giomikpockomnitna
(iMHHA TamMna) odTansMockonis 6yna NpoBeAEHa B A0CNIHKEHHAX
TOKCHYHOCTI Ha Ulypax i Maenax.

|
|

nikapceKa 3aIeKHICT Uepes BiacyTHICTs CUIHAIB Y A0CAIKEHHAX TOKCHYHOCTI NPH
NOBTOPHHX BBEREHHAX AOCHIMHKEHHA JANEMHOCTI HE BBAXKANHCA
‘ HeoGX i IHUMH.
|
|
|

rokcHunicts metaboniTia e BHAENEHO KOAHMX MeTaBoniTis, Aki BUMaranu O nojanswoi
[TOKCHKONOTIUHOT XaPaKTePHCTHKH.
TOKCHYHICTE AOMILLOK He 6yn10 NpoBEAeHD #OAHUX [HILHX AOCAILKEHb, AKi MOTIH 6 ByTH

3CTOCOBAH| A0 LLOrO PO3ALNY, OcKinbKY Bei nomimkn Gy mm
Kkeanidicosani y 10cniZKeHHAX TOKCHUHOCTI IPY NOBTOPHHUX BBEAEHHAX
iHe Uepes piacyTHICTs CHMHANIB Y AOCTIIKEHHAX TOKCHUHOCTI MIPH
NOBTOPHMX BBEAEHHAX HE GYNO MPOBEAEHO HLWIMX AOCHiIKEHE, AK
morau G GyTy 3acTOCOBAH] J10 LLOTQ PO3ainy.

3. BucHoBKY 11040 ZOKAiNIUHOTO CAB inriGye interpasy BUJL, 38'a3y1041Ch 3 AKTHBHUM caliToM iHTErpasu
BHBUEHHS ra GNOKYIOUM €TaM NEPEHECEHH MaHLoTa PeTPORIpycHol
nesokeHpubonykneivosol kuenoth (IHK). akni € saxueum ansa uikny
pennixanii BUL CAB ¢ notyxHum inri6itopom inrerpasu BUI in vitro i
NPUrHINYE KATANI30BaHE IHTErPA3OIO NepeHEcelHs aHuIora BipycHol
THK 3i 3uanennamu 1C50 B Hanomonaphomy aianasoni (in 3,0 no 13
HM ).

CAB Mae HU3bKY HM aKTHBHICTB NPOTH JMKOTO THITY BipyCy
imyHonediuwTy moansy Tuny | (BUT-1) Ta BIA-2 y pisHuX ©niTHHHHX
nininx, HezanexHo sia miaruny. CAB mailxe He MAE aKTHBHOCTI NPCTH
sipycie, He nos'azannx 3 BUL Jlioackka cuposaTka 3Ginbuye PA-EC50
y nonan 400 pazis qo 101 #M ana PBMC npotn BUI-1. CAB Gys




AmHTHBHUM a50 CHHEpriuHHM npy aHanizi B koMGisani 3 iHWAMK
aHTHPETPOBIPYCHUMH Npenaparamu.

CAB npogemoncTpysas aHTH-BIJT axTuBHICTb (4yThHBICTD),
exBiBanenTHy Bipycy mukoro THny (kpathicts amiau {FC] <5) npot 22
2 25 INI-pe3auCTEHTHHX MyTaHTHHX BIPYCIB 3 OMMHHUHUMH MYTaUiAMHU.
3 17 INI-pe3ucTeHTHHX MYTAHTHUX Bipycie 3 2 abo Ginbiue MyTauismu 8
nokasain qyTnupicts 00 CAB (FC<5). Bruins CAB ua xnitunn MT-2,
indixosani BLI-1 I11B, npotarom mo 112 HiB HE CIPHYHHMB XKONHHX
BHCOKOPE3HCTEHTHMX MyTaHTiB (>10-kpathe 36inewenHs 1C50). Tlin
uac nacysanna BLJI-1 ankoro Tuny NL-432 y npucyTtnocti 6,4 HM-CAB
npotarom 56 auis ue 6yno 06paHo aMiHOKHCTOTHHX 3aMiK B ofnacTi
iHTEerpazH.

INicna ogHopazoBore BHyTpilnKHLoBeHHoro seeacHHn CAB coGaxam i
MaBNaMm TTA3MOBHI KAipeHe (<2% NOTOKY NazMu B reuinu) i
pisHOBANCHNI 06’ €M posnoniny (<0,35 s/kr) GynM HU3LKUMH 3 nepioaom
HanignuBeneHnn sig 4 o 6 roguH. Tlicns nepopanbHOro BBEAEHHA Y
BURAAAI posuuuy nepopansHa Giopocrynaicte CAB Gyna xopowoso (8in
44 no 83%) i sianoeinana ioro sicoxis mackeHii nponuknoct. Onnak
npy BBEACHK] Y BUrMAAi cycnensii aGo TBepaux mixapckkux Gopm
GionocTynHicT, BuABMIACH OGMEXEHOIO LIBMAKICTIO pO3UHHEHHS, ab0
POSHHHHICTIO, LLO NPHIREA0 A0 MEHLI Hix npenoplifHoro 36inkweHHs
cuctemuol ekcnozuuii CAB slanocHo aosn. ¥ muiteit, ypie Ta maen
He crocTepiranoca nocaiaosHol nomitrol (>2-kparHol) pisnuui
nepopantiiil chetemuiil excrozudil Mix cTaTAMH.

Y wypie | MaBn, 9K OTPUMAJTH OAHOPAROBY NMiNIKIpHY abo
BHYTPHIHLOM A30BY 1’ ekiiio, CAB mosinbHO BUBiINBHABSA 3 MiclA

in’ ekl i3 cepeaniv yapHuM nepionom Hanisposnaly B nnasumi sin 12 no
29 mnin (k) abo ein 8 2o 12 auis (8/M). Cepenniit nepion,
HaniepHBenenns CAB cranosus 76 ronHH nicna oAHOpazoBOT
BHYTpiLHEOM 2308071 103K (1 MI/KT) MiHi-CBMHKaM.

3e’a3ysanHs CAB 3 GinkaMu B nurazmi Ta ckposaTui xposi utypis, cofak,
MaBn i moguHH Gyno sucokum (>99%). CAB ¢ cyBerparom ana Pgp i
BCRP, ane uepes fore BHCOKY MPOHHKHICTL HE OUilYETBCA HOAHHX 3MIH
ly BcMOKTYBAHRAI IPH ofiHovacHoMy BBeneHH] iHriGiTopie Pgp abo BCRP,
[Micna nepopansHoro npuitomy [“C]-CAB y wypis panicakTHRHICTE
MOBIILHO NOMJIHHANACK, & NOTIM 3HAYHOIO Mipoto oGMeskyBaacs
crcTeMHHM KpoBaobirom, Xoua i WWHPOKO NoWHpIoBaaca B iHwi
TrkaHMHH, PanioakTHBHO MiueHwit matepian, noe'dzanuii 3 nikamu, 6ys
MIiHIMANLHO NOB'T3AHNA 3 KNITHHHUMK KOMIIOHEHTAMH KPOBi.
BupeaeHHa panioakTHEHOCTI BiadyFAN0Cs NOBIALHO, GiNbIWICTL TKAHKH
MICTHAM HM3LICY, A€ KUbKICHO BU3HAMEHY panioakTHBHICTb uepes 28
InHis. 3B'A30K PaAicaKTUBHOCTI 3 MENAHIHOBMICHHMH TKaKHHAMH OKa Ta
WKipH He cnocTepirancs,

3aranom, metaBonism CAB y nokniniusux Bugie BinoOpaskae Tof, wo
crocTepiracThes y moged, npy uboMy CAB € 0CROBHHM KOMMOHEHTOM,
o uHpkymoe B naasmi, OcHonum metaGonitom CAB y Beix unis Oye
rmokyponin CAB, skuii yreoptosascs nepesaxkHo UGTIAI (3 nesxoio
yuacTio UGT1A9) i Buonmscs 3 cemero Ta wosuwio. Jonatkosi
nocitinsken s Ha moaax (8/M, NinukipHo Ta NepopanLHo) NiATBEPANIIH,
o Metabonianm i BueeaeHHn CAB He 3aNeXHTL BiA IWIRXY BBEACHHA.
MeTaBomiune nepereopents CAB Ha Horo ctepeoizomepn He Syno
BMABNEHO B FENaTOUMTAX Uiy pa, coBaxy, Masnk afo moaMHy abo B




nnazMi JTIOOMHK NCAA TOBTOPHONG MEpOpPaNbHOrO BRENSHHS IPOTATOM
14 nnuis.

Y BCiX BHIAIB BHBEJEHHS pEeYOBHH, OB’ A3aHHX 3 [TPETIAPATOM,
BigGyBanoca nepesa:cHo 3 kanom (Bia 58,5 no 94,5% mosu). ¥ rpuzyHis
MOFNMHEHA PALiOaKTHBHICTL, KA BUIHAYAETBCA KINLKICTIO NOBA3aHOTO 3
npenapaToM MaTepiany, BUABIEHOTO B ceui Ta xopui (06MekeHa
npuGausHo 2% A03010), NEPEBANCHO CEKPETYBANACA B JKOBY, Tomi AK
excipeuis Hupxamy Gyna MiniManeHolo. Y Masn MOrMHHEH
panioakruericTs (mpulnuzie 30% f034) BHBOLMIIACA AK HEPE3 KOBH,
TaK i Yepes HUPKU.

Mani in vitro BKa3yloTk Ha Te, wWo uMpkyauni CAB nacusHO
NPOHKKAE B rENATOUMTH Ta MeTabonizyersea Ao rmokypouiny CAB,
KMii NigAaeTLCA SK SKOBYHOMY, TaK i cHHYCOTNHOMY BHBEAEHHIO.
Exckpeuis CAB raiokyponiny 3 #oButo onocepenkosyerses MRP2, Toaj
AK neyiHKkoBa GasonarepaibHa EKCKPELLR B CHHYCOTIHY Kpos
piaGyBacTuea ax uepes MRP3, tax i uepes MRP4. Liupkymotounii CAB-
rIOKYPOHIA 3a3HA¢ e)eKTUBHOID HUPKOBOTO KAIPEHCY, e NOTTHHAHNA
B pOXCHMANBHMI KaHanseup onocepemcosyersea OAT3 i nogansiua
cexpenis B cewy MRP2 i MRP4, o noacuioe MiHiManbaui cuctemunit
BrtMe CAB-rniokypoHigy Ha moamuy.

By NpoBE/IeH] A0CAIIKEHHA in Vitro I OLIHKH PU3HKY B3aeMOAil

IhapmaKkokineTHUHNX Npenapartis, AKi BUKTHKAIOTE ypaxents, 3 CAB.

He Gyno euaepncHo pHIHKy KIiHIUHOT Nikapebkol B3aemonii ana
cyGerpatis CYPIA2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 3A4, UGTIAL,
1A3, 1A4, 1A6, | A9 npu onHovacKoMY 3acTocyeaHHi, 2B4, 2B7, 2B15
Ta 2B17, Pgp, BCRP, BSEP, OAT1, OAT3, OCT1, OCT2, OATPIBI,
OATPIB3, MATEl, MATE 2-K, MRP2 a6o MRP4 y xniniuni
nepopansaiii 103i 30 mr CAB. Ockineke CAB metabonisyetsea
UGT1Al, a kniniune gochimKeHHs NiATBEPAHIO NiKapCbKy B3AEMOMIIK 3
inayrropom UGTIAL prudamniuusom, onHouacke sacrocypanus CAB iz
cunbHUMH iHnykropami UGT npoTHnokasaHo.

He criocrepirances gapMakoxuHeTiiHol B3aemoaii mixx CAB i RPV npu
ONHOUYRCHOMY BBEAEHHI BRYTPiLUHLOM 13080 Wwypam afo Maenam. In
vitro ue Gyno goxasis kniHiuAe 3Hauyworo iHridyBaHHA TPaHCTIOPTY
(honary abo peuenropa honary za ponomoroto CAB,

Y TOKCHMKONOrIYHUX JOCHIIMEHHAX He OYN0 BHABJIEHO ¥OOHHX
rnoGiunnx edekTis, NOB’A32HKUX i3 NPHIAOMOM TIPEMIApaTy, y Wypis, fKi
oTpumynany CAB nepopansho B aosax go 1000 mr/kr/geHs npotarom 26
mwkHie. Y 14-aennomy AocnifxeHHi TOKCHUHOCTI HA MaBnax caMmui
MaBn He nepeHocknn 202y 1000 mr/cr/nens i npusseny Ao
3aXBOPIOBAHOCTI, NOB A3AHOT 3 KNTHIYHMMH 03HAKAMH, WO CBIAYaTL NPO
Rrnus Ha LLUKT, sxsouatoun srpary Mack Tina, SimoBanHs,
pLoKHI/BORAHUCTII KT | TOMIPHI A0 TAMKI 3HEBOTHEHHS,

He 6yno nobiunux edekTir y masu, axi orpumysann CAB zo 500
Mr/Kkr/aeHs nia gac 4-THiHeBHX af0 39-THIKHEBHX AOCHLIKEHD
ToxkcHuHocTi, Ekcnosuuis na 28 geds npu nosi 500 mr/kr/aeHs
fycepemuiene 3navenna AUCO-24 3a cTaTTio CTAHOBUTL 902,5 MKr.
ron/mMn} Gyna noaiGHOIG 0 XOCATHYTOT B 14-AeHHOMY NOCAILKEHHI DPH
nozi 1000 mr/xr/neds (1051 Mxr, roa/mn y camui b aeHy 11961 mxr.
rOA/MA Y CAMOK B JeHb | | 946 mxr. roa/mn y camok B aeHs 14). Lle
CBITMHTL PO Te, WO WITYHKOBO-KHLIKOBA HeNepeHOCHMICTh, fka




criocTepiranacs nin yac 14-1eHHOro ZOCHiGKEH S, Oy 1a pesyibTaTom
MiCLEBOTO BBEACHHA NIPENAPATY, & HE CHCTEMHOT TOKCHYHOCTI.

Konu CAB BEOAMY WASXOM LWOMicAUHOT nimnkiprot in’eruii (5, 30
100 Mr/kr/n03a) i moMicaunol BryTpiwHLOM A30BOT iW'exuil (2,5, 10 i
75 Mr/kr/no3a) ang wypis.npoTsroM 3 Micauis, snauenns NOAEL
cranosuan 100 Mr/kr/aosy migmkipho ta 75 MI/Kr/nosy B/m.
Excnozmus npr NOAEL (AUC1440 2160 roa = AUC60-90 anis)
sianorinae npubnnsHo 38-kpatuiit AUC(0-t) moaunuu nna
BHYTPILIHBOM’ 30801 103K 400 mr (2461 MKr. rop/mi).

CAB ne enansae Ha depThibHicTs camuis aGo camok y wypis. Y
nocnimxennax PPN na wypax CAB y noai 1000 mr/kr/aeHs (>30 pasis
NEPEBMILLYE CHCTEMHY EKCMO3ULIKO MPH MaKCUMANbHIH pekoMeHAoBaHi i
nosi ans momuuk (MRHD) 30 mr nepopanbho aGo 400 mr
BHYTPILIHBOM ’#30B0) 3ATPHMYBAB NIOUATOK NOAOTIE, A Y ASAKHX WypiB,
L 3aTpuMKa Gyna noB'A3ana 3i 30iIbIWEHHAIM KiNbKOCT
MEPTBOHAPOMKEHHX | HEOHATANILHOT CMEPTHOCTI Bijpasy nicns
HAPOMAKEHHS, 3MiH Y POCTI Ta POIBHTKY NOTOMCTBA, 110 BIIKHIIO, HE
Byno. Kosw LypensT, HapoLkeHHX Bin MaTok, axi otpumysain CAB
(1000 Mr/Kr/nets), NepEXpPeEcHT BHXOBYBAJN TIPH HAPOLKEHHI TA
BMIOAGBYBANH KOHTPONLHI MaTepi, cnocTepiranacs noaibHa wacTota
MEpTBOHAPOLKEHS | HeoHaTanbHol eMepTiocTi. He Byio womnoro
BIUIMBY Ha BIHIKHBAHHA HOBOHAPOMKEHHX KOHTPONBHHX AHTHHUAT, AKHX
BHrOAOBYBAM Bill HAPOMIeHHA MaTepi, skl oTpumysany CAB, wo
CBIIMUTE Npo Te, Wo edexTd Gy.ai NoB’a3aHi 3 BHY TPilIHLOY TPOGHHM
BITMBOM, a HE 3 JaKTaliiinyM ernusoM. Binbw HH3bKA 0033 5
mr/kr/nens CAB (>10 pasis mepesulye excnosuLiio y atonei mpu
MRHD 30 Mr nepopansto aGo 400 Mr BHY TpiluHb0BEHHO) He Oyna
M0B'I33HA i3 3ATPUMKOIO NOJIOTiB a60 HEOHATAILHOIO CMEPTRICTIO ¥
mypis. Konn CAB (1000 aGo 2000 mr/kr/neHb) nepopanbHo BEOAHNH
BariTHUM LIYPaM i KPONHKaM Nill 4ac OpraHorexHesy, He 6y/10 MOAHOTrO
BILIMBY HA BHMKHBAHHS, KONK LI HAPOMAXKY BABCR [LINAXOM KECAPEBOTo
postudy. CAB npomMkae uepes mnaueHty i moxe 6yTH BUABREHHI Y
TKAHKHAX 1044, Y nAoAis kponukis no 2000 Mr/kr/aedb He
cnocrepirazoca noGiukux edekris Ha emOpioderanshuii possutok. Y
urypiB 3MiHN Y pocTi naona (3MEKIEHHA MACH TiNa) 33 HARBHOCTI
roKeHUYHocT! ana Marepi (3MeHweHHa 30 ALIeHHA Mack Tina, THMuacoBe
IMEHLIEHHS CMOMKHBARHA Ti) cnocrepiranucs npH go3i 1000
MI/KI/HEeHb, ANE He CIOCTEPIraiuca BanM po3suTKy rnnosia abo sapiauii,
MOR’A3aKHi 3 AOCHIAKYBEHKHM nperapaToM. OyNb-1Ka 4033,

[Mani ceinuath npo te, 1o CAB He npeacraenac reHOTOKCHUHOY
uebesnexku Ana moaeH, i He 6yno konHux GapMakoaoridHUX BHCHOBKIB

Jwono Gezuery, N0 BHENMKAIOTH 3AHENOKOCHHS ANS KNIHIMHOTO

BHKOPMCTAHHS. 3araioM AaHi BKA3yloTh Ha BilCYTHICTh
iMYyHOTOKCHUHOCTI y WwypiB, ski orprmysan CAB. CAB ne Gye

KAHLEPOTCHHUM ¥ 2-PisHHX AOCTIIMERHAX KAHLUEPOreHHOCT] Ha Iy pax
ab0 MULLAX.

OuinKa BE3NeKH NAPEHTEPANLHOrO LINAXY BBEICHHA 338[PONOHOBAHOTO
TikapchKOro 3ac06y BBAKAETLCA KNPHEAHAHOION JIO 3aranbHOT Nporpamu
noxniHivHoT po3pobkH NepopansHOro 3aCTOCY BAHKA LUAAXOM
NPOBEJEHHA OCTATOMHOTO 13-TitkHeBoro nocnifkenHa in’exuil wypau.

3asBHHK (BNACHHK
peecTpauiiHoro
[IOCBiAMEHHA)
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Macynia i Mepcio (Giulia Di Persio)
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ViiV Healthcare
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Clinical Trial Report -1
Study ID-1TZ111682

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

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

2. Applicant

V1V Healthcare UK Limited

3. Manufacturer

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

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Harmire Road, Barnard Castle, DL12 8DT

Sterilization (Gamma irradiation of the drug substance and drug
product)

Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)
Zoning Industriel, Avenue de I’Espérance

Fleurus, 6220

Belgium

4, Studies conducted:

v'yes no ifno, please justify

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

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

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

A Single Dose, Randomized Study to Assess the Relative Bioavailability
of Two Formulations and Food Effect on GSK 1265744 in Healthy Male
and Female Subjects, Study ITZ111682

6. Phase of clinical trial Phase |
7. Period of clinical trial from [30June2008] — [08 August2008]
8. Countries, 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:

s To evaluate the single-dose relative bioavailability of
(GSK1265744 10mg administered in either oral solution fasted, two
5 mg tablets fasted, or two 5 mg tablets following a moderate fat




content meal.

Secondary:

e 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

GSK 1265744 10 mg administered as either oral solution, two 5 mg tablets
fed, or two 5 mg tablets fasted. GSK 1265744 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. GSK1265744 was
administered in accordance with the following table:

Treatment G8K1265744 Dose
A GSK1265744 10mg oral solution
B GSK1265744 two 5mq tablets, fasted
[ GSK1265744 two 5my 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 lbs.) 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 - GSK 1265744 10 mg solution, oral, single dose
B - GSK 1265744 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
GSK1265744 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
following the same single oral dose of 10mg of each formulation, and the
effect of moderate fat meal on the single-dose pharmacokinetics of
(GSK1265744 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.

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

Demoqraphics A B c Total
Age in Years, Median (min -maz) 360 340 280 300
2055 19 -52 20-54 19-65
Sex, 1 {%)
Female: 3 (20%5) 1 {790} 5 {3356 9 {20%)
Male: 12 (80%0) | 14 (93%) | 10(67%) ; 36 (80%)
Body Mass Index (BIMI), Madian (min - max) 714 2012 26.28 26.28
19.9-31.1 | 19.9-30.7 | 19.8-30.8 | 19.8-31.1
Height, Median (min - max) 175.0 173.0 180.0 175.0
158-185 | 163-185 | 163-188 | 158-196
Weight, Median (niin -max) 78.50 86.60 79.80 78.50
60.8-103 | 57.6-048 | 64.0-102.1 | 576-103
Ethnicity, n (%)
Hispamic or Lalino: 3 (20%) 2 {13%) 2 (13%) 7 {16%)
Mot Hispanic or Latino: 12(80%) | 13(879%) [ 13(B7%) | 38 (84%)
Race, n {%6)
African American/African Heritage 4 (27%) 2{13%) 7 (47%) 13 (29%)
Asian— East Asian Heritage 0 ] 1({7%) 1 (2%)
Asian —South East Asian Herilage 1{7%) 1 (7%) 0 2 (4%)
White — White/CaucasianfEuropean Heritage 10(67%) | 1W0{B7%) | 7(47% 27 (B0%)
Mixed Race 0 2 {13% 0 2 {456}

Treatment A= 10 mg GSK1205744 Solution Fasted
Treatment B=Tuo 5 mg GSK1265744 Tablets Fasted
Treatment C=Two 5 mg GSK1265744 Teblets Fed

20. Pharmacokinetic results

Selected PK parameters are summarized below.




Treatment | AUC{0c0) | AUC{0-t) Cmax Tmax? C24 th2 Tlag!
(pg.himl) | {ugfiml} | {pgimL} ] {ig/mL) (h (h}

A 624 60.1 193 1.00 068 4.2 0.00

{n=15) [65.7, 70.0) | [53.9,67.0] |(1.76,2.11] | (0.50-2.00) | [0.62,0.75] | [38.1,44.5] | (0.00-0.00)
(21) (20) {186} (18} {14)

B 447 428 113 250 051 385 0.00

(n=15) [36.7,54.5] | [35.2.520] | {1.00,1.28] | (1.50-3.50) | [0.44,0.60] | [35.5,41.9] | (0.00-0.00)
(37) (38) (23) {29) (185)

c 516 494 118 4.00 05% 422 0.00

{n=15) [46.4,57.3] | [44.8,544] | [1.10,1.27] | (2.50-6.00) | [0.53,0.69] |138.8,45.6] | (0.00-0.50)
(19) (18) (13) {19 {15}

1. median (range)}
Treatment A = GSK1265744 10mg oral solution, fasted
Treatment B = G3K1265744 two Smg tablets, fasted
Treatment C = G8K1265744 two 5mg 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 GSK1265744 plasma PK
parameters are presented in the table below.

Plasma GLS Mean Ratio [30% CIj
GSK1265744 PK BIA cB
Parameter (N=1515) (N=15/15)
AUC(0-00) 0.716 1.15
[0.610, 0.841] [0.982, 1.36]
AUC(0- 0.712 115
[0.609, 0.831] [0.988, 1.35]
Cmax 0.588 1.04
[0.528, 0.655] [0.933, 1.16]
Cc24 0.745 145
{0,660, 0.853] [1.01,1.32]

Treatment A = GSK 1265744 10mg oral soluficn, fasted
Treatment B = G3K1265744 two 5my tablets, fasted
Trealment C = GSK1265744 two 5mg fablets, fed

The results of the comparison showed that the oral bioavailability of the
tablet was less than the oral solution. Under fasted conditions, plasma
GSK 1265744 AUC(0-00), Cmax, and C24 were lower by 28%, 41%, and




fasting.

25%, respectively, following administration of the tablet compared to the
solution formulation. GSK 1265744 AUC(0-00) and C24 were increased
15% and Cmax was unchanged following administration of the tablet
formulation with food as compared to administration of tablets while

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%) B {18%)
Headache 1{7%) 0 4 (27%) 5(11%)
Nausea 1(7%) 0 1 {({%) 2 (4%)
Catheter site infection 0 1 (/%) 0 1(2%)
Arthropod bite 0 1 ({7%) 0 1(2%)
Eye injury 0 1{7%) 0 1{2%)
Abdominal pain 0 0 1 (7%) 1 {2%)
Flalulence 0 0 1({T%) 1(2%)
Vomiting 0 0 1(7%) 1{2%)
Back pain 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 G3K1265744 Tablels Fasted
Treatment C=Two & mg GSK1255744 Tablets 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 GSK 1265744 compared to the oral
solution formulation. Plasma AUC((-0), 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.

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.

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)

Lo 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 }



3BiT npo kainiune BUNpoOYBanHA - 1
Kon nocaimxcenns - [ITZ111682

1. Ha3spa nikapcekoro 3acody (3a HassBHOCTI - HOMep peecTpalliiiHoro
IOCBIMUEHH)

2. 3aaBHUK

BiiB Xencxep KOK Jlimiten

3. Bupobuuk

BrpoGHAUTEO Hepo3(hacOBAHOTO NPOAYKTY, NEPBHHHE TA BTOPHHHE
MAKYBRHHS, KOHTPOJIb SIKOCTi FOTOBOT0 NPOAYKTY, BUNYCK cepil
["naxco Onepekinc HOK Jlimiten, mo sene piansHicTs Sk [Nakco Bennkom
Onepeitine / Glaxo Operations UK Ltd (trading as Glaxo

Wellcome Operations)

Xapumip Poyn, bapnapa Kactn, DL12 8DT / Harmire Road, Barnard Castle,
DL12 8DT, Benvnka Bpurauis

Crepunizauis (ramma-onpominenns APl Ta roToBoro npoaAykTy)
Crepirenike beavris (Pnsopyc) CA (Corepa Xenc Kamnani) / Sterigenics
Belgium (Fleurus) SA (A Sotera Health Company)

Souidr Inpactpiens, Aserio ne n’Ecnepatic, ®nvopyc, 6220 / Zoning Industriel,
Avenue de I’Espérance Fleurus, 6220

benbris

4. [TpoBeneni MOCHIKEHHS:

v Tak Hi, AKIIO Hi, OGTPYHTYIiTE

1) T nixapeskoro 3acofy, 3a SKHM IPORoAHAAcS abo MIaHyeThCs
peecTpauin

JlikapcbKHH 3acib 32 MOBHHM AOCkE (ABTOHOMHE OChE), IHLINH NikapchKuii
zacib, HOBa Jiil04a peyOBHHA.

5. IloBHa Ha3Ba kniHiMHOTO BUNPOOYBaHH, KOAOBAHHKI HOMED KIIHIUHOIO
BHUTIpODYBaHHS

OnHopasoBe paHLOMI30BaHe JOCHIMKEHHS JUIA OLHKM BiAHOCHOT
GiomocTynHoCcTi 1BOX Npenapartib Ta srAvBy Hxi na GSK 1265744 y anoposux
YOJIOBIKIB Ta akiHOK, gocnimKrerys JTZ111682

6. @aza KIiHiYHOro BUIIpoOYyBaHHS daza 1
7. Tlepion WIiHIYHOTO BUNpOOYBaHHS 3 [30 uepeua 2008] — [08 ceprirs 2008]
8. KpaiHu, B KX MPOBOAWIOCS KIIHIUHE BHTIPOOYBaHHA CIIA
9. KinbKicTh HOCTLDKYBaHHX 45
caxTHYHA KiNbKICTh CyO'eKTIB AOCNiTKEHHA: 45
10. MeTa Ta BTOpHHHI Lini KNIHIYHOIO BUIIpoOYBaHHA IMepsHHHAI:

¢ OuinutH BinHocHy GiogocTynHicTs pazoBoi nozu GSK1265744 10 mry

BULIAJI NEPOPAJILHOrO PO3YMHY HATLIECepLe, MBOX TabNeToK no 5 Mr




HaTiecepiie a6o ABox TabneTok no 5 Mr micns npuifoMy i 3 MOMIpHEM
BMICTOM JKHpIB.

[BropuuHI:
e Ouinnrtu Ge3nexy Ta nepedocuMicTs npenapaty GSK 1265744, wo

3aCTOCOBYBABCS Y BHIJIANI pa30BHX 103 TABIETOK A8 NepOpaIbHOTO
3aCTOCYBAHHS TA PO3YHHY A/ NEPOPATbHOrO 3aCTOCYBaHHSL.

11. quzaiin KIiHIMHOrO BUMpoOYBaHHS

Lle 6yno BiakpuTe, OAHOMO30BE, PAHIOMIZ0OBAHE, OMHONEPIONHE, NapanelbHe
NOCIIKEHHA 33 YYacTIO 3A0pOBHX A0GPOBONBLIB AJA OUIHKM BiZHOCHOT
Oionocrynuocti npenapaty GSK 1265744 10 wmr, 110 3aCTOCOBYBABCH Y BUIIIAAI
NEPOPANILHOI0 PO3YHHY, JBOX Tabnerox 1o 5 Mr 3 Hrero abo ABox TabneTok no 5
mr Harwecepue. Konuentpauii GSK1265744 nicnas ogHOpa30BOro BEEASHHS
PO3UMHY MOXHA BHMIpIOBaTH NpotaroM 14 pHis afo Hinbiue ricis BBENEHHS
mo3u uepes TpUBAMKii t1/2 Ta HU3bKY HIKHIO MEXY KIIbKICHOIO BU3HAYEHHS
(LLOQ) ons usoro aHanisy. ToMmy ue gocilikeHHs 0yio napanensHUM, a He
nepexpecHUM, O BUMarano 6 TpUBAIUX MepiofliB BAMHBAHHA MiX
NPOLIEAYPAMHK.

Cy6'extn Synu panaomizoradi ang 1 i3 3 meronis nikysaunua. CyG'exris y rpyni
C nepen 03yBaHHAM FOQYBallK DKeO 3 NOMIpHUM BMicToM kupy. GSK 1265744
BBOZMIIH BiINOBIAHO A0 HaBeAeHO! HivKYe Tabnuui:

JlikyBaHhs (GS8K1265744 No3a
A (GSK1265744 10Mr po3umH Ans NEPOpansHOro 3acTOCYBaHHA
B (GSK1265744 npi Tabnetky no 5 Mr, HaTwe
C (GSK1265744 ngi Tabnetku no 5 wmr, nicna ixd

JlocniieHHs ckilanaaocs 31 CKpUHIRCOBOTO Bi3uTY, | nepiofy nKyBAHHS, 110
BKJIFOYAB OJHOPA30BY N03Y Ta cepiiiHi 300pH 3pas3kie MiIazMu NpoTAroM 5 IHiB,
Ta IOBTOPHOIO Bi3HTY NpoTAroM 7-10 AHIB micas BEeNEHHS JOCITIKYBaHOMO
MpoRyKTy. CKPHHIHTOBI poLeAypY, L0 BUKOPUCTOBYBAIMCS AJIA BU3HAUEHHS
BIZMOBLIHOCTI BUMOTaM, NPOBOAMIHCH NpoTaroM 30 AHIB 0 OTPHMAHHSA NepLof]
no3u. Cy6'ekTH Hpany y4acTh y JOCAUDKEHH] 10 6 TIDKHIB.




12. OcHoBHI KpUTEpIT BKIIOYEHHA

3moposi HonosikK adbo kiHkW BikoM Big 18 no 55 pokis, 3 macoto Tina >50 xr
(110 ¢pynuriB) mns yonosikie i >45 kr (99 dyHTIB) ANA XKIHOK Ta (HIEKCOM MacH
rina (IMT) B mesicax 18,5-31,0 xr/M2 (BETROUHO).

13. Hocnimacyeauuii nikapeskuii 3acib, cnocid sactocyBaHus, cuna aii

A - GSK 1265744 posuun 10 Mr, nepopanbHHiH, pasosa jio3a

B - GSK 1265744 /i Tabnerkn no 5 Mr, nepopaneHo (HaTiieceple), pa3oBa
n03a

C - GSK 1265744 i Tabnetku no 5 Mr, nepopanbHo (3 npHitoMoM Bki), pazosa
no3a

14. ITpenapar nopiBHAHHA, 1034, ¢0ci0 3acTOCYBaHHS, CHIa Ail

He 3acTocoByeThes

15. CynytHs Teparnis

Jlo3BoneHi npenapat: AueraMiHodeH y n1o3ax <2 rpamMis Ha noby 0yB
[MO3BONEHHI. [HIL CYNTyTHI NpenapaTH MOXXYTh PO3IIISAATHCS B
iHguBigyansHoMy nopaaxy MeauuHum MoHiTopoM GSK.

16. KpuTtepii ouiHky edekTHBHOCTI

EdeKTHBHICTL He OUiHIOBAIAcA B UbOMY AOCHIIKEHHI.

OcHoBHI KiHUEBI TO4KM JOC/TIIKEHHS Brunodany ouinky GSK1265744 AUC(0-
o), AUC(0-1), C24 | Cmax y nnasmi.

BTOpPHHHKI KiHUEBI TOYKH JOCHiIKeHHs BIUttovand miasmy GSK 1265744 t1/2,
tlag, tmax 1 CL/F.

17. Kpurepii ouinku Sesnexu

[lapameTpu He3nexy Ta nepeHOCHMOCTI, BKIKOUarouH nobiuHi peaxuil (ITP),
CynyTHii npuiioM nikiB, KiHiuHI nabopaTopHi JOCHimKEHHA,
enextpokapaiorpamu (EKI) Ta OLiHKY XHTTERO BAXUIMBUX MOKA3HUKIB.

18. CraTHCTHYHI MeTOIH

15 oLiHKH BigHocHol GiopoctynHocTti Apox npenapatie GSK 1265744 nicia
ONHAKOBOT OAHOPA30B0OI NepopanbHOl 034 10 MI KOXKHOrO Npenapary, a TaKoXx
BIIMBY DXKi 3 MOMipHHM BMiCTOM JKHpY Ha GapMaKOKIHETHKY OJHOPA3OBOT 403U
nocniaxyeanoro npenapary GSK 1265744 piis nepopansHOro 3acTocyBaHHs,
nor-Tpanc@opMoBaHi 3Ha4eHHA napamerpis PK Oynu npoananizosani 3a
imonomoroto aucnepciiinoro ananizy (ANOVA). ¥V usoMmy ananisi nikyeauus

po3rnspanocs K dikcoBaHWi edeKT. AHANI3 NPOBOAHBCS 3a JOMIOMOTOI0




NpOLENYPH 3MILIaHMX JIiHIHHNUX Mopenelt y momyii SAS/STAT cucremu SAS.
I koxcHoro norapHdMiyHo nepersopeHoro napamerpa PK 6yno nobynosano
TOUKOBY OLIHKY Ta MoB's3anuii 3 Heto 90% CI mna piaMinnocTeil Mik
nikysarHaM B-A 1a C-B, a notiM ui BigMiHHOCTI Ta 90% CI Oyno posxinanero
Ha MHOJKHUKH [UT OTPHMAHHS CIIBBiIHOIIEHHS CEPeAHIX reOMETPHYHAX
3HAuEeHb 32 METOROM HaliMeHwwwx keaapariB (GLS) Ta ix 90% CI.

19. Hemorpadiuni nokasHuKy JOCTIIKYBaHOI nOMysnii (CTaTh, Bik, paca
TOLLO)

HemorpadivHi NOKa3HKKK A B C 3aranom
Bik y pokax, megjiaHa (MiH -makc) 35,0 34,0 28,0 30,0
20-55 19-52 20-54 19-55
Crarb, n (%)
HKiHku: 3(20%) | 1(7%) | 5(33%) | 9(20%)
Yonogiku: 12 (80%) | 14 (93%) | 10(67%) | 36 (80%)
IHgeke macv Tina ( BMI), mediaxa ( 27,14 25,12 26,28 26,28
MiH - MaKc) 19,9-31,1 | 19,8-30,7 | 19,8-30,8 | 19,8-31.1
3picT MegiaHa (MiH - Makc) 175,0 175,0 180,0 175,0
158-185 | 163-196 | 163-188 | 158-196
Bara. Meaiana (MiH - makc) 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 (%)
lcnaHcLKOro i 3(20%) | 2(13%) | 2(13%) | 7(16%)
NaTUHOAMEPUKSHCEKOrO NOXOMKEHHS:
He icnakcbkoro Y 12(80%) | 13 (87%) | 13 (87%) | 38 (84%)
NaTHHOAMEPUKAHCLKOIO NOXOMKEHHS:
Paca, n (%)
Adpo- 4(27%) | 2(13%) | 7 (47%) | 13(29%)
amMepUKaHCLKOro/atpUKaHCEKOro
NOXOfKEHHA
AziaTcbie- cxigHoasiaTcexoro 0 0 1(7%) 1(2%)
NOXOKEHHA
Agiarceke- MispeHHo-CxipHe Aailicke | 1(7%) 1(7%) 0 2(4%)
NOXOKEHHS
Binowkipi/esponefickkoro noxomkenns| 10 (67%) | 10(67%) | 7 (47%) | 27 (60%)
3milraHa paca 0 2(13%) 0 2{4%)

NMikysaHHs A= 10 mr GSK1265744 PoaduH Hatuye
JlikysanHsa B={1gi Tabnetkn no 5 mr GSK1265744 naruwe
Nikysanxa C=[1gi Tabnetru no 5 mr GSK1265744 nicns ixi




20. PeayneraTi edeKTHEHOCTI

Bubpani mapamerpu PK migcymoBaHi Hink4e.

NMikysanua | AUC(0-~) [ AUC(0-t) |Cmax Tmax! C24 t112 Tlag!

{mkr. rog/mn) {(mxr. (Mirimm) | (rof) {mrrimn) | {rop) (ron)
rog/mn)

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

(n=15) [55,7.70,0] |[53.967,0] |[1,762,11] | (0,50-2,00} | [0,62 0,75] | (38,1, 44,5]} (0,00 -0,00)

: {21) (20) (16) (18) (14)

B 447 428 1,13 250 0,51 38,5 0,00

(n=15) [36.7.545] |[35252,0] |[1,00, 1,28]] (1,50-3,50) | [0,44. 0,60] | {355, 41,9}| (0,00 -0,00)
{37) {36) (23) (29) (15)

C 51,6 49,4 1,18 4,00 0,59 42,2 0,00

(n=15) [46,457.3] |[[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) (19) (15)

1. mepiana (aianasom)

NixysaHHs A = GSK1265744 poaunH LAA NepepansHoro 3acTocyBants 10 Mr, Hatwe
NikysanHst B = GSK1265744 asi Tabretiu no 5 mr, Hatwe

NikyaarHs C = GSK1265744 aei tabnetkv no 5 mr, nicis My

Cepenniit GSK1265744 tmax 36insypanacs 3 | rog s posudHy po 2,5 ron
s TabneTok, Axi npuiimany 6e3 ki, a Meniana tmax me Oinblue
noAoB}CyBanaca 40 4 roj rmicis npuiioMy TabAeTOK 3 DKeO 3 IOMipPHHM BMiCTOM
xupy. Meniana kinuerof ¢azu t1/2 GSK 1265744 6yna nonidHow y Bix rpymax
nikyBaHHA | cTaHoBUNa 39-42 roguHu.

Pesynbraryn crarucriutoro nopisHanua napamerpis PK mtasmu GSK1265744
NpeACTaBlieHi B TabNULI HIDKYE.

Mnaama CepenHe cniseinsoweknn GLS [90% Ci]
GSK1265744 PK Mapametp BIA (N=15/15) C/B (N=15/15)
AUC(0-<) 0716 1,15
[0,6100,841] [0,982,1,36]
AUC(0) 0,712 115
[0.609 0.831] [0,982,1,36]
Cmax 0,588 1,04
[0,528 0,655] [0.933,1, 18]
c24 0,745 115
0,650 0.853] [1,01,1,32)

Nikyeakna A = GSK1265744 posyun AnA RepopansHoro 3actocyeankn 10 mr, natuwe
Nikyeakks B = GSK1265744 aei rabneTky no 5 wr, Hatile
Fikysarka C = GSK1265744 pgi vabretiv ro 5 mr, nicna ik




Pe3ynbTaTi NopiBHAHHA [TOKA3aNH, WO Nepopalbia GioN0CTynHICTE TabMeTKH
Oyna MeHIlol0, HiXK NepopansHOro posyuHy. 3a yMoB Hatiuecepue AUC(0-w),
Cmax ta C24 GSK 1265744 y rnasmi kposi Oynu HmxaaMy Ha 28%, 41% Ta
25% BinnoBingHO Micns mprHoMy TablleTKy NOPIBHAHO 3 mperapaTom y GopmMi
po3unHy. GSK1265744 AUC(0-00) Ta C24 Gyau 36inbuieHi na 15%, a Cmax
Oy/1a He3MIHHOIO Mic/a mpuioMy TabneToRaHOT HOPMH 3 BKero NOPIBHAHO 3
npuitomMoM TabileToK HaTLiecepLe.

21. PesynwTaru Oesneku

[1iz 4ac HBOTO JAOCTIIAKEHHS HE MOBIAOMIAIOCS PO cepio3Hi HeGakaHi IBHILA,
neTanbHi BUNaaky abo BHMAAKH BiAMinK yepes nobiuni peakuii. Haiivacriwe
nosinoMaanoca npo Taki Hebaxaui sBuwa, sk ronosHuil 6ins (5 ocif) T2 HyAoTA
(2 ocobu). ITpo et inwi nobivni peakuil noBinoMuiH no 1 gocnimxysaHoMy.
Ginklie naLieHris, ki OTpUMyBaIH NiKyBatHs C, MOBIZOMHIM Npo noGiuni
peakuii (5 ocib) NopiBHAHO 3 MantieHTaMH, AKi OTPUMYBAIH JikyBaHHs A (1
ocoba) Ta B (2 ocobu). ITpo Tskki nobiuni peakuil He noBigomMnAnocs.
[Nosinomisiocs npo Ara noMipHUX BunaaxH J1P (6inb y »uBOTI Ta MeTeopH3M),
ane A0C/IAHKK He BBAXKAR X ITOB'N3aHNMH 3 NOC/I/UKYBAHHM NIPOJIYKTOM; BCi
inuii TTP Oynu nerkyuMu 3a iHTEHCHBHICTIO.

Yci P Nixysauus A NikysaHua B Nikysanua C 3aranom
N=15 N=15 N=15 N =45
Byae-axa [P, n {%) 1(7%) 2(13%) 5 (33%) 8{18%)
l"onoeHuA Binb 1(7%) 0 4 (27%) 5(11%)
Hynota 1 (V%) 0 1{7%) 2 (4%)
[HDeKLiA MiClA BCTAHOBNEHHA 0 1({7%) 0 1(2%)
fkatetepa
[YEYC YIEHUCTOHOMMX 0 1{7%) 0 1(2%)
[MOoWKOKERHS O4eit 0 1(7%) 0 1(2%)
Bink B %uBoTI 0 0 1{7%) 1{2%)
iMeTeopuam 0 0 1{7%) 1{2%)
Brikeatna 0 0 1{7%) 1{2%)
Binb y criuHi 0 0 1{7%) 1(2%)
(Ceephik reHepanizosaHwii 0 0 1 (7%) 1{2%)

Nikysanka A= 10 Mr GSK1265744 PozumH Hatwe
Nikysanua B=Lgi Tabnetxv no 5 Mr GSK1265744 natue
Nikysanua C=[1gi 1abretrn no 5 mr GSK1265744 nicns ixi

[1po »oui KniHiuHi NAOOPATOPHI NOKAZHMKY He MOBIAOMILSLIOCS AK MPO Nobiumi
peaxuii. Kniniuaux nabopatopHux eigxunens 3 abo 4 crynens ue 6yno. B

OIHOTO MailieHTa 3aranbhuii 6inipybin 6ye 2 cryneHs nig yac cCKpUHIHLY Ta B




nenb 1 nia wac nikyeanna C. Bei iHuni nabopatopti nokasHuku Oyiu 1 crynens
abo menwe. [Tix yac nocmizkeHHs He OyI10 3apeecTPOBAHO KOAHHX 3HAYHHX
3MiH AKMTTEBUX Noka3HUKIB abo EKI'.

22. BUCHOBOK (3aKJIIOUEHHS ) e TaGneroBanuii npenapar 3a yMOB 3aCTOCYBaHHS HaTIIECepLE MOKa3aB
3HHKEHY WIBMAKICTB Ta cTyNiHb BeMokTyBaHHs GSK 1265744
MOPIBHAHO 3 NpenapaToM Ui NMepopaibHOrO 3aCTOCYBAHHS Y BUIJIAI
pO34MHY JUis niepopanbHoro 3actocysants. AUC(0-o0), Cmax i C24 y
naasmi Oyiu B cepeaHbomy Ha 28%, 41% Ta 25% HWKYUMH NiC/s
npuioMy TabieTOK MOPIBHAHO 3 PO3YMHOM, a MeJiaHa tmax BiacTasaia
B | roa nicns po3uuHy 10 2.5 roa nicas npuiiomy tabiaeTok.

e [lpucyrnicts i 36inburyBana AUC(0-c0) i C24 GSK 1265744 na 15% i
He BruiMBasia Ha Cmax as TabneToBaHol (GOPMH MOPIBHAHO 3
tabneTkamu, sKi NpUiManu HaTieceplie.

e (SKI1265744 3aranom no0pe nepeHOCUBCS B LIbOMY JOCITIKEHHI
3n0poBuMH cyb'extamu. [1ia yac LBOrO AOCAIIZKEHHS HE NOBIAOMIIAIOCH
npo cepiosni nobiuni asuia, [1P 3/4 crynens, neranwHi sunaaku abo
BMNA/JKH BiMiHK BHachiaok [1P. Haituactiime nogigomasiocs npo
ronosui 60 Ta Hy0TY. JKOAHHX 3HAUYLIMX KIIHIKO-1a00paTopHHX,
JKMTTEBO Bax#UIMBHX MokaszHHUKIB abo nokaszuukie EKI He BiamiueHo.

3asBHHK (BJACHUK peecTpalliftHOro NOCBiT4eHH)

(mianuc)

Kapen I'peiirxep (Karen Grainger)
Biue-npe3uaent, KepiBHUK BIUTITY HOPMATHBHO-NIPABOBOIO PeryiiOBaHHS
BiiB Xenckep (ViiV Healthcare)

{Hopﬂt)or: donosneno nosum dooamxom 30 32iono 3 Hakasom MO3 V; kpainu Ne 1528 gio 27.06.2019 }

IMepeknan BukoHag:

MeHemxep 3 peryJISTOPHUX NUTaHbL Ta peecTpauii
TOB I'nakcoCmiTKnsiin bapmacetoTikanc Ykpaina
Mapunsako Jlroamuna



Clinical Trial Report -2
Study ID-201741

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

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

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

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

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Harmire Road, Barnard Castle, DL.12 8DT

Sterilization (Gamma irradiation of the drug substance and drug
product)

Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)
Zoning Industriel, Avenue de I’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'yes no ifno, please justify

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

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

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

A Phase 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:

30 mg sodium salt tablet formulations (2 micronized and 2
unmicronized) compared to a tablet of the current sodium salt

» To evaluate the relative bioavailability of 4 new cabotegravir (CAB)




formulation in the fasted state.
Secondary:

e 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.

e 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 API.




Cohort | Subjects Treatment periods Follow-up

Cohort 1 N=18 an aay
Screening
period

Wash-out Viash-out
Period 1 Atleast Period 2 At least Petiod 3
14 days 14 days

14 dzys after
last dose

Cohatt2 [ N=18

Cohort 11Sequences 1-6
Treatment A = CAB 30 mg current formulation, reference
Treatment B = CAB 30 mg new formulation 500M, 500 mg core tablet weight, mictonized drug substance
Treatment C = CAB 30 mq new formulation 500U, 500 mg core fablet weight, unmicronized drug sebstance
Cohort 2/Sequences 7-12
Treatment A= CAR 30 mg current formulabion, reference
Treatment D = CAB 30 mg nevw formulation 850M, 650 mg core tablet weight, micronized drug substance
Treatment © = CAD 30 myg new formulation 8501, 650 mg core tablet waight, unmicronized drug sutstance

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 e CAB 500M, micronized, film coated tablet, weight of 515 mg,

strength 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.

o 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 zere
(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-c0)
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), %0AUCex, 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

fulfilled

Number of Subjects CAB CAB CAB CAB CAB | Overall
Omg | 30mg | 30mg | 30mg | 30mg
(800M) | (500M) | (500U) | (650MM) | (6E0U)

Number of subjects planned [N] 36 18 18 18 18 36
Number of subjects 36 19 18 18 18 37
randomized [N
Number of subjects included in 36 19 18 18 18 37
All subjects (safely) population | (100) {100) (100) {100) (100 (100)
fn (%]
Number of subjects includedin 36 19 18 18 18 37
PK Concentration popufafion[n | (100) {100} (100) (100) (100) {(100)
()l
Number of subjects included in 36 19 18 18 18 3
PK Parameter population [n (100) (100) {100) (100) {(1c0) {100)
(%))
Numbsr of subjects included in 38 18 (35) 18 18 18 36 (97)
PK Summary population [n (%)] | {100) {100} (100) (100)
Number of subjects completed 36 18 (89) 18 18 18 36 (97)
as planned [n (%)] {100) {100 (100 {100)
Number of subjects withdrawn 0 1(5) 0 0 0 1(3)
(any reason) [n {%)]
Reasons for subject withdrawal
[n (%4)]

Other-Eligibility criteria not 0 1) 0 0 0 1(3)




Subject Disposition and Demographics
Demographics CAB CAB CAB CAB CAB | Overall
30mg | 30mg | 30mg | 30mg | 30mg
(800K} | (SO0M) | (500U) | (650M) | (650L)
N=36 | N=19 N=18 N=18 N=18 N=37
Age in Yeara [Mean (SD)] 320 316 308 332 32 324
~{943) 10.09) (9.65) (9.32) (8.32) {9.62)
Sex [n (%))
Female 9(25) 8 {42} 7 (39) 2{11) 2{11) 10(20)
Male 27(75) | 11{58) | 11(61) | 16(89) | 16(89) | 27(73)
BMI (kg/m?) [Mean {SD)] 2608 | 2575 | 2568 | 2648 | 2648 | 2610
(3.279) | (2.785) | {285} | (3.697} | (3.657) | (3.236)
Height (cm) [Mean (SD)] 17439 | 17236 | 17264 | 17614 | 17614 | 17420
A (8.816) [ (9.361) | (9.550) | (7.88e) | (7.836) | {B.771)
Weight (kg) [Mean (SD)] 7346 | 7666 | 7674 | 8218 | 8218 [ 79.35
{12.471) | (11.726) { {12.067) | (12.610) ; (12.610) | (12.315)
Ethnicity [n (%)]
Hispanic or Lafino 2(6) 1(5) 1 (6) 1(6) 1{6) 2 (5)
Not Hispanic or Latino 04 | 18(95) | 17(84) | 17(94) | 17{84) | 35(85)
Race [n {%)]
African American/African 20056 | 7@0 | 7039 | 13¢72) | 1372 | 20659
Hertage
White — 16(44) | 12(63) | 11(61) | 5(28) | 5(28) | 17(48)
White/Caucasian/European
Herilage

M=micronized, U=unmicronized

CAB 30 mg (800M) = CAB 30 mg currznt formulation, reference

CAB 30 mg (500M) = CAB 30 mg new formulation 3, 500 mg micronized
CARB 30 mg (600U) = CAB 30 mg new formulation 4, 500 mg unmicronized
CAB 30 mg (650M) = CAB 30 mg new formulation 5, 650 mg micronized
CAB 30 mg {650U) = CAB 30 mg new formulation 6, 650 mg unmicronized




20. Pharmacokinetic results

Summary of Selected Plasma CAB Pharmaccldnetic Parameters Following Single

Dose Administration

Treatment AUC(0m) | AUCHA) Crmax. C24 tmaxt uz

| drpgmt) | (epgmt) | uomt) | uoml) | 00 | g
' A- Cohortt: 131 124 335 151 24 %253;
CABI0mg (800M) [  £33) 30} 24) {25) 05-60) | [4%
{n=18) (12,454 | (07,143 | Ro83ze | pas 17y | 05-80 [43‘51'
B: Cohortt: s | 12 34 158 300 o
CAB30mg {500M) {26) {24) {21) {20) (1.0-4.0} [ﬁ i
{n=18) [119, 154] [114, 144) [3.10, 3.80] [1.43,1.74] v 432]'
Gz Cohort1: 106 101 285 124 2 00 364
CAB30mg {500U) | @7) {27) (29) %) | (10-40 329
{n=18) [827,121] | 885,118 | [230,3.08] | [Lig141) | T ) 551:3]’
A: Cohort2: 12 135 348 165 201 o
CAB30mg {800n) | @5) {25) (29) (28) (0.5- 6.0 [:(ssai
(I'I=18j [126, 160] [12D, 152]. [3.01, 4.01] [1.45,1.87] 5-60) 40_'9]'
D: Cohort2: 129 123 315 149 2.01 ﬁﬁ
CAB30mg (650) {26) {28) (20 {7) (05-60) | [350
(n=18) (13,1471 | [108,149] | (276,359 |p3eray| YO 01
E: Cohort2: 106 101 280 112 200 ?,Bj;
'CAB0mg (650U) [ ©33) (33) 138) (49) (05-40) | [354
(n=18) 004,125 | (884,198 | f218,309 | (o.sg,tary | 2o e
A-Combined: 137 129 34 1.58 201 i,a ,'3?
CAB30mg (8008} | 29) 27 (26) (28) 05-60) | [266
(n=36) [124, 150] [118, 132] {3.133.73) 1.45172] (05-6.0) [“ '3]'

3. geometric mean {3CVb) [95% Cll

b. median (range)

CAB 30 mg {B0OM) = CAB 30 mp current formulation, reference

CAB 30 mg {500M) = CAR 30 my new feemulation 3, S00 mg micronized
CAB 30 mg (500U) = CAB 30 mg hew fermulation 4; 500 myg unmicronized
CAB 30 mg {650M) = CAB 30 mg new formulation 5, 650 mg micronized
CAB 30 mg [650U) = CAB 30 mg new formulation 8, 650 myg unmicronized




Plasma CAB PK Treatment Comparison

Plasma PK Ratio of GLS Means (90% CI}
Parameter | B30mg (5000 | CAB30mg (500U] | CAB30mg (650 | CAB30mg [6500]
V5. VS, ¥5. ¥5,
CAB30mg (800M) | CAB30mg (800M) | CAB30mg(8001Y | CAB3Gmg (800M)
{N=18) N=18) (N=18) ~18)
AUC{0-o0) 103 0809 0.908 0747
ihrpgml) | 0931, 145] [0.729, 0.897] [0.793, 1.040] [0.653, 0.855]
AUC(0- 104 0814 091 0749
ihrpgmt) | 10934, 145] (0735, 0.803] [0.796, 1.04] (0,655, 0.856]
Cmax 103 0.791 0905 074
| {ugiml) po18 115 | o708, 0.884) [0.781, 1.05] [0.644, 0.866]
c4 1.04 0.623 0.908 068
{ugiml) [0.937, 1.16] [0.739,0.917) [0.762, 1.08] [.571,0.809)
172 0983 0942 0570 0584
() [0.931, 1.040] [0.892, 0.585] [0.938, 1.00] [0.851, 1.02]

M=micronzed, U=unmicronized

CAB 30 mg (600M) = CAB 30 mg current formulation, eefesence

CAB 30 mg {500M) = CAB 30 mg new formulafion 3, 500 mg mictonized
CAB 30 mg {500U) = CAB 30 mg rewr formulaton 4, 500 mg unmicronized
CAB 20 mg (650M) = CAB 30 mg new formulation 5, 830 mg micronized
CAB 20 mg (850U) = CAB 30 mg revi formulaton 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, relative 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
GSK 12657448 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

30mg 0 mg 30mg 30mg | 3I0mg
Preferred Term (800) | (S00M) | (500U) | {650 | (650L)

N=36 N=19 N=18 N=18 N=18 N=37

n (%) n%) n (%) n (%) n (%) n (%)
Any AE 4(11) 3 {16) 3(1N 1 (6) 0 9 (24)
Any AE related to 0 0 0 0 0 0
investiqational product
Upper respitatory tract 0 1(5) 0 1{6) 0 2(9)
infecfion
Qiifis media 13 0 0 0 1] 1(3)
Viral infection 0 1(8) 0 0 0 1(3)
Headache 13) 1(5) 0 0 0 1(3)
Paraesthesia 1(3) 0 ] 0 0 1(3)
Tympanic membrane 1(3) 0 0 0 0 1(3})
hyperaemia
Eyelid oedema 0 0 1 {6) 0 0 1)
Vessel punciure site pain 13 0 1] 0 1] 1(3)
Meutrophil count decressed 1(3) 0 0 0 0 13}
Decreased appeiite 0 0 16 0 0 1(3)
Dermatifis 0 0 1(6) 0 Q 1031
Haematoma 0 1 {5} 0 0 0 131

M=micronized, U=unmicronized

CAB 30 my (B0OM) = CAB 30 my current formulation, reference

CAB 30 mg {500M1) = CAB 30 mg new formulation 3, 500 mg micronized
CAB 30 mg (500U} = CAB 30 mg new formulafon 4, 500 mg unmicronized
CAB 30 mg (690M) = CAB 30 mg new farmulation 5, 650 mg micronized
CARB 30 mg (650U) = CAB 30 mg new formulation 8, 650 mg unmicronized




INo consistent, treatment-related or clinically significant changes in
ﬁz;ematology, or clinical chemistry results were observed during this study.
o 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)

e 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.

o 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)

o Gu

(signature) h

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 knixivne BANpOGYBaHs - 2

Hocrigmensns ID-201741

TIOCBIAYCHHS)

1. HasBa nikapcekoro 3acoby (2a HasBHOCT] - HOMEp peecTpauiiHoro

AIIPETIO[, cycniensis ans in'exniii [IPONIOHroBaHol aii, 200 Mr/v

2. 3a4BHHK

BiiB Xenckep IOK JTimiten

3. BupobHuk

BrpoGuanreo sepozdacosanoro MPOAYKTY, MePBHHHE TA BTOPHHHE NAKYBAHHS,
KOUTPO.IL SIKOCTI rOTOBOrO MPOAYKTY, BHRYCK cepii

I"nakco Onepeitirue IOK Jlimiten, wo sefe aisapHicTs sk [inakco Besutkom Onepeitiuse /
Glaxo Operations UK Ltd (trading as GlaxoWellcome Operations)

Xapwmip Poyn, Baprapa Kact, DL12 $DT/ Harmire Road, Barnard Castle, DL12 8DT,
Benuka Bpuranis

Crepnnizauis (ramma-onpominenna A®I ta rotororo OPOAYKTY)

Crepirenixc Benbris (Gasopyc) CA (Cotepa Xenc Kamnani) / Sterigenics Belgium
(Fleurus) SA (A Sotera Health Company)

3oHinr Innactpiens, Aeenio e 1’Ecnepanc, ®asopyc, 6220 / Zoning Industriel, Avenue de
I’Espérance Fleurus, 6220

Benbris

4. Tlposeaexi qocnimkeHns:

v Tak Hi, KO Hi, 06rpyHTYiiTE

1) tin nikapcekoro 3acoby, 3a sxum TIPOBOIMAACA a0 rnaHyerbes
peecTpauis

Jlikapcbkuit 3aci6 32 noeHuM gocke (aBTOHOMHKE noChE), iHLIHI nixapcbkuii 3aci6, HoRa
N1i104a peuoBHHA.

3. ToeHa Hassa kIiHIMHOTC BUNPOBYBAHHS, KOIOBAHHI HOMEp
KNIHIYHOrO BUIIpODYBaHHA

OxnoueHTpoBe, paugomizoane, BiIKPHTE, MepexpecHe HOCIiIKEHHS tazu 1 ana oninku
BinHOCHOT GiopocTynHocTi npenaparis-kananaaris 111 $azn y popmi Tabnetox y 3n0posHx
LIOpOCITHX ¢y6'ekis, aochimxerHs 20174 |

6. Daza KiHiYHOTO BUNPOBYBaHHs Daza |
7. Ilepion knixiudoro BunpoGyBanus 3 [10 Gepesns 2015] — [05 uepeis 2015]
8. Kpainuu, B sikux nposoaunocs kminiyne BHITPOOYBaHHA CILA

9. Kinskicts nocnimiysanux

3annanorano: 36
DaxkTHuHO: 37

10. Meta Ta BropunHi wini xniniunoro BHITPOOYBaHHs

Hepsunni:

*  Ouinntu BigHOCHY 6i0R0CTYIHICTS 4 HOBHX thopm TabreTok KaboTerparipy ( CAB) 30
Mr HaTpi€Bol coni (2 MikpoHizoBaHi Ta 2 HEMIKPOHI30BaHI) MOPIBHAHO 3 TAGNETKOWO
noTo4HOT PopMH HarTpiesol coni HaTLiecepile.




TOPHHHI:

®  Ouinuty BinHOCHY GioocTymHicTs 4 HOBMX ¢opm Tabnerok Hatpieroi coni CAB 30 mr
(2 mixponizopani Ta 2 HEMIKPOH{30BaH() NOPIBHAHO 3 TABNETKOK [IOTOUHOT popmu
HATPIeBOT coni HaTIecepLe.

*  Ouinurty Gesnexy Ta nepeHOCHMICTS CAB, wo BBOAUTECA Y BUrNIAL pazosoi nozu 30 Mr
KaHAMAATIB ¥y dasi [1] Ta noTouynoro npenapaty HaTpieBol colii HaTLuecepHe.

11. Muzaitn kniniusoro sunpoGyeasus

Lle 6yno oxHouentpoze, PaHIOMI30BaHe, BiIKpHTE, 1BOKOTOpTHE, TPHUCTOPOHHE MepexpecHe
IOCTIJDKEHHS 33 YHaCTIO 3/I0POBHX JJOPOCITHX #06pOBONBLIR A7 OLIHKY NEPOpaTEHOT
GionocrynHocTi 4 HoBUX npenaparis CAB nopignsno 3 pedepeHTHO TabneTkoio HaTpieBOl
coni CAB 3 Macoro sapa 800 mr, mo BHKODHCTOBYBANACH B AOCIIIDKEHHAX (asu 2b.
Tpuauars wicts cy6'exris Gymn paHIOMI30BaHI B OAHY 3 6 NOCHINOBHOCTE!H Y KOMHIH 3 2
KOropT; cy6'eKTH B Koropri | (n=18) OTpHMYBANH NOTO4HMH pedrepenTHRIt npemapar (Maca
anpa tabnetky 800 mr), npenapar 3 Macoro anpa rabnetkn 500 Mr 3 MikpoHizoBaHuM
AKTHBHUM (apMaueBTHUHUM iHTpesicHTOM ('API) Ta vemikpouizoannm API, a cy0'ekTy B
Koropti 2 (n=18) oTpumyBanu notounuii pedepenTHII npenapar, npenapar 3 Macoro aapa
rabneTku 650 Mr 3 MikpoHizoeanum API | HeMIKpOHi3oBaHKM APL

Mopanswe
Koropra | Yuachuuu Nepiogn Rikyeanus CNOCTepeXeHHn
Korapra 1 N=1g | 30-netemia Bummpe- Bumupa-
nepiog hesion LU,:::& Nepio U—!:::ﬁ fenion 3 14 aMib riicna
i epio - - | Repio, ,
Koropra 2 N=18 CPURIHry ploA venwe | B 2 MeHE ploa OCTaHHLO! 030
14 nHie 14 puis

Koropra 1iMacnigosnocti 1-6

Tlikyeanrs A = CAB 30 ur, riotouna dopmaus, pedepetHa

Nixysanns B = CAB 30 Mr uosa peuentypa 500M, maca aapa Tabnetky 500 mr MIKpOHi3OBaHa NikapeLka
peyoenHa

Nikyeanua C = CAB 30 mr Hopa petentypa 500U, maca anpa taSretxr 500 mr HEMIKPOHI30BAHA NikapcLka
peyoBuHa

Keropra 2fMecnigoaxocti 7-12

IMigysanwa A = CAB 30 mr, noTouna thopmavis, peheperTra

Tikysaknna O = CAB 30 mr Hosa peLenTypa 650M, maca sapa Tadnern 650 mr, MikpOHIAOBaHA Nixapcuxa
PEYOBHHE

TNixysanna € = CAB 30 mr Hosa peuentypa 650U, maca appa Tabnerxu, 500 mr HEMIKDOHI30B2HA MiKapChka
PEMOBKHA

Cy0'eKTH NPOXOaKNM CKPUHIHTOBMI BI3UT nporarom 30 aui nicns npuitoMy nepruoi go3u

NOC/IPKYBAHOTO Npenapary, 3 nepioAis AikyBaHHS Ta nepiogy crocTepexerus. Bei




fIpErapaTH BBOAMITH Y BUITIAA] onHopasosol no3u 30 mr CAB HaTINECeplE 3 HONaNbIITHM
] 4-neHHUM BUMMBaHHSIM.

Y4acTh y ubOMy nOCHiKeHH] TpuBana 12 TioxHiB (sanpuxnap, 30-neHHui CKPHUHIHTOBHIL
nepion, 3 nepioau nixysanns, 14-nerne NPOMHMBAHHS MK f03aMu, 7-14-neHuuii nepion
CTIOCTEPEXKEHHS).

12. OcHoBHI KpuTepii BKAIOYEHHS

Y mocniienni Gpaiy yHacTb 30POBi YOMOBIKH Ta HKIHKH BIKOM Bin 18 1o 65 pokis
BKJTIOYHO, 3 MacoI0 Tina >50 xr Ta iHuexkcoM Macy Tina (IMT) y mexax 18,5-31,0 kr/m2
(BKIIIOYHO).

13. NocnimsysaHuif fixapcekuii 3aci6, crioci6 3aCTOCYBaHHA, cHIa miT

* CAB 500M, mixponizosana TabNeTKa, BKPHTA [LUTiBKOROIO oBonotkoro, Barow 515
MT, I03yBaHH: 30 Mr, JUIA IEPOPATIBHOTO 3aCTOCYBAHHS,

* CAB 500U, nemikponizosana TabneTka, BKPUTA ILTIBKOROIO 000N0OHKO, Barow 515
M, 103yBaHHA 30 Mr, Ans nepopansHoro 3aCTOCYRAHHSL.

* CAB 650M, mixpoHizoBana TabneTka, BKPHTA MITiBKOBOKO 000NOHKOI0, Barow 670
MT, I03YBaHHs 30 MT, A1 NEPOPANILHOTO 33CTOCYBAHH.

¢ CAB 650U, Hemikponizosana TaGnerxa, BKPHTA IUTIBKOBOIO 0BONOHKOIO, Baroto 670
M, 103yBaHHs 30 mr, 1115 nepopanbHOro 34CTOCYBAHHS.

14. [penapar nopisuanns, noza, cnoci6 3aCTOCYBAHHA, CHIA Niil

CAB Harpito (pedepent), Tabnety, BKPHTI I1iBKOBOIO 060N0HKOI0, Barowo 824 MT,
103yBaHHS 30 MT, 171 NepOpaJIbHOIO 3aCTOCYBAHHS.

15. CynyTHs Tepanis

[lo3goneHi npenaparu: Aueraminoden y nosi <2 r/nody 6yno g03oneHo 3aCTOCOBYBATH B
Byab-sKHii Yac mpoTarom goctimxeHns. [Hiui CYMYTHI JlikapchKi 3ac06H po3risaanucs &
KOKHOMY KOHKPETHOMY BUITANKY AOCAIAHHMKOM nicis koHcyabTauii 3 GSK Medical Monitor
(3a HeobXigHOCTI).

16. Kpurepii ouinku edextusHocTi

EdextuBHiCTL He OUiHIOBaNACH B UBOMY NOCSIIKECHHI.

[lepBunHa kiHuesa Touka PK ermoyana TIOLLY MiA KPHBOK «KOHLIEHTPALS-4acH Y nIasmi
KPOBi Bif Hyns (N0 f03m), EKCTPANOMBOBAHY N0 HECKIHYCHHOTO Yacy (AUC[0-c0]), nnoy
Mij KPHBOIO "KOHUEHTpaLis-yac" Bin HyJ1A (10 1034 IO OCTAHHROTO Yacy KLIBKICHO
BUMIpIOBaHOT KOHLIEHTpaLLT y cy6'exra NpH BCIX BHAAX JTiKyBaHHa (AUC [0-tD,
MaKCHMANIBHY ClOCTepeXyBary KoHueHTpauio (Cmax) ta KOHUEHTpaLi1o depes 24 roguun
nicas npuiomy mo3u (C24),

Bropunna kinuesa Touka PK sxmtouana KiHLIEBHi MTepion HaniBBuBenenns CAB 3 rasmu (t
¥2), 4ac 3aTPHMKH 10 CIOCTEPEKEHHS KoHuenTpauil npenapaty B 3pasky MarpHIi (tlag), uac
nociaraends Cmax (tmax), rincorox AUC(0-c0), OTPHMAaHUH LUUIAXOM eKCTPAIOMALT
(YeAUCex), momnty nig kpusoto "KoHueHTpaUis-yac" Bin Hyns 10 72 roguH mcas [puiiomy
o3 (AUC [0-72]), uac ocTanHboi BUMIptOBaHOT KOHUEHTpauil (tlast) Ta ysasHuit kiipenc




nmicng repopansHoro npuitomy (CL/F).

17. Kpurepii ouinku 6esneku

[lapameTpu Gesnexu Ta nepesocHMocTi BITIOUanN Hebaxaxi SIBHIIIA, CYITYTHIH NpHiiom

nikie, KTiHiYHi 1aGopaTopui aHanisy, enexrpokapaiorpamy (EKT) Ta ouinky sxutrero
BROK/TUBHX NOKa3HHKIB.

18. CratueTuuni Mmetoqu

He suBuanacs sonua popmaibHa rinoresa.

AHaniz besnexu:

Hani 3 Oe3ntexn Oynu npencraeneni B TabnuHomy Ta/abo rpagiuHomy dopmari Ta

[y3aranbHeHi B OIUCOBIH diopMi BixmoBinHO 10 cranpaprie [uterporanoi 6i6nioTeku
cravpapris xaHux GSK (IDSL).

DapmakoKineTHuHI aHai3u:

KonuenTpauifino-vacosi aani CAB y nnaswmi KPOBI aHAN3YBallH HEKOMNAPTMEHTHUMH
METOAamMu 3a onomoroto nporpamu WinNonlin (Phoenix) 6.3. Pospaxynku 6asysanucy na
dakTuuHoMy gaci subipku, sadikcopaHoMy nig uac gocnimkenns. Ha ocHosi naHux
BANEKHOCTI KKOHUEHTPALS-4acy y Ia3Mi KPOBI BU3HAYANM TaKi dapmakokineTHyHi
NapamMeTpH, HACKINLKH Lie 03BOMANM fIaHi: MI0La mif KPUBOIO "KOHUEHTpalis-dac" y
nnasmi kposi [AUC(0-00), AUC(0-72) Ta AUC(0- t)], Cmax, C24, yssuuii t1/2, tnar, yac no
Cmax (tmax), %AUCex, tlast Ta CL/F.

19. llemorpadiuni nokasnuxu nocnimwkysasol nonyJauii (cTars, Bik,
paca Tol1o)

3aranom y AecnimKeHH] B3amu yuacts 37 ocib, 36 3 9KHX 3aBEPLIMIIM BCi Mepioau
NiKyBaHHSA, 2 OJHH yYaCHHK BUILIOB 3 MOCTI IKEHHS JOCTPOKOBO. BinbuicTs pecnonaeHTis
Oynu apoamepHKaHebKOTro MOXOMKEHHs / apHKaHCBKOTO NOX0mKeHHs (54%), a He
ICIAHOMOBHMMH / NIaTHHOAMEPHKAHLIAMH (95%) i uonosikamu (73%). Cepenniii Bik
cranoBuB 32,4 poky (SD: 9,62; niamazou: Bin 19 1o 57 pokiB).

Temorpadiani moxasuuk:

fiucnozuuia cyG'ckTia Ta gemorpaivHi moKazHMKN ]

KinbkicTb yuachukis CAB CAB CAB CAB CAB 3aranom
30mr 30 mr 30 mr 0mr | 30mr
(800MY) | (500M) | (s00U) | (650M) | (650U)

Kinbicts 3annaHoBaHux 36 18 18 18 18 36
yuacHuxis [N]
Kinskictt paHnomisoaaHux 36 19 18 18 18 7
yqacHukis [N]
Kinekicts cy6'exria, Brmovetux 36 19 18 18 18 37

R0 nonynauii «Bei cy6'exm {100) {100) {100) (100 (100) {100)




(Geaneka)s [n (%)]
Kinexictb ocif, sKmoueHix go 36 19 {100) 18 18 18 (100) 7
nonynail koHLeHTpauit PK [n (100) (100) (100) {100)
()]
KinbticTs focnimpxysanumx, 36 19 18 18 18 37
BRIION4EHIX £O nanynauii PK {100 {100) {100) {(100) (100) {100)
[apametp [n (%))
KinkticT cyf'ekria, BrnKveHIX 36 18 18 18 18 36
[0 aaranbHot nonynsuii PK [n (100} (95) {100} {100) {100) 97
(%))
KinbkicTs Tel, 3aBeplueHiX 35 18 18 18 18 36
BiANoBioHO Ao nnany [n (%)) {100) (99) (100) (100) {100} (97)
KinukicTe focnipxysamx, sk 0 1{5) 0 0 0 1(3)
sigMoBunucs Bin yuacTi (Byae-
fKa NpuduHa) [n (%))
Mpuiiu BigMoBM Bin yuacti y
gocnimxenti n (%))
IHWe - He BIKOHAHD KpuTepiT 0 1{5) 0 0 0 1(3)
NPUAHATHOCT
Auncrosunin cy6'exrie Ta nemorpaihiuni nokazHuim
Aemorpadviani gani CAB CAB CAB CAB CAB 3aranom
30mr 30 mr Hwr 30 mr 30mr A
(6ooM) | (s00M) | (S00U) | (e50M) | (650U)
N=36 N =19 N=18 N=13 N=18 N=37
Bix y pokax [CepenHe 32,0 36 308 332 33,2 324
3HauerHn (S0)] 9.43) {10,09) {9.65) (9,32) {9.32) (9,62)
Crats [n (%)]
XiHoya 9(25) 8(42) 7(39) 2(11) 2(11) 10(27)
Yonoeiva 27 (75) 11(58) 11(61) 1689} 16(89) 27(73)
BMI (kr/m?) [Cepente 26,08 25,75 2568 26,48 26,48 26,10
3HaueHHs {SD)] (3,279 (2,785) (2,851) (3,697) {3.697) {3,236)
3picr (cm) [Cepanme 174,39 172,36 172,64 176,14 176,14 174,20
3HaqeHHs (SDY (8,816) {9,361) {9.550) (7,896) (7.896) (8,771)
Maca Tina (k1) [Cepenre 79,46 76,66 76,74 82,18 82,18 79,35
3Havents (SD)] (12471) | (11,726) | (12061) | (12,610) | (12,610) (12,315)
ETHiyHa npuHanesxHicTs [ n
%))
faTnHoamepukanLj abo 2(6) 1(5) 1(6) 1(6) 1(6) 2(5)
NaTMHOZMEpHKaHL]
He icrakomosHi ui 34 (94) 18(95) 17(%4) 17(94) 17(94) 35(95)
NaTMHOaMEPUKaHLY -
Paca [n (%)]
Adpe- 20 (56) 7(37) 7(39) 13(72) 13(72) 20 (54)
aMEpHKaHCHKoro/athpukan




CHKOrQ NOXOmHEHHA

BinoLwuxipi - 16 (44) 12(63) 11 (61) 5(28) 5(28) 17 (46)
Binowxipifesponeficekoro
NOXOMKERHA

M=mikpoHizosarui, U=HeMikpoHizosaHwi

CAB 30 mr (800M) = CAB 30 mr notouHa peuentypa, pedepeHc

CAB 30 mr (500M) = CAB 30 mr Hosa hopmyna 3,500 mr MikpoHizosaHa
CAB 30 mr (500 Off) = CAB 30 mr Hoswid ckrian 4 500 M HeMIKpOHIZ0BaHMI
CAB 30 mr (650M) = CAB 30 mr Hosa cpopmyna 5,650 mMr Mikponizosara
CAB 30 wmr (650 O) = CAB 30 Mr noswii cxnapg 6,650 Mr HeMikpoHizosaHuii

20. Pesynbratn edexrnsHoCTI

Pesrome okpemnx ¢gapmaxorineTnunnx napamerpis CAB y naasmi kposi nican
NpHiioMY OAHOPA30BOI A03H

AUC{0-=) | AUC(0-) Cmax c2d tma® | 112

NikysaHHs {rog*Mkr/mn | (roa*mkrimn

. ) ) {MKrinn) (mgrimn) (ron) (roa)
A: Koroprat: 131 124 335 151 - ?33}
CAB3ONr (B00M) |  (33) (30) (24) @) | 0as0 | oas
(n=18) (12154 | oy | pss3ze |nas oy | 0000 | B
B: Koroprat: 135 128 343 1,58 300(1,0- ?g' 4;'
CAB3Owr (500M) | (26) (24) 21) (20) %07 |
(n=18) [119154) | [14144] | (3.10380] |(1.43.174| & il
C: Koroprai: 106 101 265 1,24 200 ?53?
CAB30mg (500U) |  (27) (27) ) @ | a0 | 529
(n=18) 27, 121) | 8518 | 230308 | o dan | 140 | BB
A: Cohort2: 142 135 3,48 165 201 ?182?
CAB30Mr (800M) |  (25) (25 @B | @18 | 020 | fed
(n=18) (126160] | 120152 401] 187] o000 | L
D: Cohort2: 129 123 315 149 501 f;" &?
CAB30Mr(650M) |  (26) | (26)[108, 27) @ | oaeo | ped
(n=18) [113 147] 140] 276359 | 471 200 | o
E: Cohort2: 106 101 260 1,42 - ?f;))
CAB30Mr {6500) (33) (33) (36) 9 | oiro | pod
(n=18) 04,125 | Be1, 119 | 219309 | pao,1an | OO | Bos
A:
uttwosanc | o | o | gy | gy | 20| e
o (124150 | (118142] | 337y | pasizy | ©589 | Targ

2. cepenue reomerpute (%CVD) [95% Cl)




b. Meniana (gianasoH)

CAB 30 mr (800M) = CAB 30 Mr rioTouHa peuentypa, pedepeHc

CAB 30 mr (500M) = CAB 30 mr koea Gropmyna 3,500 mr MikpOHi30BaHa
CAB 30 mr (500 U) = CAB 30 Mr Hoswii cknag 4, 500 Mr HemiKpoHi3oBaHKI
CAB 30 mr (650M) = CAB 30 mr Hosa chopmyna 5,650 mr MiKpOHizoBaHa
CAB 30 mr (650 U) = CAB 30 mr HoBuiA ckniag 6,650 M HeMIKpOHI30BaHMit

Hopisusuns gikyBanus miazmoro CAB PK

Plasma PK CnieBigHoWmeHHA cepeHix 3HaYSHDL y3aranobHeHuM MeTOOM HalMeHLKUX
fapametp keafparie (90 % Ci)
CAB30Mr CAB30mr (500U) | CAB30mr (650M) | CAB30Mr (650U))
{500R) npoty npoTH nporu
npotu CAB30wmr (800M) | CAB30Mr (800M) | CAB30Mr (800M)
CAB30Mr (N=18) (N=18) {N=18)
{800M)
(N=18)
AUC(0-=) 1,03 0809 0,908 0,747
(roa*mkrivn) | [0,931,1, 15] 10,729,0, 897 [0,793,1, 040] [0,653,0, 855
AUC(0-1) 1,04 0,814 0,91 0,749
{rog*mkrivn) | [0,934,1, 15] [0,735,0, 803 [0,796,1, 04] [0,655,0, 856]
Cmax 1,03 0,791 0,905 0,747
{mMxrimn) [0,918,1, 15] [0,708 0,884] [0,781,1, 05] [0,644,0, 866
C24 1,04 0,823 0,908 0,68
{MKrivn) [0,937,1, 6] [0,739,0, 917 [0,762,1, 08] [0,571,0, 809
/2 0,983 0,942 0,970 0,984
rog) [0,931,1, 040] [0,892,0, 995] [0,938,1, 00) [0,951,1,02)

CAB 30 mr

M=MikpoHizosaHuit, U=HeMikpoHisopaHui

CAB 30 mr (800M) = CAB 30 mr noTouna peuenTypa, pedepenc

CAB 30 mr (500M) = CAB 30 mr Hosa thopmyna 3,500 mr MiKpOHI30BaHE
(500 U) = CAB 30 mr Hoswit cknan 4, 500 Mr HeMIKpOHi30BaHMii

CAB 30 mr (650M) = CAB 30 mr Hoea thopmynia 5,650 mr MiKpOHiZOBaHa

CAB 30 mr (650 U) = CAB 30 mr Hoew#i cknag 6,650 mr HEMIKPOHI30BaHWA

Mixponizosauii npenapar 500 mMr 6ys GioekBiBaleHTHUM pediepeHTHOMY fIpenapary.
Excnosuuis nicis sactocysanHs MikpoHizoBaHol (hopmu 650 mr Gyna 3HiDKeHa Ha 9%
MOpiBHAHO 3 pedepenTHoro hopmoro. Excnosuuif micis 3aCTOCYBAHHA HEMiIKPOHI30BaHHX
npenaparis 500 Mr ta 650 Mr Gyin 3Hmbkeni Ha 18-21% Ta 25-32%, BignosinHo, nopipuaAHO
3 pedepenTHIM npenapatoM. OYeBHMHA TepMiHaIbHA ¢asa t1/2 6yna noniGHow Mix
(penapatamu, Lo CBIAYHTD MPO Te, 1O BIAMIHHOCTI B €KCTIOIHIIIT A1 JOCHI Ky BaAHHX
Npenaparis 3yMOBIeH] BIAMIHHOCTAMH B BCMOKTYBaHHI, a He B entiMiHanii. MikpoHizosanuit




€CTOBHH Npernapar 3 Macoro sinpa 500 Mr 6ye 6ioekpiBaneHTHHM pedepeHTHOMY
npenapary.

Takum uuHOM, 06uaBa TecTOBUX Mpeliapaty, BUTOTOBNEH! 3 MIKPOHI30BAHOIO JIIKAPCHKOIO
PEHOBHHOIO, BIAMOBIIANH NONEPENHBO BCTAHORICHHM KpuTepiam npuitnatHocti. Xogew 3
TECTOBUX IMPETIapaTiB, BUTOTOBIECHHX 3 HEMIKPOHI30BAHOT NiKapceKol peYoBHHH, He
BiINOBifaR KpuTepiaM npuimaTHOCTL. OCKiNbKY ATs 3PYYHOCTI 3aCTOCYBaHH: OaKaHO MaTH
MCHLUITY TaGRETKY, /U1 Ilepexody A0 hasu 3 JocnimkeH s 6yno obpaHo npenapar 3 Macow
aapa 500 Mr, wo MicTHTH MikpoHizoBaHy cyGeranuito GSK 1265744B.

21. Pesynbratu 6e3nexy

Y nocnimxenHi ne 6yno sapeecTpoBaHo 3xoHOTO BHUNIA[IKY CMEPTI, HOAHOIO CEPIOIHOTO
nobiuroro aeuina (CIIT) Ta soaHoT 3HAUHOT MOBi4HOT peakuii (TIP). Vci ITP 6ynu
cnabkumu 3a inTeHcusHicTio (lorac 1). Xozaua 3 TIP He 6yna nos'a3aua 3 rocaimKysaHM
npogykrom. Xonuoro gocmimkysaHoro ke 6yno Bumyueno uepes [1P. Ornsan [P
MpeAcTasieHo B TabAUL HiDkuye.

SaranbHuil nigcymMok mogo seix ¢y6'exrin 3 moGiuHnMu aBHIIaMu (Ge3neuna
nonyasnia):

ACAB | B:CAB | C:CAB [ D:CAB | E:CAB | 3aranom

0 mr 0mr 30mr 30 wmr 30 mr
Baxauuit Tepmin {800M) (500M) (500U) (650M) | (650L)

N=36 N=19 N=18 N=18 N =18 N=37

n (%) n (%) n (%) n (%) n (%) n (%)
Byao-sxa [P 4(11) 3{16) 30N 1(6) 0 9(24)
Bynb-nka P, nos'saaka 3 0 0 0 0 0 0
LOCHIAKYBaHUM NPOYKTOM
[Hiberuia Bepxnix 0 1(5) 0 1(6) 0 2(5)
AVXanbRKX WAxis
CepenHiil otur 1(3) 0 0 0 0 1(3)
BipycHa intexuia 0 1(5) 0 ] 0 1(3)
l'onosHuU# Ginb 1(3) 1(5) 0 0 0 1(3)
Mapacresia 1{3) 0 0 0 0 1(3)
lnepemin GapabatHol 1(3) 0 0 0 0 1(3)
NepPETHHKM
Habpsik noaik 0 0 1(6} 0 0 1(3)
Bink y MicL nyHrui cyuH 1(3) 0 0 0 0 1(3)
3MEHIIEHHR KINbKOCT] 1(3) 0 0 0 0 1(3)
HeiTpodinie
SHumeHHn anetuty a 0 1(6) ] 0 1{3)

epMaTUT 0 0 1(6) 0 0 1(3)

lemaroma 0 1(5) 0 0 0 1(3)

M=wikponizosanmi. U=nemikponisosaHui




CAB 30 mr (800M) = CAB 30 Mr noTouHa peyenTypa, pedepeHc

CAB 30 mr (500M) = CAB 30 mr Hosa chopmyna 3,500 Mr mikpoHisosaHa
CAB 30 mr (500 U) = CAB 30 mr Hosu# cknag 4, 500 Mr HemikpoHizosaHuii
CAB 30 mr (850M) = CAB 30 mr Hosa thopmyna 5,650 Mr MikpoxisosaHa
CAB 30 mr (650 U) = CAB 30 mr Hosu# ckniag 6,650 Mr HeMikpoHisoBaHui

[Tia 4ac ubOro A0C/IiDKEHHS He CIOCTEPIranocs CTiikuX, NoB'3aHuX 3 niKyBaHHsAM 200
KJIHIYHO 3HAYYLIMX 3MiH y reMaToNOrYHMX a0 KIiHIKO-XIMIYHKX nokasHukax. KiiHiubo
BHAYYILHMX 3MiH Y JKUTTEBO BaXUTMBHX MOKA3HUKAX 3 IUIHHOM Yacy He criocTepiranocs. B
oaxoro cyb'ekta 6y10 2 enizoau Gpaaukapaii, aki e Gyau 3apeectpoBani sk [1P i ve
BBKAIHCA TOCTITHUKOM KITHIMHO 3HAaYYIMMK. Y JI0CIIKEHHI He criocTepiranocs
KJIHIUHO 3HaYyIMX Biaxunens Ha EKT.

22. BHCHOBOK (3aKiIH04EHHS)

¢ Tecrosuii npenapar 3 Macoro sapa 500 M 3 BUKOPHCTAHHAM MIKPOHI30BaHOT
MIKAPCBKOT PEHOBMHH BUABHBCS O10EKBIBATEHTHHM pedepeHTHOMY npenapary i 6vs
BiniOpaHuii Juist niepexony 110 dasu 3 gocaiakeHs.

¢ CAB no0pe nepeHocuBcs micisi 0AHOPA3OBOrO NPUHOMY BCiX 4 HOBUX npenaparis
Ta pepepeHTHOro npenapary.

¢ JKoauux cmeprenshux Bunaakis abo sunazkie [1P BuseieHo He Oyno. XKoauoro
JOCHBKYBaHOTO He 6y10 BumyueHo yepes [1P.

¢ Vi [1P 6ynu nerkumi (1 knac) 3a inrencusuictio. Xoana 3 [P e Oyna nos's3aHa 3
JOCIKYBAHHM MPOYKTOM.

3asBHUK (BAACHHK PEECTPALLIHHOTO MOCBITUEHHS )

L

(nianuc)

Kapen I'pefitokep (Karen Grainger)

Biue-npesuaent, Kepisnuk Biginy HopMaTtueHO-npaBoBoro peryiroBaHHs
BiiB Xesnckep (ViiV Healthcare) _ ) - _ i
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Ilepexaax Bukonas:

MeHe/xep 3 peryIsTOpHUX MUTaHb Ta peectpail
TOB I'nakcoCmitKnsiin ®apmacstoTikanc Ykpaina
Mapunsko Jlrogmuna




Clinical Trial Report - 3
Study ID- LAI116585

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

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

2. Applicant

ViV Healthcare UK Limited

3. Manufacturer

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

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Harmire Road, Barnard Castle, DL12 8DT

Sterilization (Gamma irradiation of the drug substance and drug
product)

Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)
Zoning Industriel, Avenue de I’Espérance
Fleurus, 6220

Belgium

4. Studies conducted:

v'yes no ifno, please justify

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

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

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

A 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
0. Number of trial subjects planned: 18
actual: 18
10. Main purpose and secondary objectives of CT Primary:

acid capsule formulations compared to a tablet of the current sodium salt
formulation in the fasted state.

To evaluate the relative bioavailability of 2 new GSK 1265744 30 mg free




Secondary:

To assess the safety and tolerability of GSK 1265744 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 GSK1265744

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, mode of administration and
strength

Treatment Drug Dose/lForm/Route Frequency/Duration | Batch Number

A G8K1265744B | 30 mg/Tablet/Cral IOnm 122364804
sodium (Na) salt
as current
Formutation

B GSK1265744 30 mgfCapsule/Oral Qnce 122366919
free acid

nanomilled
Tormulation

c GSK1265744 20 mgfCapsule/Ozal Once 122366522
free acid

miceonized
formulation




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 Moumitor.

16. Criteria for evaluation efficacy/PK

Efficacy not evaluated in this study.

Primary:

e Plasma GSK 1265744 AUC(0-0), AUC(0-t), and Cmax.
Secondary:

e 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 GSK 1265744 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:

Nembrer of Subjects QOverall
Number of subfec!s planned. N 18
Number of subjects randomized, N: 18
Number of subjects included in All subjects (safety) gopulation, n (3%): 18 {100)
Number of sukects included in PK populaticn, n (%): 18 (100)
Number of subjecls completed as planned, n (%): 16 (100}
Number of subjects withdrawn (any reason), n (%) 0
Number of subects withdrawn for SAE, n (%5} 0
Number of subjects withdrawn for AE, n {%): 0
Demegraphics Overall
Age in Years, Mean (S0) 36.7{12.52)
Sex, n {%)

Femala: B{44)

Male: 10 (56)
BA (kg'm?), Mean {SD) 25.16 (2.387)
Heipht (em). Mean {SD) 16783 (7.189)
Y{eight (kg), Mean [SD) 71.06(9.835)
Ethnicity, n (%)

Hizpanic or Latino: 3{17

Nat Higpanic or Lating: 15 (83)
Race, n (%)

African American/African Heritage 6(33)

American Indian or Alaskan Native 1 {6}

White — White/Caucasian/European Henfzge 1161}

SAE=Seripus Adverse Event, SD = Standard Deviation

20. Pharmacokinetic results

The results of the statistical comparison of plasma PK parameters of all

analytes are presented in the tables below:




Summary of Selected Plasma GSK1265744 Pharmacekinetic Parameters Following

Single Dose Administration!
AHC(0-=) | AUC[@E Cmax tmax? c24 tir CLIF (L)
Treatmenl | o otml) | wontml) | ol | () (ugimL) ()
174 163 424 198 399 017
Na Salt 200
[153,126] | §145,183] | [3.86,467] [178,2.21) | 361,242 | [0.15,020)
{n=18) {1.0-4.0) -
{25} {24) {19 22) 29 25)
FA 152 142 343 200 172 M4 0.20
nanomilled | [137,470] | 128,157 | [3.08,3.81} ) [1.56,1.80] | [37.8,45.2) | 10.18,022]
{1.0-6.0)
(n=18) {22) {20 {21) (20) {18 (22)
EA 834 829 1.96 a0 003 428 034
Hicronized | 775,103 | F27, 947] | [1.71, 2249 : [087,143] | [38.2,48.0) | (.22 039)
- {204.0)
{n=15} (29) 20 28) {27) (23) (29)
1 gecmelric mean [35% C {CVE)

2 median (renge)

Plasma GSK1265744 PK Treatmenrt Comparison

Ratio of GLS Means (8¢% CI)

Plasma PK Parameter | py o0 oiited vs Na Salt FA Micronized vs Na Salt
AUC{0-<c) 0.877 [0.778, 0.989] 0.515[0.457, 0.581]
AUC(U—t) 0.872[0.774,0.983) 0.509[0.451, 0.573]
C24 0.867 [0.771, 0.575) 0.49810.443, 0.560]
Cmax 0.807]0.719, 0.906] 0461 [0.410, 0517]
12 1.0410.997, 1.08] 107108, 142]
CUF 1441101, 1.29] 184 [172,2.19]

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
AFEs 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




Summary of All Adverse Events by Treatment (Safety Population)

abnormalities were noted by the investigator to be of clinical significance.

Preferred Term Number (%) of Subjects
Overall (N=18)
Any event 4(22)
Upper respiratory fract infection 1(6)
Vaginitis bacterial 1(6)
Vulvovaginitis trichomonal 1(6)
Contusion 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

Applicant (registration certificate holder)

|
|
|

L Y

(signature) E

[Karen Grainger
VP, Head of Regulatory Affairs
\ViiV Healthcare

L
{Procedure amended by new annex 30 according to MoH Ukraine Order Ne

1528 0f 27.06.2019 }




3BiT npo kiniuKe BUNpOGyBanHs - 3
Kon nocnimxenns - LAI116585

1. Hazea nikapebkoro 3acoy (3a HastBHOCT - HOMep peecTpauifiuoro
OCBiAYeHHs)

AITPETIO/, cycnensis ans iH'exuiii mpononrosanof Ati, 200 Mr/Mn

2. 3agBHHK

BiiB Xenckep IOK Jlimiten

3. BupoGuuk

BrpelHnuTBO Hepo3hacoBaHOro UPOYKTY, nepBHHHE T2 BTODHHHE NAKYBAHHS,
KOHTPOJIL AROCTI FOTOBOI0 NPOAYKTY, BHIIYCK cepii

[naxco Onepetimnc FOK Jlimiten, mo sene misibHicts i Inakco Berkou Onepeiimrmc /
Glaxo Operations UK Ltd (trading as GlaxoWellcome Operations)

Xapmip Poyz, baprapa Kact, DL12 8DT / Harmire Road, Barnard Castle, DL12 8DT,
Benuxa Bpuranis

Crepauizauis (ramma-onpominenns A®I ra rorosoro NpORYKTY)

Crepirenixc Beabris (dasopye) CA (Cotepa Xeac Kammnani) / Sterigenics Belgium
(Fleurus) SA (A Sotera Health Company)

Bouinr Innacrpiens, Apento ge n°Ecnepac, dnvopyc, 6220 / Zoning Industriel, Avenue
de I’Espérance Fleurus, 6220

beneris

4. IlposeaeHi nocnimxeHHs:

v Tax Hi, KO Hi, 0BrpyHTYiiTE

1) THn nikapcekoro 3acofy, 3a AKMM NpoBoAMIACA 260 MIAHYETECA
peecTpatlin

Ulikapebkuit 3aci6 3a IOBHUM 10CHE (aBTOHOMHE DOCkE), IHIUMI nikapehbkuii 3aci6, HOBa
AiIoYa peyoBHHA.

5. [loBHa Ha3Ba KITIHIYHOro BUNIPODYBAHHA, KOLOBaH M HOMEP KITiHIYHOro
BUNpPOOYBaHHS

OnuoueHTpose, paunomisosawe, Binkpure, NepexpecHe NOCNIDKEHHS T4 OLLIHKK
BIAHOCHOT 6i0/I0CTYNHOCTI HOBHX (hopM npenapaty GSK1265744 y snoposux mopocaux
cy0'exTiB, nocnimkenns LAl 16585,

6. Pasa KAiHIYHOro BUNPOGYBaHHA Dana |
7. Ilepion kniniusoro sunpoGyeaHHs 3 [29 cepnusa 2012] — [05 nucTonana 2012]
8. KpaiHu, B 1KHX POBOANIIOCS KILiHIYHE BUNPOGYBaHHs CLIA
9. KinbkicTb nocnimkysanux 18
dakTuuHa KULKiCTL cy6'eKTiB MochimxeHns: 18
10. MeTa Ta sTopHHHi Lini KAiHiYHOrO BHNPOOYBAHHS Ieppunni:

OuirnTty BinnocHy GionocTynHicTs 2 HOBMX dopm kancyn GSK 1265744 o 30 mr einsHoT
KHCJIOTH MOPIBHAHO 3 TA0NETKO NOTO4HOT GOPMHU HATPieBOT coni HaTIIEecepLe.




[Bropunni:

Ouinntu Geaneky Ta nepeHocuMicTs npenapary GSK1265744, mo BBOAHBCH Y BUNTAAL
oHOpazoBoi A03H 30 MI MOTOYHOrO NpenapaTy HATPIEBOT COMi HATLIECEPIIE TA 2 HOBHX.
npenapartiB BUIbHOT KHCIOTH.

11. Iuzaiin kninivHoro sunpo6ysaHHa

Lle 6yn0 OHOUSHTPOBE, paHIOMI30BaHe, BiIKpHTe, 30anaHcoBaHe, 3-CTOPOHHE
MepexpecHe JOCTIIKEHHS 32 YUacTio 3A0POBHX IOPOCTHX J0OPOBONLLIB M5 OUIHKH
BIIHOCHOT 6ioaocTymHocTi 2 HOBUX nepopanbiux Gopm BiteHOT kucioTH GSK 1265744 30
MT ¥ NOPiBHAHHI 3 NOTOUHOO opmoto HaTpieroi coni GSK 1265744 30 mr. Cy6'exTn
MPOXOAHIMN CKPUHIHIOBMIA BisuT npoTarom 30 AHiB 0 nipuiOMY MepILOT 403K
MOCIiUKYBAHOTO NPENapary, 3 Nepioau JiKyBaHHs, WO MICTHIY OQHY 103y
TOCTi iKY BAHOTO [IPEnapary, micas 4oro nposoauBscs 24-roarHHHuil cepiiinnit 36ip PK.
Cy6'eKkTH BHNHCYIOTLCA 3 BiiNeHns Ha 2-ii geHb micns 36opy 24-roAMHHKX OLIHOK i
NOBEPTAIOTHCA A0 BioaLneHHs [uig 360py dhapMaKOKIHETHHHHMX MOKA3HUKIB Ha 3-if AeHb
(48 rogun), 4-it aens (72 rogunn), 6-it aeds (120 rogus) i 8-if aeHn (168 roaun). INepioau
nocnigkenus OynM posaiieHi mepeppoio MK I03aMM OHalimMeHLe 14 oHIB.

12. OcnoBHi KpuTepii BIUTIOYEHHS

'V nocnimxerus srmouanucs cy6'exru yonoeidoi abo xiHouol crtati Bikom Bia 18 no 64
POKIB BKJIFOYHO Ha MOMEHT HiANUCaHHsa iHGOPMOBaHOT 3r0AK, 3 Macoro Tia >50 kr ana
4oNoBiKiB i >45 KI And xiHOK Ta iHgexcoM Macu Tina (IMT) g mianasoui 18,5-31,0 kr/m2
(BKITFOYHO).

13. JocnimxypaHuii nikapeokuid 3acif, crnioci6 sacTocyBaHHs, ciia Aii

Nikysanu | [ikapcokuit | fosalchopmalcno YacToTtal Homep
A 3acib cid TpuBanicte cepil
3acTocyBaHHA

A GSK1265744B | 30 mrirabnetkn/ | 1 pas 122364904
HaTpieBaCinb | nepopankHo
{Na) six noTouHa
peuenrypa

8 GSK1265744 |30 mr/kancynu/ 1 pa3 122366919
HAHOPO3MIPHWIA | nepopantHo
npenapar
BiNbHOI KMCIOTH

C GSK1265744 | 30 mr/kancynu/ 1 pas 122366522
MIKPOHI30BaHWA | nepopankHo :
npenapar




| ainsHoi kucroTH | | | b

14. Ipenapar nopieHanHs, K033, cNOCi6 3aCTOCYBaHHA, CHNa il

H/Z

15. CynyTtns Tepanisa

Jlossoneni npenapary: Aueraminode Y Aozax <2 rpamis Ha 106y 6yB nozponenuit. Inumi
CYIYTHi MpenapaTi MOXYTb PO3ryANaTHCS B iHnMBiTYyanLHOMY nopaaxy Meandnum
moHiTopoM GSK.

16. Kpurepil owinxu edekriprocTi

EQexTuBHiCTb He OLiHIOBANACS B LILOMY AOCTiMKEHH].

[leppnuni:

o  TIlnasma GSK1265744 AUC(0-00), AUC(0-t) i Cmax.

Bropuani:

* Ilnasma GSK1265744 C24, t'%, tlag, tmax, %AUCex i CL/F.

17. Kpurepil ouinku Geanexu

[apamerpu Geanekn Ta nepeHockHmocTi, BRMOYAOYH N0GiHi AIBHLIA, CYRYTHii npuifom
KB, KniHiyni naGoparopui ckpuninrk, EKT Ta OLUHKY MHTTEBO BOKITHBUX (IOKA3HHKIB.

18. CratvcTiuHI MeTOMM

e nocnimienHs Syno pospodneso ans ouiHky GionoctynHocTi 2 HOBMX Npenapatis
BitbHOT kucnotu GSK 1265744 30 mr nopisHsso 3 ICHYIOUHM MPENApATOM HaTpieBoi coti
GSK 1265744 30 mr. He Busuanack xonua popmansya rinoresa. Zng koxHOT nepsuHHOT
kinuerol Touku PK Gynu nobynosani Toukosi oLisky Ta sianosinui 90% nosipui
IHTEPBANN NS BIZHOWEHHS CEPEHBOrO FEOMETPHYHOTO 3HAYEHHS AOCII 3Ky BaHOro
NKYBaHHA 110 CEPEAHBOTO NEOMETPHHHOIO 3HAYEHHS pedepeHTHOrO NiKyBaHHS,
p(zocnimxysane)/ (pedepenrne).

METONAMK 32 Jonomororo nporpamk WinNonlin Professional 5.2 a6o Hogiuof sepcii.
03paxyHkH Gasysanucs Ha hakTHUHOMY uaci BHGIpKH, 3adikcoBaHOMY M1ia yac
nocnimxenns. Ha ocHori nanux KOHLIEHTpPALif-4ac y Mia3Mi KpoBi BU3HAYANM Taki
napameTpu PK, Hackilbku ue 103BONANK faHi: MakcHMaNbHA CIIOCTEpeXYBaHa
KOHUEHTpauia y mnasmi kposi (Cmax), uac 0 Cmax (tmax), mwiowma nix kpHeoIo
KOHUEHTpauis-4ac y nnasmi kpoei [AUC(0-t) Ta AUC(0-0)] ta yssunuii nepion
HamiBBHBEJEHHA 3 TepMiHATBHOT thasu (t1/2), a Takoxk yaBHuH Kniperc (CL/F) Hani PK
Oynu npencrasneni y rpabiuniii Ta/abo Tabauaniit thopmi Ta y3arannueni B onucosiii
thopmi.

[:aﬂi Npo KOHIEeHTpaLito-4ac rasmu GSK 1265744 ananisysanu HEKOMITapTMEHTHHMH




19. Hemorpadiuni nokasuuku AoCTimpKyBasol nonynsnii (crats, Bik, paca
TOLLO)

lemorpadiuni aani.

KinbKicTb yyacHukia 3aranom
KinbkicTb 3annaHoBaHux yyacHukis, N: 18
KinbkicTe paHaoMiaoBanmx y4acHUkiB, N: 18
KinesicTb cyG'exTia, BKNIOYEHKX S0 nonynauji, Bei cyBlextu 18 (100)
Beaneka) [n (%)]:
KinekicTb aocnimkysaHux, BKMroueHMx o nonynsaui PK, n (%): 18 (100)
KinbiicTb yuackuii, Aki 3asepLinim sannaHoBaHe Nikysakks, N 18 (100)
{%):
KineicTb yuacHwKie, fki IOCTPOKOBO NPUNMHUIY Y4aCTL y' 0
BOCNIpKeHHi (3 ByAb-aKoT npuurHu), nt (%):
KinbKicTb focnipkyBaHuX, BitiiyseHux ANA NPOBEAEHHS SAE n 0
(%):
KinekicTo AocnimkysaHmx, Bunysesux ans npoeaeHna AE n 0
(%)
Hemorpadivni gaui 3aranom
Bik {pokis), CepesiHe 3HayeHHa (SD) 36,7 (12,52)
Crartb, n (%)
Kinova; 8 (44)
Yonosiua: 10 {56)
BMI (kr/m?), Cepege aHaueHHs (SD) 25,16 (2,387)
3pict (cm) [Cepene snauents (SD) 167,83 (7,189)
Maca Tina (kr), CepegHe sHauenHs (SD) 71,06 (9,835)
ETHiuHa npuHanexdicTs, n (%)
lenNaHChKOro Y1 NATHHOGMEPUKAHCLKOTO NOXOMKEHHR: 3(17)
He icnaHcLKoro Yu NaTnHOaMEPUKAHCEKOTO NOXOMKEHHS: 15 (83)
Paca, n (%)
Adpo-amepukaHCHKOro/adhprkaHCLKOro NOXOMKEHHA 6 (33)
AmepukarcsKi inaiaryi abo npeacTasHukm KopiHHOrO 1(6)
HaceneHHs Ansicku
Binolkipi/eBponeicbkoro ROXomKEHHS 11 (61)

SAE= cepitoaa nobiuna peakuis, SD= nobiuxa peakujs

20. PeayneTaru edexrusHocTi

MpeACTaBIeH] B TaOMHLAX HIKYE:

Peaybrartu cratucTuyHOro nopisHaHHa napamerpis PK nnasmu ang scix ananisis




Pe3tome okpemux papmarokinernamnx napamerpis CAB y naaimi kpopi nican
HpuioMy 0IHOPAZ0BOT KO3H

AUC(0- | AUC(0- | Cmax |tmax2|{ C24 t1/2 CLF

Nikysann | =) t) (Mr/mn) | (rog) | (Mkr/mn) | (rom) | {nirop)
A (Mer. (MKr.
roa/mn) | rog/mn)

Harpica 174 163 4,24 2,00 1,98 39,9 0,17

cine [153 196 | [145 183 | [3,86 (1,0- { [1.78, [36,1, [0,15,
(n=18) 1 ] 4,67] 4,0) 2,21) 44,21 1020)(25)

(25) (24) (19) (22) (21)

FA 152 142 343 3,00 1,72 414 0,20
HaHome- | [137170|[120 157 | (3,08, | (1,0- | [1.56, (37,9, [0,18
neHun ] ] 3,81] 6,0) 1,90] 45,2] 0,22]
{n=18) (22) (20) (21) {20} (18) (22)

FA 89,4 82,9 1,96 3,00 0,99 428[382| 0,34
Mixpowi- | [77,5, 72,7 (.71, | 20- | [0.87,1, | ,48,] [0,29,
3oBaHmit | 103 94,7] 2,24] 4,0) 13] (23) 10,39](29)
(n=18) (29) (27) (28) (27)

! Cepeate reomeTpuyte [95% Cl (CV%)
2 MepgjiaHa (afanason)

[Hopisusuus nikypanus miasmore GSK1265744 PK

CniBBigHoweHHA cepefHix 3HaveHb y3aranLHeHuM

PK napametpu y MeTopoM HaiMeHwNX kBagpartis (90 % Cl)
nnasmi HaHomenenui FAnpotu | MikponizoBaHa FA npoTH

HaTpieBoi coni Hatpiesol coni
AUC(0-=) 0,877 [0,778,0, 989] 0,515 [0,457,0, 581]
AUC(0-t) 0,87210,774,0, 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 [0,997,1, 08] 1,07 [1,03,1, 12]
CLUF 1,14[1,01,1, 29] 1,94 [1,72,2, 19]

21. Pesynbraty Gesnexu

3arajiom JOCHiLKyBaHi Npenapatu nobpe nepeHocHMcs 3[I0POBHMH YYaCHHKAMH LIbOI'O
nocnimxetns. YoTHpH cy6'eKTH NoBinoMiny npo nobiuni peaxuif (ITP), i sci ITP 6ynu

J1erkoro crymnens ( crynide 1) 3a intencusnicto. Ipo no6iuni peakuii, nos'szani 3




NPAHOMOM TIpenapary, He foeigomsnocs. YKomuux iHmmMx KniniuHo 3HAYYIIHX 3MiH ¥
KITiHIYHHX J1a60PaTOPHHX MOKasHMKAX a60 MOKA3HRKAX JKHTTELIANBLHOCTI Mig Yac
IOCHiDKEHHS He criocTepiranocs. ¥ HOTHPBOX MOCTDKYBAHHX TOKAZHHKH
enckrpoxapniorpamu (EKI') manu sinxunenus pin Hopmu, axi MOrIH 6 BHITHKATH
KJIiHIYHE 3aHENOKOEHH, NPOTe JKOAHE 3 Biaxunes y 12 sigsenennax EKT He 6yno
Bi3HAUEHO DOCHITHUKOM 5K TaKe, [0 MAE KIIHIYHE 3HAYEHHS.

3Beaenus Beix nobiunux peaxniii 3a pugamn dikyeagusn (besmeuna monynasiis)

Baxanuit TepmiH KinxicTs (%) cy6'ekTin
[OCNIKEHHSA
3aranom (N=18)
Bynb-sika MP 4 (22)
IHchexUis BEpXHIX AVXanbHuX wnsxia 1 (6)
baxTepiansHuii Barivit 1(6)
TpUXOMOHAIHWA BYNLBOBArIHIT 1{6)
Kontysia 1(6)
l'onoeHuii Bink 1{6)
OpodpapunreansHui Gine 1(6)
Anonejin 1(6)

22, BucHOBOK (3aKIO4EHHS) * AUC ta Cmax GSK 1265744 y rnasmi kposi nicns 3aCTOCYBaHHA HAHOPO3UHHHOT

dopmu BinbHOT KuCIOTH Gynu MpubnK3Ho Ha 12% Ta 19% HusKYUME, Hix micns
3aCTOCYBaHHs MOTOYHOT TabneTosaHoi GopMM HaTpieBoT coni.

* AUCta Cmax GSK1265744 y nnasmi kposi nmicsis 3acTocyBauus MIKpOHi3oBaHOT
dopmu BinsHoT kucnoTH Gynu NpuGnusHo Ha 48% Ta 54% HHXKYHMHM, HIX michs
3acToCyBaHHs MOTOYHOT (JOPMH HaTpieBOT coni y BUINANI TaBeTox.

* (SKI1265744 nofipe nepeHocBes Nicis BBEIEHHS OIHOPA3OBOT HO3K A BCIX 3
npenaparis

3asBHUK (BNACHHK peecTpauiifiHOro NocsiaueHHs)

(ninmuic)

Kapen I'peitikep (Karen Grainger)

Biue-npesupent, KepisHuk Bifilty HOpMaTHBHO-TIPaBOBOrO PEry.TIoBaHHS
BiiB Xenckep (ViiV Healthcare)

{Ilopadok donoeneno nosum dodamrom 30 32idno 3 Haxazom MO3 Vpainu Ne 1528 ¢id 27.06.2019 }




Ilepexknan BHKOHAB:

MeHe/uKep 3 peryiaTOPHHX MHTaHb Ta peecTpallii
TOB I'nakcoCmitKnsiin ®apmacstotikanc Ykpaina
Mapuusiko Jlroamuna




Clinical Trial Report - 4

Study ID- LAI116815

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

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

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

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

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Harmire Road, Barnard Castle, DL.12 8DT

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

Zoning Industriel, Avenue de I’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'yes no ifno, please justify

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

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

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

A 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




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:

e To assess the safety, tolerability, and pharmacokinetics (PK) of oral
GSK1265744 in healthy subjects.

e 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 GSK1265744 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

GSK 1265744 (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 um,
and Treatment C (test formulation) was prepared with a dry milling and

homogenization process and had a median particle size of approximately 5 um.




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 L.A. 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/m?2 (inclusive)
were included in this study.




13. Investigational medicinal product, mode of Treatment Adminiztration:
administration and strength Stady Treaimert
Product name: | Orel GSKK1265744 | GERIZ65744 | GHK1255744 | GSK1285784 wudzzoiam
injeciable irjectable injectehle
Buspension SUSPERSION suspension
Treaimeni& | TreafmentB | TrestmentC
Dosage form: | Tathet Injection Syrip
Unit dose 3mg 400mg GEE1265744 3mg
girengthis)iDo Eachvia contains 1.5 ml susgension of 200
| sage level{s): maimi GEKIZE5M4
Route/ Admirister orally, Imramuseulsr | Irfreruscular | Inframuscetar | Oralisingls dose
Adminisiration? | encedsly Inf=clion Injecticn Injecten Adrririster by oral
Duration: sytinge.
Goging Tevenomlly, oncea | Voex suspension Wizl for 20 seconds fobe- The syErge il be
ingtructions: dayinfhe maming | suspend sedimenta. Allowbabbles to subside, | vinsed twice with
yith crvithout a then use 2 syinge to withdrawr the required Sml to ensure e
fi1:: volume of suspension for (M ifection. enire dose is
administered +an
addifonal 230reL of
wiater. The tatal
vigter ameant
shoutd be 240mL
viith cr viithoub
GEK1265744.
Physical V\réte #o almost White {0 W o Write o syrp
description: wiite aval tablet sligntty colored | stighlly shighlly
sugpensian colored coloned
suspension | suspenzion
Hanufackmen GlatoSmitiline Commercially
source of avadlable
precurement
hethod for Cne 20mg tablet Refer to tha Study Relerence Manua for Cirdeal le to
individualizing | fBken cnca a day. {nstuctions for individualizing dosss. purchase
dogags: commercial proxduct
Bzich Mumber | Lot Noc 122368230 | 12236BB24 1223809072 122369871 NDC: C0054-3566-
Baizh No: NiA %
Input Batch Lot No: 2608554
No:1223559164
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 (eCRIF) with dates of administration.

16. Criteria for evaluation efficacy/PK

Efficacy not evaluated in this study.
Primary:

+ 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:

e Plasma GSK 1265744 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 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.




» 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 LAI114433 for historical control Route C material.

¢ Plasma GSK1265744 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.

e 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(0-0) obtained by extrapolation (%AUCex), and
CL/F of midazolam following oral administration of midazolam alone
and in combination with oral GSK1265744.

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-w) or
AUC(0-t).

Unless stated otherwise, descriptive summaries included n, mean, standard
deviation (8D), coefficient of variation (%CV), median, minimum, and
maximum, geometric mean with associated 95% confidence interval (CI), and
the between-subject CV (%CVb) 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'5,
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, u(test)/p(reference).




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

Demography
Number of Subjects MBZ 744 | T440mal ] NM NE DM Overall
=12} | Oral +MDZ (200nm | 1pm ( Spm | (N=43)
(N=43) =12) | (N=13) | (H=12) | N=13]
Demographics MDZ 744 | 7440mal| HM NH DM Overall
(N=12} | Oral +MDZ | 200nm | fpm | Spm | (N=43)
{N=43) | (N=12) | N=13) | N=12) | (N=13)
Age in Years, Mean (SD) 353 348 353 365.6 73 320 34.8
{13.72) | (13.16) | (13.72)  (12.87) | (14.76) | (12.83) | (13.16)
Sex, n (%)
Female: 4@3 | 8¢9 | 4433 [ 431 0 323 | 8(19)
Male: 8{67) | 35(81) | &(67) | 9(69) 12 1077 | 35(81)
(100)
BMI (kg/m?), Mean (SD) 2472 | 26544 2472 | 2662 | 2499 | 2523 | 254
(2608) | (3.271) | (2.508) | (2.862) [ {2717 | (3.660) | (3.277)
Ethnicity, n (38)
Hispanic or Eatino; 0 25 0 0 0 2{19) 2{8)
Not Hispanic or Latino: 12 41(85) | 12{100) 13 12 11(85) | 41(85)
{100) {100) | (100
Race, n (%)
African American/Afican 2(n | w3y | 2¢7) | 32y | 18 4(31) | 10{23)
Heritage
White — 0@y | 3agn | 10@3) 107 | 1192 | 96 | 3377
WhitefCaucasian/European
_Heritage

Treatment: 744 Oral=GSK 126574

4B 30 mg PO 14-Day LeadHn RD; 744 OralslDZ=GSK12657448 30 mg PO+

Midazolam 3 mg; MDZ=Nidazolam; HM 200 nm=GSK 12657444 400 mg Nanomilled 200 nm LA using new roufe of

APl Route DY; NM 1 pm=GSK1205744A. 400 mg Nancmilled 1 pm LA using new route of API (Route 1);

DM 5 pm=GSK 12657444 400 mg Dry milkng and homogenization 5 pum LA using new route of AP! (Route D).

20. Pharmacokinetic results

PK parameters following oral and IM administration of each 744 LA
formulation is summarized below:




Summary of Plasma 744 Pharmacckinetic Parameters Following Oral Dose Adminisfraton

n Cmax= AUC{0-Tp CLF= fmaxt
Treatment
(ngiml} (ug.himL) (L) {hr)
744 12 M 120 025 200
PO 23 {25) (25) (1.00-4.00y

a. gzometric mean {CV3%)

b. median (range)




Summary of Plasma 744 Pharmacokinetic Parameters Fellowing IM Doase Administration

Treatment — Current Study, LAI116815 Study
LA 14433
PK Paramelers Cohorts 3 & 8
NM 200 im NI 1 pm DM 5 pm NM 200 nm

(n=13} (n=12) {n=13) (n=14)
AUC(0-=) 2664 217 2313 NR
(g hmL) (20) 28) {18)
AUC(D-wkd)? 427 837 3 28D
(1g.h/mL) {118} {132) {121) (46)
AUC{0-wkB)* 805 1058¢ 634 ND
(g himl) {94) {1070) {103)
AUC(D-Wk12)> 1286 14354 293 953
{ng.vml) (1 (85] (89) (54)
Cmax3 (132} 127 0.70 0.70
(ng'ml) (101) (131) {121) {55)
Cwkd» 077 0.80 0.50 048
(ng'ml) (108) (100) (110) (55}
Cwkgs 056 0.58d 038 ND
(ngiml.) 1) (72 {68)
Cwk12a 032 03 0.31 0490
(ugfml) {71) (81) {49) {61)
cupP 0.15 015 017 NR
{Linr) (20) (28) {18)
tifa e 42%= 6152 NR
{hr {40) [26) (28)
max 28.00 10.00 2100 69.00
{day) {4.00-84.9) {20:56.9) (4.0-84.0) 2.0-213)




geomebic mean {CV45)

madian (ranga)

n=5

=11

r=4

L n=13

NR: Mot Reported, data available within Clinical Pharmacelogy Study Repcet of LAI114433 (GlaxoSmithKEre
Document Number 201IN1523605_007; MD: Not Detzrmined; NM 200 nm: Nanomilled 200 nm using new route of
APl (Reuts O); NM 1 pm: Nanomilled 4 um using new roufe of AP {Roule 0); B 2 um: Dry milling and
homegenization 5 [ using new route of AP| (Rowte OY; NM 200 nm formulation used in Study 114433 vias made
from Reuts C APl ard had sEghtly higher level of mannitol.

o en oo

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'4, tmax, and CL/F relative to the PK parameters generated
when midazolam was dosed alone. '

Summary of Plasma Midazolzm Pharmiacokinetic Parameters Following Dosa Administration

R | AUCH- |AUC{f} | Cmae | CUF | t22 |tags(hr) | tmaxe

Treatment wpR ingh'mt) | (ng'mL) (Lt} (n (hr}

{ng.h/mL)

Vidazolm | 12| 275 258 123 109 | 388 | 000 050
{531 {53} {40) (&3 (37| {0.00.0) [ {0.3-0.5)

Midazolam+ | 12 207 283 134 101 3485 0.00 050
744 (™4 ) (36) (34 | @47 | 0000) | (0310

d. geometric mean {OWVE}
b. median (rangs)

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 | pm,
DM 5 pm) to the geometric mean of the reference treatment (NM 200 nm),
u(test)/n{reference). The results of the statistical comparisons are shown below.




Summary of 744 LA PK Treatment Comparizonz
GLS Mean Ratio [90% CIJ
PK Parameters Mid 260 nm Current
Study va. NM 200 nm
N 1pm vs NM 200nm | DM dpm v NM 200nm Study 11443'3 Cohoris
388
102 0858
ALIC(-w) 0791, 132 (0663, 1.14) ND
1% 0775 147
AUC(Hwkd) 0710, 2.73 0442, 136] 0,849, 2.56]
117 070
AUC(D-wid) [0.653,209] [0.401, 127 ND
113 0706 133
AUC(D-wk12) 0721179 0458, 1.09] 0,851, 2.05]
o 138 0761 131
“ [0.789. 2431 10.439,1.37) [0.764, 2.96]
ot 103 0653 162
S 0.609, 175 [0.339. 1.10] [0.972 269
108 0.680
Oui (0696, 1.55) 10,463, 0.958] ND
a2 101 0.970 0647
x 0570, 159 10654, 1.44) [0.437, 0.959]
0980 115
CLF 0758, 1.97] D877, 151] ND
113 165
2 0793, 1.6 [1.13. 247 ND

NA 200 nim: Nancmilled 200 nim using neaz rcute of API (Route D); NM 4 e Nanomilled 1 1m using new route
of APl (Route Dj; DAES pume Cry miling and homogznization 5 ptm usng nes route of AP (Routz D):
NM 200 nm forrmulation used in Study 114433 was made rom Route G AP and had slightly Righer level of mannitol]

ND: Not Defermrined

Pharmacokinetic parameters of midazolam were separately analyzed using a

mixed effects model with fixed effect terms for treatment of midazolam alone




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

AUC(0-%2) 1.08[0.962, 1.27]
AUC(0-Y) 1.10[0.954, 1.26]
Cmax 1.09]0.844, 1.26]
CLF 0.524 [0.822, 1.04]
t1r2 0531 [0.893, 1.10]

MDZ=Midazolam; MDZ +744 =G5K1265744B 30 mg PO+ Mitlazolam 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 pm (11 subjects [92%]) and DM 5 pm (10 subjects
[77%]), reflecting the occurrence of injection site reactions (ISR).




Summary of All AEs by Cohort {S0C)
MbZz 744 | 744 Oral NM NM DM

soc N=t2) | Oral | +MDZ |2000m{ 1pm | 5pm

(N=43) | {N=12) | N=13) | {=12) | N=13)
Any event, i {36} 2{17) |20{47) | 5 (42) 11 {85) | 12 {100) | 11 {85)
General disorders and adminisiration ] ) 0 11855 | 11(928) | 10¢77)
site conditions
Infactions and infestations 0 5[12) 1(8) 3(28) 6 (50} 4(31)
Nervous system disorders 2017 | 512} 3 (29) 2 (15) 4 (33) 323
Muscutoskeletal and connective tissue 0 12} 0 13 4 (33} 5(38)
disorders
Investigations d 419 0 1(8) 207 3(23)
Injury, poisening and pracedural 0 1{&) ] 2(15) 542 1(8)
complications _
Skin and subcataneous tissue disonders 0 30 217 1(8) 18 1%
Gastrointestinal disorders 0 3N 0 2{15 1) 0
Respiratory, thoracic and medfastinal 0 118) 0 a 2{1N 1(8)
disorders
Blood and lymphatic system disorders Q 112 0 1] 0 1(8]
Metabelism and nutrition digorders 0 0 0 1{8) 0 18
Psychiatric disorders 0 12} D g 1 (E) ]
Ear and tabyrinth disorders 0 0 ¢ Q ] 1(8)
Eye disorders 0 1{2) 0 0 0 0
lmmung system disorders 0 Y {J 1(8) 0 0
Renal and urinary disorders 0 0 1(3 0 0
Teeatment: 144 Oral=GSK1265744B 30 mg PO 14-Day Leed-n RD; 744 OraM.’DZ G3K 12657448 30 mg PO+

Midazelam 3 mg; MDZ=Midazclam: MM 200 nm=GSK1265744A 200 mg Nanomiltzd 200 nm LA using new route of

APl Route D); MM 1 |.|.|11=GSK1255?44R"§QU my Naromilled T pm LA using new route of API (Houte D),

D8 § um=G5K12657444 400 mg Dry milfing and homogenization 5 pm LA using new rcate of AP [Houte D).

Injection Site Reactions (ISR): The most commonly reported ISR after IM
administration of NM 200 nm, NM 1 pm, and DM 5 pm 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 1 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 um and DM 5 pm. Nodules resolved
within 55 days in the 200 nm and 1 pm arms, while 1 subject in the 5 pm arm
had a detectable nodule up to 181 days.

Summary of All ISR by 1PA Treatment
NI 200 nm NM{ pm DM 5pm

ISR Event N=13) N=12) (N=13)
Any subject with any ISR event, n{%) 11 (85) 11 {92) 1077
Injection site pain 10 TN 10 {B3) 9(69)
Injection site nodule 4 {31) 5 (42 2(15)
Injection site induration 2(15) 3 (25) 430
Injection site erythama 0 207 -0
Injection site paraesthesia ] 1{8) 0
Injection site reaction (tighiness) Q 1{8) 0
Injection site wammth Q 1(8) 0

Treatment: NM 200 nm=-GSK1265744A 400 myg nanomillzd 200 nm LA using new route of AP {Route D);
NM 1 pm=GSK1265744A 400 mg naromilied 1 im LA using new route of APl (Route D),
DM & pm=GSK 12657444 400 ma dry milling and komogenization 5 Jim LA using rewv route of AP1 (Routz D).

Summary of Duration (Days) for Top 3 744 LA ISR Events by Treatment

ISR Event NM200nm | NM1um DI 5 pm
{N=13) (N=12) (N=13)
Pain, medizn {min-max) 3.0{1-5) 5.0 (1-10) 6.0{2-111
Nodule (granulomas and cysts), median {min-max) 13.5(3-85) 13.0 (5-55) 86.0 {11-181)
Induration, median (min-max) 11.0(9-13) 30 313 7.0 4131

Treatment Nh 200 nm=GSK1285744A 400 mg nancmilled 200 nm LA using new route of APE{Routz D);
NM 1 )m=G5K1265744A 200 mg nanemilled 1 jum LA using new route of APL (Route D),
DM 5 1m=6GS5K1265744A £00 mg dry milling and homogenization 5 jio LA ueing new route of AP (Route D).

ISRs 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 % [SR AEs were reported.

Summary of incidence. severity of ISRs across treatments by event
Overall Injections NIl 200 nm N1 pm DS pm

Suhjects with injections (N} 13 12 13
Total injections (md 13 12 13
Total ISR events [n} 16 25 16
Quergll ISR

Grede 1.n5) 16 (100} 24 (85} 16 (100}

Grade 2. 0{%) 0 14} 0
Enythema

Grade 1.n (%) i} 2(8) 0

Grade 2,0 (%) Q0 1] 0
Induration

Grade 1 ni (%) 2013} 312 4 (25}

Grade 2. n (3%) Q 0 0
Nodule foranulomas ared cysis)

Grade 1. n (58 4 (25} 5120} 2{13)

Grade 2, n (%) 0 0 0
Pain

Grade 1, n{%) 10 (83} 11 {443 10 {83)

Grade 2,n{%) 1] 114) ¢
Paraesthesia

Grade 1,n(5) 0 14 0

Grade 2,n (%) ] n 0
Warmnith at injection site

Grade 1.m (% g - 1{4) 0

Grade 2,n (% { 0 i
Cihers

Grade 1,0 (%) Q 1(4) ]

Grada 2 n (%) a 1 ]

Note: Baged on the AE Data and summasized at the Event Level
a, AEsfor Injection Site Reacton (Tightness) iz categorized inip 1SR "Other categery.
Treatment NM 200 pm=GSK12657444 400 mg Nanomilled 200 nm LA using new route of AP {Route DY;
N1 pm=GSK1265744A 400 ma Nanomilied 1 pm LA using new routs of AP| (Roufe [),

DM 5 um=GSK12657444 400 mg Dry miZng and homogenizafion 5 pm 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 pm and 744 Oral treatment groups, 1 subject
had joint dislocation in NM 1 um 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 GSK1265744 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.

¢ ISRs accounted for the majority of drug-related AEs, all of which were
of mild to moderate intensity.

o 744 did not affect (induce or inhibit) the activity of CYP3A as
evidenced by unchanged midazolam PK with co-administration.




¢ 744 AUC(0-Wk12) was similar between the 1 pm and 200 nm
formulations. The 5 pm 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.

e The 200 nm nanomilled formulation was selected for the future clinical
development of 744 LA.

Applicant (regisfration certificate holder) {@\ M

(signature) o~

Karen Grainger

VP, Head of Regulatory Affairs

ViiV Healthcare

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




3siT npo kniniune BUNpoSyBanus - 4
Kog nocnimxenns - LAI116815

1. Ha3zga nikapcbkoro sacoby (3a HasBHOCT] - HOMeEp
peecTpauiiinoro nocsinyens)

IIPETIO, cycnensia mns in'exuiii nponoxrosanol Aif, 200 Mr/m

2. 3asBHUK

BiiB Xesnckep IOK Jlimiten

3. Bupobuuxk

Bupo6uuurso neposdacosanoro MPOAYKTY, NEPBNHHE T2 BTOPHHHE NAKYBAHHS,
KOHTPOJIL IKOCTI FOTOBOIO MPOAYKTY, BHIIYCK cepil

['maxco Onepelfmnc FOK Jlimiten, wo sene nisnbuicts sk T nakco Bemnkom
Onepefinc / Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Xapmip Poyxn, Bapuapn Kacr, DL12 8DT / Harmire Road, Barnard Castle, DL 12
8DT, Benunka Bputauis

Crepnaizauis (ramma-onpominenus A®I Ta TOTOBOI'O MPOAYKTY)

Crepirenixc Benbris (Pavopyc) CA (Corepa Xenc Kamnaui) / Sterigenics Belgium
(Fleurus) SA (A Sotera Health Company)

30oHiHr [HnacTpiens, AseHio ae n’Ecnepauc, ®nsopyc, 6220 / Zoning Industriel,
Avenue de I’Espérance Fleurus, 6220

benbris

4. Tlposefeni gocaimxenns:

v Tak Hi, AKINO Hi, 06rpyHTYiiTE

1) TR nikapcexoro 3acoby, 3a kUM nporoaunacs abo
NJaHy€ETbCA peecTpallis

UlikapchKuii 3aCi6 3a NOBHMM 10Che (aBTOHOMHE 1OChE), IHLINH NiKapChKHii 3acif,
HOBA IifOYa peyosHHa.

5. [MoBHa nasea kniniunoro BHNIPOOYBaHHS, KONOBaHHIT
HOMep KAIHIYHOro BUNpobyBaHHs

OaHouenTpose, PaHROMI30BaHe, BIAKPHTE AOCAIMKEHHS s OMIHKH BigHOCHOT
BionoctynHocti HoBHX npenaparis GSK 1265744 LAP y 3n0posnx Jopocnux
cy6'exriB, pocnimrkenns LAI116815.

6. Pasza kniHiuHOroO BUNPOGYBaHHS Daza |

7. Ilepion kniniuHoro Bunpo6ysaHis 3 [14 ciuns 2013] — {21 kit 2014]
8. Kpaiu, B sKuX NpoBOAMAOCA KNiHiyHe Bunpobysanns [CLUA

9. Kinekicre gocnimysanux 45

thakTHuHa KinbkicTh cy6'exTiB pocimkenus: 43




10. Mera Ta BTOpHHHI 1ini KnikiyHoro BHIIpoOYBaHHs

€PEHHHI:

* Ouinutu BinHOCHY GiomocTynHicTs ( RBA) n8ox HoBux $opm npenaparty
GSK 1265744 400 Mr nponoHrosauof it ( LA) ans napentepaishoro
BBEACHHA BHYTPilHboM'33080 ( [M) y nopiBRsiHHI 3 NoTOYHOK topMoto

npenaparty (posmip wacTuHok 200 um)

BropuuHi:

*  OuinuTu Gesnexy, nepeHocumicTs Ta t(hapmakokinetuky ( PK) nepopaistoro
sacTocysanHs npenapaty GSK 1265744 y 3noposux 106poBosLis.

* Ouinury Gesnexy Ta nepeHocHmicTs 3 npenapatis GSK 1265744 LA, uio
BBOAATLCSL OIHOPA30BO B 1031 400 Mr BHYTpiIHLOBEHHO.

*  Jocnigutu notenuian GSK 1265744 mogo iHribysanus abo inayruif
(epmenTin uuToxpomy P450 3A (CYP3A) 3 BukOpUCTAHHAM Migasonamy sk
Cy6CTpaTy-30H 14 MiCHS nepopanbHOro BBEAEHHS NOBTOPHOT 103K
GSK 1265744,

¢ Ouinutn RBA axtueROT hapMmauesTHaHOT inrpesniedra (API) GSK 1265744
400 mr LA (posmip yacTuHoK 200 HM) B OTOYHIH dopMynsuii 3 mapupyty D
Ha mapwpyT C 3a nonepeasiMu iCTOPHYHHMH HaHUMHU.

1. Mnzaiin kainivyHoro sunpo6yeasus

Lle 6y110 onHouenTpoBe, panomizosate, BIAKPHTE NOCIILKEHHS 3 3 MapanensHumu
KYPCaMH JiKYBaHH5 33 YHACTHO 310POBHX Jopociux cy6'exTiB ang ouilku RBA 2
noB#X popM GSK 1265744 (744) npononrosaunoi aii (LA) 400 mr y nopisHsHHI 3
OTOYHOK hopmoio 744 LA 400 Mr y Burnaai HaHOMeNeHOro npenaparty. [lotounnit
(ipenapar, npenapar A, 6ys 200 uM nanodpezeposanum npenaparoM, npenapat B
(TecToRMit npenapar} 6yB OTpUMaHH LLASXOM HaHO(pe3epyBaHHs | MaB MPHGAU3RHIT
CepeAHill posMip HacTHHOK | MkwM, a npenapar C (TecToBuit npenapar) Gys
OTPHMAHUH 32 JOMOMOTOIO NPOLECY CyXOro (pesepyBanHs Ta romorexisauii i Mae

cepeaHiit posMip YacTHHOK npuBAU3HO 5 MrM. Ha 28-ii JA€Hb YYACHHUKH po3noyany




14-fennuii nepopansuuit setynumit nepion y mo3i 30 Mr Ha 106y. Meroro nepiony
MCPOPAILHOrC BBEACHHS OY/10 3BECTH 10 MiHiMyMy AMOBIpHICTL BHHHKHEHHS
Henependadysaol peakuii rinepyytnusocti a0 npenaparty iij Yac npHiioMy 103u
744 LA. Tlicnsa 14-neHHoro nepiosy BuBeNeHHs cY6'ekTH Gy paHAOMi0RAHi s
OTpUMaHHg ojiHOro 3 3 744 npenaparis mo 400 Mr BHYTPILIHBOM'513080 ( IM).
Cy6'exty 3anumanucs B AOCHIAHHUBKOMY BILIIIEHH] LoHaitMenLne 4 TONHHH MiCIIs
BBE/IEHHA IO3H NOCIIAKYBAHOTO Hpenapary s Binbopy 3paskis PK Ta oninku
beanexn. Cy6'eKTH TOBEPTANHCS 10 QOCT IHHLLKOIO nmigpoaainy uns sinGopy 3paskis
PK T2 ouinkw pesynbratis aocnimxenns, sx onncano s Tabnuui «Yac i nogii».

Jins Lboro focnimxents 6yno obpao 3-ox KOPOPTHHUIH OH3alH JOCK IKeHHS
NapanenbHoro AiKyBaHus Hepes TPHBANHI Nepion HanipeuBeneHHs 744 LA, 3pazku
A BUSHAUEHHSA 744 KOHUEHTpauilt 6y 3i6pani mpotarom 12 THXHIB Ticas iH'eKLii,
[0 3pOBUIIO Jin3aiiH NMePEXPECHOro NOCHIDKEHHS MeNLI KUTTE3AaTHUM. Cyb'ercru

[IPOXOAHMIH NabOPATOPHY OLiHKY Be3neky npoTAroM 52 TusHIE micas in'exuii 744 LA
M.

[1in uac nepopansHoro BeiaHoro nepiony 6yno nposefeno cyGrocnimker s qns
BHBYEHHA NOTeHIltaty 744 OAO NpHrHiveHHSs abo IHAYKLIT aKTHBHOCTI LUTOXPOMY
P450 (CYP) 3A 3 BuxopHcranusm MiZasofaMmy B AKOCTI 30H4a (rpyna 1). Cy6'exrn
OTPHMYBANH ONHOPA30BY MEpOpanbHy A03y 3 Mr Mifasonamy Bpanui Ha 29-i aeHb,
MICAA 4OTO NPOTATOM 24 FOIHH NPOBOAMBCS cepiituuit 36ip PK. TloTim cy6'extu
OTpUMyBanH nepopanbiy f03y 744 30 Mr oaun pas na Roby (QD) npotsrom 14 guis i
TOBEPTANHCA JO JOCTIAHHIBKOTO MiAposginy Ha 16-i gewn. Ha 15-ii JIEHB cY0'ekTam
BROAUAN pasoBy 103y 30 mr 744 3 nogansuram 24-roqusHamum CepiHHHUM BBEIEHHAM
PK. Ha 14-}i sietib cy6'extam cninbio Beommm Mifasonam + 744, micis 4oro
MpOTAroM 24 roauw 3acrocoByBsany cepiiianii PK. Bei cyb'extu npoiuuty 14-aeHHuit
[epiof BAMHBAHHS Nepel A03yBaHHsaM IM.

12. OcHoBHI KpUTepIT BIUTIOYEHHS

Y nocnimkenni 6panu yuacrs 3M0pOBi 0COOH 4ONOBIYOT 260 KiHOUOT ¢TaTi BikOM BiA
18 110 65 pokiB BKIIOYHO 3 iHAEKCOM MacH Tina { BMI) B Mexxax Bin 18,5 g0 31,0
KI/M2 (BKITIOYHO).




13. MocnimxyBanuii gixapeskuit 3acib, cmoci6 3acTocysanHs,

NPABHHA JIKYBaHHAM:

cHna ajt
JikyBaHus B qocnimmensi

Haitmenysaun| ITepopansha GSKI12657|GSK 12657 MiZazomam
A Jikapesroro] GSK1265744 44 44
32c00y: GSK 126574 cycnensia | cycnensin

4 cycnieusia ans Ins

s iv'exuili| iW'exuift | in'exuiii

Jlikysauus | Jlikysanns | JTikyeauns

A B C

Vlixapebra  [Tabnerku in'exiis Cupon
thopma;
Cuna(u) 30 mr 400mr GSK 1265744 3 mr

OQHHHYHOT Koxen dnakon Micturs 1,5 ma

no3n/piseHs (i cycneusit 200 mr/mn GSK 1265744
N03YBAHHA:

Cnocig [3acrocoryBatH |Buyrpiwse BryTpitnss [BryTpimms Tlepopansna/pazora

3ACTOCYBAHHA MEpOpaNbHO, OM'A30Ba  loM'a30Ba  |oM'a30Ba  noaa

HNosuposka/T ogun paz ua  [in'exuis iH'eKLin iH'ekuis BeoawuTy 3a

puBanicTs:  |[nody NOMOMOr oK
epopaNbHOro
wpHug.

Braziexn [Ipuiivatots  (Cycnensia Vertex, dnakoH Ha 20 lInpuu npomMuBaeTsca

u1o0A0 BHYTPIUIHBO,  |CEKYH AA peECyCreHAyBaHHs NiHUeTOM 3 5 MA BofH,
3aCTOCYBAHHA [OIMH Pa3 Ha  (ocany. 3auekaiiTe, NOKH Prakosy |06 3abezneunty
MiKApELKOro |reHs Bpamuj OXOJIOHYTE, & MOTIM 33 [ONOMOTQK LB:GRCHHH BCiel nosm, a

3acoby: miz vac abo Gesjwnpuua HaGepits Heolxinuuii 06'em [rakoxk xomatkoso 230
K. CYCEH3Il 1% BHYTpilHLOBEHHOT  |Mn1 BOAM. 3aranbHa
in'exuit. KiJILKICTh BOAM
[IOBHHHA CTAHOBUTH
240 mn 3 GSK 1265744
a6o 6e3 Hboro.
Onue Bina abo Bina afo inaabo [binaabo (cupon
BOBHIItHLOrO [Maitke 6ina  hknerka 3nerKa 3nerka
BHIIISIOY: oBaNibHA pabapscna 3abapenena paGapaiena
cycneHsis leyenensin  |eycnenain
[Bupobumni/ GlaxoSmithKline Komepuiiino nocrynai

{
|
’i rabneTka
V



i

ipepeso
BaKkymniBJji:
Cuocit [To oamifi [HOTPYKUIT Wono ivausiayansuoro  Knikiuwuit caiit g
inausiayaniza ranerui 30 mMrjnigGopy nosu aus. ¥ Kepienuursi 3 [mpuabanun
iy OIIHH Pa3 H2  [IPOBENEHHS JOCIIKeHHS, KOMEpLIHHOTO
[lo3yBanHA:  |noby MPOAYKTY
Homep cepii  [Homep naprii: (122368821 (122369072 [122369871 [NDC: C0054-3566- 99
122369990 Homep mapril:
CEPLST Ne: w/n 260886 A
Bxinamii
HOMEp cepii:
122369164
14. Ipenapar nopiBusHHA, n03a, cNOCI6 3aCTOCYBaHHS, CHNa H]T

15. CynyTHs Tepanis

Hlo3poneni npenaparu: [Tapaueramon y fo3ax <2 r/aeub J03BONEHO BHKOPHCTORYBATH
Oyab-konn npotsaroM aocaimxerus. lHwi cymyTwi npernapaTtd MOXYTh PO3rNAgaTHCS B
KOXHOMY KOHKDETHOMY BHMAJIKy AOCHIIHMKOM MIChsi KOHCYABTALIT 3 Mennunum
MoHiTopoM GSK.

lo3soaeni npenaparu micns go3u 744 LA

CynyrHi npenapatu (peuentyphi Ta 6e3peuentyphi) MPH3HAYANKCA TiIbKY 338 MEeTHUHHMHU
NOKA3aHHAMHU MiA YaC NOCNIDKEeHHS (38 BUHATKOM 3a60POHEHHX [penaparis, OUCaHUX Y
po3aini 9.4 Mporoxony). Bei cynyrsi niku, npenaparu KPOBi Ta BaKIHHH, NPHHHATI Oif
yac AOCHimKeHHs, 6ynu 3anucani B EACKTPOHHY $OPMY 3BIiTY PO BUNAAOK 3aXBOPIOBAHHS
(eCRF) i3 sasnauenHsm nar npuiiomy.

16. Kputepii ouinkyu edexTupHocTi

EQextusHicTs He oUiHIOBaNaca B ULOMY TOCTimKeHH.
Ilepeunmi:

* Iinowa nix KpHBOIO «KOHIIEHTpaLis-4acy y nnasmi kposi GSK 1265744 sin HYJIS
(nonepenus A03a) o 12-ro THXHA y cy6'exTa npy BCiX BHAAX nixysanusg (AUC[O-
wk12]), koruentpania, mo crnocrepiraeThcs Ha 12-My THKHI {Cwkl12),ta
MaKCHMaNbHa KOHLIEHTpauis, Mo crnoctepiracrbes (Cmax).




Bropuuyi:

* Ilnowa nin kpHBOO «KOHNEHTpaLis-4acy y mnasmi kpoBi GSK 1265744 Bix
HYJILOROTO 4acy (ILOnepefHs J103a), eXCTPaNoNbOBAHA 0 HECKIHYCHHOTO yacy
(AUCI[0-e0]), naowa nig xpusoro «KOHUEHTpAUIs-4acy Bill HyJbOBOrO yacy
(monepenHs 103a) A0 4-ro THKHS y cy®'eKTa pH BCiX BUAAX NiKYBaHHS (AUCJ0-
wk4]), KoHLEHTpaLis, o CnocTepiracTsea Ha 4-my eI (Cwk4), nnoma mig
KPHBOIO "KOHLEHTpaLis-4ac" BiJl HYNb0BOrO 3HAYECHHS (nonepenus no3a) no 8-ro
THXKHA JUIS BCIX BHAIB NiKyBaHHs (AUC[0-wk8)]), KOHLEHTpAid, 1o
crnocrepiracTscs Ha 8-My Trkhi (Cwk8), nepion HanisuBemeHHS 3 TepMiHanbHOT
dazu (t%4), yac nocarnenns Cmax (tmax) Ta ystsunif knipenc (CL/F) nicns
npuiAoMy LA-no3u.

*  AUC(0-wk12), AUC(0-wk4), Cwk12 Ta Cmax nnazmu GSK 1265744 nicis
BBeaeHHA 400 Mr BHY TP IIHLOBEHHO (Heposwenenoro) y 3-i 1a 8- koroprax
Aocnimxenns LAI114433 ana icropuunoro KOHTPOJIIO MaTepiany uaxy C.

* [lnowa nig kpHsoto «KOHLEHTpallig-yac» nnasmu GSK 1265744 5 iHTepBaJi
nosysanns (AUC[0-tau]), Cmax, tY%, tmax ta CL/F nicis nepopalbHOro
3actocyBanna GSK1265744 y niarpyni minasonamy.

* [InasmoBa AUC(0-c0), Cmax, maoma nin KPUBOIO KKOHUEHTPALig-Yacy Big
HYJILOBOTO Hacy (nepeanosa) 10 OCTZHHLOrO Yacy KilbKICHOrO BU3HAYEHHS
KOHLEHTPaUIT y cy6'exra npu BCix BUAAX NiKyBaHHS (AUC[0-t]), t1/2, yac
3aTPUMKH JI0 CNOCTEPEXEHHA KOHIEHTpALT npenapaty B Matpuni (tlag), tmax,
BiacoTox AUC(0-c0), oTpHMaHHI [WisXOM excrpanonauii (%AUCex), Ta CL/F
Mifla3onamMy micnst NepopanbHoro 3aCTOCYBaHHA Mila3onamy OKpeMmo Ta B
KoMGiHauii 3 nepopansHum 3acTocysanHam GSK 1265744,

17. Kputepil ontinkn Gesnekn

[apameTpu GeanekH Ta nepeHOCHMOCT, BKTIOYAIOUH NOGIYH] peaxuii (IIP), cynyTHiii
NpHHOM JiKIiB, KNiHiYK] naGopaTopHi AochimxenHs, enekrpokapaiorpamy (EKI) Ta oninky
PKHTTEBO BAXJIMBHX MTOKA3HHKIB.

18. CrarucTHYHi MeToan

Posmip Bubipku B 45 oci6 mis OTpHMaHH# WoHaiiMeHLe 36 cy6'exrin, axi nignaraoTs
OLiHIOBaHHIO, 6yB 0Bpannii Ha ocHOBI BapiaGenbuocTi 744 ¢cy6'exTiB, wob BianosigaTu

LM focimxenns. Ha ocHoBi ganux inTerpasu GSK364735, snepine oTpimanux y




IOCNI/DKEHH HA MOAAX, BHYTPIilIHBOCY6'EXTHA Bapiabembuicts CV% s AUC
Minasonamy (0-co) cranosrna 15%. 3a Taxoro npunyueHns, 12 cyd'extis 3aCesneynnn
OinbLr Hix 80% MOTYXHOCTI JUIS BIAXHIICHHS 1BOX OLHOCTOPOHHIX TECTIiB | BUCHOBKY, LIO
744 He Bunueae Ha AUC(0-c0) abo AUC(0-t) Migazonamy.

Slxio ne Bra3aHo iHUIe, OMUCOB] 3BEACHHA BKIIOUANU n, CepeJIHE, CTaHAapTHE BigXHIIEHH
(SD), roediuient sapiauii (%CV), MeJliary, MiHiMyM i MaKCHMYM, cepenie reoMeTpHYHE 3
BiAMOBIAHKM 95% NOBipuMM iHTepBazOM (CI) i Mbxecy@'exrhuit CV (%CVb) ans
OesnepepBHUX 3MIHHHX, TON 8K n i BicHTOK BHKODHCTOBYBAAMUCA AK 3BE/IeH] CTATHCTHUHI
faHi 1uia kaTeropiifuux sminuux. Jlani 3 Gesnexy Oynu npencrasneni 8 TaGnuaHOMY
ra/abo rpacivHoMy dopmari Ta y3aransueni B onucosiii (hopmi BiANoRIAHO KO cTaHApTiE
IuTerposanoi Gibmiorexu cranaapris naunx GSK (IDSL). Ha ocHoBi nanux mpo
KOHLIEHTPaLix-4ac y niasMi Kposi 6YJIH BH3HauEH] HacTymui napamerpu PK, Hackinsku
e N03BOISOTE Aani: Cmax, tmax, AUC(0-t) i AUC(0-0) i tV4, Takox CL/F.
DapmakokiHeTHyHi paui 6y npegcrasieni Yy rpadiunii Ta/abo Tabnnuniii dopmi Ta
y3aranbresi onucopo. Jns koxHol nepBHHHOT KiHLEBoT Touky PK Oynu noGynoBaHi
TOUK0B1 OUIHKH Ta BiAnosinHi 90% CI ans sigHolenHs CEPEAHEOrO reOMETPHUHOIO
BHAYEHHS JIOCIIKY BAHOrO NiKyBaHHS O CEPEAHBOrO FEOMETPUYHONO 3HAUEHHS
pediepeHTHOrO AiKyBaHHs, n{aocaimxysane)/u(pedepentse).




19. Hemorpagiuni mokasHuku JOCHILKYBAHOT oMy nAwit Ki;MO_rDathHi NOKa3HuKs = — — N2 R Sl S

. bKICTL Y4acHUKIE MKM aranom
(cTars, Bik, paca, To1110) (N=12) | nepopa- |nepopanb-| Hm Snm (N=43)
RbHUA | Hiid + MDZ
(N=43) (N=12) | (N=13) | (N=12) | (N=13)
Nemorpadhivui gani MDZ T4 744 -NM 200 HM DM 3aranom
(N=12) | nepopa- |nepopane-| 1M 1 MKM S MKM (N=43)
NeMvi | Huia + MDZ
(N=43) | (N=12) | (N=13) | (N=12) | (N=13)
Bik (poxin). Cepenwe 3navenHs 35,3 M8 353 356 373 320 348
{SD)

(13.72) | (1316) | (13.72) | (12.87) (1476) | {12.83) | (13.16)

Crats, n (%)

[Mik: 4(33) 8(19) 4(33) 4(31) 0 3{23) 8{(19)

Honosiku: 8(67) | 35(81) 8 (67 9(69) 12 0(77) | 35(81)
{100)

BMI (kr/?), Cepeatie anaughun | 24,79 2544 24,72 26,62 24,99 25,23 2544

(SD) (2508) | (3.271) | (2.508) | (2.852) (2717) | (3.660) | (3.271)

ETHYHA NpKHAnexHICTS, 1 (%)

lcnanckkoro Y 0 2(5) 0 0 0 2(15) 2(5)

NaTHOAMEPUKEHCHKOrD

NOXOMKEHHA;

He icrancbkoro yu 12 41(85) | 12(100) 13 12 11(85) | 41(95)

NaTUHOAMEDHMKEHCEKArG {100} (100) (100)

MOXOXEHHA:

Paca, n {%)

ALIPO-aMepUKaHcEKorof 2{17) | 1023 2017 3(23) 1(8) 4(31) 10 (23)

2 PHKAHCLKOMD MOXOMNREHHS

Binowkipi - 10(83) | 33(77) 10(83) | 1077 | 11{92) 9{69) a3En

binowkipif €sponedcsraro

NOXOMKEHHA

NixysanuA: 744 NepopansHo=GSK12657448 30 mr PO 14-penna PII; 744 Mepopansto+MDZ=GSK12657448 30
wr PO+ Migasonam 3 mr; MDZ=Migazonam; NM 200 nm=GSK1265744A 400 Mr Hanopoauussmi 200 kv LA 3
BYKOPHCTAHHAM HoBoro cnocoly sacTocysanns AP {crocif 3acTocysanna D), NM 1 mxm=GSK1265744A 400 mr
HaHoposuurHHii 1 MkM LA 3 BUKOPHCTAHHAM HOBOTO cnocaby 3actocysarHAAP! (criocif aacTocysarns Dj;

DM 5 Mkm=GSK1265744A 400 mr Cyxe ROAPIGHEHHA Ta romMoreHizauia 5 MM LA 3 BHKOMCTEHHAM HOBOMO
cnocofy 3actocysanms AP (crocis 3acTocysauHs D).

20. PesynbTaty edextuBHOCT] [lapamerpu PK nicns nepopanshoro ta BHY TPIIUHLOBEHHOIO BBEEHHS KOKHOrO 3
npenapatis 744 LA HaBeneni Huxye:




Pe3tome dapmarokinersunix napaMmeTpis mIazmu 744 nicrs nepopaanuoro 3aCTOCYBAHNSA 1038

Jlicysanns n Cmax* AUC(0-1)2 CL/F? tmaxb
(mMrr/an) (MK, rog/mn) {n/rom) (romx)
744 12 7.01 120 025 2,00
PO (23) (25) {25) (1,00-4,00)

4. cepesHe reomerpaqﬁe (CV%)
b. Meniana (nianazon)

Pesiome dapmaroxinernunux napasmeTpis naazmu 744 nicra IM 3acTocyBanHR qo3n

[Mapamerpu PK

Jikypanusn - noroune ocaizmennn, LAIL16815

Hocaigennusn
LAI114433

Koropra3Ta 8

NM 200 um NM 1 pseas DM 5 nkne NM 200 um
(n=13) (n=12) (n=13) (n=14)
AUC(0-0)2 2664~ 2717¢ 2313* NR
MET. Foa/Mi) 20 (28) (18)
AUC(Q-wk4y 427 337 331 290
(MKr. rom/mn) (118) (132) (12D (46)
AUC{0-wk8)2 905 10584 634 HI
MK, roa/MT) (94) (107) (103)
AUC(0-wk12)y 1266 14354 893 953f
MEKT. roa/mn) 71 (85 (85) (54)
Cmax? 0,91 1,27 0,70 0,70
{MKr/mn) {101) (131) (121) (55)
Cwk42 0,77 0,80 0,50 0,48
MKR/MN) (108) (100) (110) (53)
Cwk8? 0,56 0,58¢ 0,38 HA
(MEr/ma) (8 (72) (68)
Cwkl22 0,32 0,324 0,31 0,497
{mKr/pn) {71 (81) (49 (61
CL/F? 0,15¢ 0,15¢ 0,17¢ NR
afrom) 20) (28) (18)
t/22 371 421¢ 615+ NR
(ron) (49) (26) (29
trnax® 28,00 10,00 21,00 69,00
AHIB) (4.00-84,1) (2,0-56,9) (4,0-34,0) (2.0-213)




2. cepenHe reometpuyne (CV%)
b Meniana (aianason)

¢ n=5

¢ n=11

e. N=4

i n=13

NR: He noBigomnaerses, 1ani HaspHi ¥ 3BITi ipo KiiHiko-thapMakoioriune
nocixenns LAI114433 (Homep nokymenta GlaxoSmithKline 2013N159605_007];
ND: He pusnaueno: NM 200 um: Hanodpeseposanuii 200 am 3 BHKOPHCTaHHAM
HOBOro cnocoby zactocysauus API (croci6 3actocysaHHsa D); NM 1 Mim:
HaHopoamip 1 MkM 3 BHKOPHCTaHHAM HOBOrO cnocoBy 3actocysanHs APl (cnoci6
3actocysanis D); DM 5 mkm: Cyxe noapi6hens ta roMOreHizauis 5 MM 3
BHKOPHCTaHHAM HOBOro cnocody sacrocysaHiia API (cnocif 3acTocyBaHus D);
npenapar NM 200 HM, 0 BUKOPHCTOBYBABCS B JOCTILKEHH] | 14433, 6ys
BHrotosnennH 3 API ciocoGom zacTocysanus C i mas aewmo BHILHIT piBEHb
MaHITONy.

Y3araneHeHi nokasHMKH nnasMoBol KOHUEHTpaWii mMiAasonaMy micis npuitoMy Tilbku
MinasonaMy Ta micns cymicHoro 3aCTOCYBaHHA 3 NEPOPANLHEM NpenapaToM 744
HaBeaeHi Huxue. [Tokasuukn PK Mig3onaMy nicist IOBTOPHHX nepopaneHux 103 744
HE BUABUAH CYTTEBHX 3Min AUC[0-1], Cmax, t%, tmax Ta CL/F MOPIBHAHO 3
napametpamu PK, oTpuManumu npu npuiiomi MiAa301aMy OKpemo.

Pestone dapmakorinernunnx napamerpis miaazonasmy B nrami Kposi nicas npiiioMy 1o3n
n | AUC(0- | AUC(0- | Cmax* | CL/F*| ti/2s tlagh tmax®

Hikysauus o0)? ty® (ur/mn) rox) (rop) (rom) (ron)

(ur. (Hr,
rof/man) rogfam)

sigazomam | 12 27.5 25,8 12,3 109 3,99 0,00 0,50
(53) (53) (40) (53) (37) | (0.0-0,0) | (0,3-0.3)

migazonam+ | 12 29,7 283 13,4 101 3,95 0,00 0,50
744 (54) (34) (36) [6L))] 47 ] (0,0-0,00 ] (0,3-1,0)

a. cepenue reomeTpiyne (CV%)
b. Meniana (giarazon)




744 Tlapamerpu LA PK Gyan npoananizopasi 3a ONOMOrow MOE 3i aMimranuMy
eekTaMu 3 GikcoBaHHMM TepMIEAMH BILIMBY Ha NikyBaHs. TOYKOBI OLiHKH T2
Bianosiani 90% CI Gynu no6ynosani Ans BiHOWEHHS CEPEAHBOrO reOMETPHYHOIO
BHAYEHH: AOCTiKyBaroro npenapaty ( NM 1 mxm, DM § Mxm) g0 CEpeIHBOro
rEOMETPUYHOrO 3HAUEHHS pedepenTHOro npenapaty (NM 200 am),
p(nocnimkysanuit)/p(pedepentanii). PesynbTaTi CTATHCTUYHHX TNIOpPiBHAHb HABENEH]

HIDKYE.
IMincymox nopisnasus gikysanus 744 xsopix na LA PK
Cepenuie cnippignowenns GLS [90% CI)
MoToune gocaimxennn
MMapasierpn PK | NM I aem rpotn NM | DML 5 miem nporir NM NM 290 i [opiEHATIO
200 um 200 st 3 pocaimkennam NvL
200 nm 114433 Koropr
3Tal8
1,02 0,868
AUC(0-e) [0,791 1,32] [0,663,1, 14] HJL
1,26 0,775 1,47
AUCO-wk4) | 157102, 231 [0,442,1, 36] [0,849,2, 56]
L17 0,701
AUCO-wk8) | 16 653.2, 09] [0,401,1. 22] HIL
NE 0,706 1,33
AUCO-wRI2) | 15 01,1, 78] [0,458.1, 091 [0,861.2, 05]
Crax 1,39 0,761 1,31
[0,789.2, 43] [0,439,1, 32] [0,764,2, 26]
Cwkd 1,03 : 0,653 1,62
W [0,609,1, 751 [0,389,1, 10] [0,972,2, 69]
1,04 0,680
Cwk8 [0,696,1, 55] [0.463,0, 998] HA
Cwki2 1,01 0,970 0,647
[0,670,1, 52] [0,654,1, 44] [0,437.0, 959]
0,980 . | ]
CLF [0,758,1, 27] [0.877,1, 51] HI
1,13 1,66 '
tii2 [0,793,1, 62] [1,13, 2.42] HA

NM 200 nm: Hanodipeseporanuii 200 M 3 BHKOPHCTAHHAM HOBOTO cnocoby 3acrocysanns API
(cnocib sacrocysansn D): NM 1 miar: Hanoposmip 1 mxnm 3 BHKODUCTAHHAM HOBOIC CIOCOBY
sactocysannay AP (crocif sacrocysanns DY; DM 5 mia: Cyxe nmoapi6uen Ta romorenizauis 5




MEKM.3 BHKOPHCTAHHAM HOBOTO CrIocoby 3actocysanns API (cnocif sacrocysanna D).
@opayna NM 200 mm, 1o BHKOPHCTOBYBRNACS B JOCHIDxeHH] 114433, 6yna BuroroBneHa 3 APl 3a
crocoGom sacrocysasns C I Mana Iemo suiwmii pisens MadiTony
ND: He srzuaueno

PapmakoKiHETHYH] napaMeTpH Miiasonamy 6yJM OKpemo NpoaHalisoBaHi 3a.
IOMOMOTOFO MOAEN] 3MILLAHHX edexTiB 3 GiKCOBAHHMH TepMiHaMH AiT JUId JikyBaHHS
TiAbkU MigasonamoM i 3 744. Cy6'ekT posrnsaascd B MogeNi sk BHIANKOBHI edexr.

PeayIbTaTH CTATHCTHYHHX MOPIBHSHE NPeCTABNEH] HUKYE.

Hincymok nopiBusaHb JiKyBanHSA Mizazosamom PK
Cepenne cniseignomennn GLS [90% Cl
PK mapamerp b MDZ + 744 npotn M])Z[ ]
AUC(0-0) 1,08 [0,997.1, 22]
AUC(0-1) 1,10 {0,954,1, 26]
Cmax 1,09 [0,944,1, 26]
CL/F 0,924 [0,822,1, 04]
t1/2 0,991 [0,893,1, 10]

MDZ=Minazonam; MDZ +744.=GSK 1265744B 30 mr PO+Minazonam 3 mr

21. Peaynsrati 6e3nexu

Cy6'extu B ycix rpymax nikyBanHs noBinomnsamu npo ITP. Knac cuctemuux opraHis
SOC) «3aranbHi poznagy Ta IIOPYLIEHHA B MiCLi BBEACHHA» CIPUYHHKB OiNbLIicTDb

" [roAiit y mactynnux rpynax nikysauts: NM 200 um (11 cy6’exTis [85 %]), NM 1 mim
(11 cy6’exriB [92 %]) i DM 5 Micm (10 cy6’extis [77 %)), wo Bimobpaxae nosBy
peaxuii B micii Beenenns (ISR).




3Beaenun ecix [P 2a koropramu (SOC)
mMbz 744 744 HM HM DM
{N=12) | nepopa- | nepopani | 200HM | 1 MKM 5 MKM
soc ALHYA | -HMiE+ (N=13) | (N=12) (N=13)
(N=43) MDZ
(N=12)
EYOb-AKA MO, n (%) 2(17) | 20(47) 5(42) 11(85) | 12{100) [ 11 {85)
3aransHi poanany Ta peaxwii 8 Micyj 0 0 0 1185 | 11(92) | 10D
BBEAEHHS
Indberyyii Ta inpaaii 0 5(12) 1(8) 3(23) 6 {50) 4{31)
Mopywexns 3 Boky HepeoBoi cucTemMu 2007 | 501 3{(25) 2{15) 4(33) 3(23)
Mopyurenys 3 Goky onapHo-pyxaBoro 0 1(2) 0 1{8) 4(33) 5(38)
anapary 1a cnonyyHol TKaHWHM
OCiKEHHS 0 4(9) 0 1(8) 2(17) 3(23)
TpaBmi, OTPYEHHS TA YOKNAAHEHHS, ] 1(2) 0 2(15) 5(42) 1{8)
CNPUYMHEH] NPOBEASHHAM
ROCMIARMLEKMX RPOUSaYD
MopywenHa 3 Boxy wndpn Ta NigwKipHoT 0 37 2(17) 1(8) 1(8) 1(8)
KNiTKOBKHY
Mopywerks 3 Goky WINYHKOBO-KMILKOBOrO 0 37 0 2(15) 1(8) ]
TpaKTy
TopyuienHs 3 Goky Auxanshol GreTemu, 0 1{2) 0 0 2(17) 1(8)
OprakiB rpyaHOT KNiTKU Ta CEperoCTiHEs
MopyweHks 3 Boky KpoBi Ta NiMaTMyHal 1] 1(2) 0 ] ] 1(8)
CHCTEMK
IMopywerna 3 Goky ofmiky peuosuy i 0 0 0 1(8) 0 1(8)
XapuyBaHHs
[enxivki nopyLweHHn 0 1(2) 0 0 1(8) 0
IMopywenxa 3 boky opravie cryxy 1a 1} 0 0 0 0 1(8)
pisHoBamM
MNopyweHHs 3 Goky opraHy 30py 0| 1% U] 0 0 0
Poanagy 3 Goky iMyHHOT cucTemm 0 0 0 1(8) 1] 0
(lopytienns 3 Boky HUPOK | cevoBRrBiAHUX 0 0 ¢ 1(8) 0 0
winaxis
Nikysattin 744 MNepopankuo=GSK1265744B 30 mr nepopanbho 14-gena RD; 744 _
NepopantHo+MDZ=GSK2265744B 30 Mr nepopanska+ Migasonam 3 mr: MDZ=Minaanam; NM 200
HM=GSK1265744A 400 Mr Hanoposmiptvii 200 HM LA 3 BUKOPHCTAHHSM HOBOrO cnocoby 3actocyeants AP
(cnocib aactocypatia D); NM 1 MkM=GSK1265744A 400 mr HanopoamipHU T MKM LA 3 BUKOPUCTHHAM HOBOMO
cnacofiy 3acrecysanna API (cnoci6 aacTocysanta D), DM 5 mkv=GSK1265744A 400 mr Cyxe nogpiGrenra Ta
romoreizayia 5 Mum LA 3 BRKODUGTaHHSM HOS0M0 cnocoBy 3acTocysanHa AP {cnocib 2acTocyeannus D).




Peaxcnii B micui eaennst (ISR): Haituacritmm ISR, 1po SKHH MOBigOMITANOCA
micns /M BefeHHs NM 200 um, NM 1 miM i DM 5 Mrm LA, 6ys 6ins (77%, 83% i
69% BiAnORiNNO), 32 AKKM pinwe ciocTepiranucs BY3JIHKH, YINUIBHEHHS, epUTEeMa,
napectesis, BiTdyTTs cTArHyTOCTI i Tenua,

[Ipencraeieno Meniany tpusanocti 3 HalnowHpeHimux Bunankis ISR anga NM 200
HM, NM 1 mMxM | DM 5 miM, npo ski naifuactiue nopigomnanocs. Memiana
TPHBAJIOCT! GOMEO Ta YLIiNbHEHHS 3araioM Gyna KOPOTILOIO i cTaHoBMa <I 1 AHIB
NOPIBHAHO 3 By3naMH (IpaHyTboMaMy Ta kictamn). Y rpyni NM 200 uuM TpHBanicTs
Gomo Gyna MeHIwIow, Hix y rpyni NM 1 mxm i DM 5 MM, By3nuku
PO3CMOKTYBAHCS NPOTATOM 55 IHIB Y pykaBax 200 M i | Mkm, Tofi ax y | nauienTa

B PYKaBi 5 MKM BY3NHKHM MOXHA 6y110 BUSBKTH 10 18] fHs.

Y3aranbHerHa Bcix ISR 3a nikyBanHsam IM
Monin ISR NM 200 um NM 1 mMkm DM 5 mrm
{N=13) (N=12) {N=13)
Byab-axuit cy6'ekT 3 Byab-K0i0 nogieio '
ISR, n{%) 11(85) 11(92) 10(77)
Binb y micyj BBefEHHS 10 (77) 10 (83) 9(69)
BY30I1 Ha MiCLlj BReAEHHA 4(31) 5(42) 2(15)
YIlinbHEHHS ¥ MiCLi BBeAeHHS 2 (15) 3(25) 4 (31)
Epurema y micui BeefexHs 0 2(17) 0
[apecTeaist B MiCLli BBEAEHHS 0 1(8) 0
Peakuis Miclia BBEAEHHS (yLUiNbHeHHs) 0 1(8) 0
Tenno B micuj BBegEHHS 0 1(8) 0

Ll

Nikysatra NM 200 nm=GSK1265744A 400 mr HaHomeneHoi 200 HM LA 3 BUAKOPUCTAHHAM
HoBOTO crocofy sacTocysarka API (cnocif sacTocyeaHs oy;

NM 1 Mkm=GSK1265744A 400 Mr HaHomeneHo! 1 miw LA 3 BUKOPUCTEHHAM HOBOrO
cnocoBy 3actocysanna API (cnoci6 sactacysanHs D)
DM 5 mkm=GSK1265744A 400 Mr Cyxe nogpitHeHHs Ta roMoreHizauia 5 mkm LA 3
BUkopUCTaHHAM HOBOTO cnocoBy 3acTocyBakka APl (crocif sacTocyBaHHs D).




3renena inthopmalis npo Tpusanicts (y Ansx} Ton-3 744 nogii ISR B LA B pospisi

NiKyBaHHs

lopis ISR NM 200 em | NM 1 mMim DM § mMkm
(N=13) (N=12) {N=13)

bink, MefiaHa (MiH - maxc) 3,0 (1-5) 5,0 (1-10) 6,0 (2-11)

Byson (rpaHynsomu ta kictu), Megiana ( MiH-

Maxkc) 13.5(3-55) | 13,0(5-55) | 96,0 (11-181)

IHaypaLlis, MegiaHa (MiH - makc) 11,0(9-13) | 3,0(3-13) 7,0 (4-13)

ISR Gy1 NOMIMPEHHMH, arle BCI BOHK Gy JIErKIMH 33 IHTEHCHBHICTIO, 32 BHHATKO
oaHoro ISR Gomo 2-ro cTyneus a6o nomipuoro, Tpo sKHii NOBIAOMUB MALIEHT y
rpymi gocnifxedts NM 1 Mrm. He nosinomasnocs npo [P ISR % knacy.

Nikysanns NM 200 nm=GSK1265744A 400 mr HaromeneHoi 200 uM LA 3 BUKOPUCTaHHAM
HOBOro cnocoby sacTocysars APl (cnocib sacTocysanHs D);
NM 1 mxm=GSK1265744A 400 wr HaHomerieHoi 1 Miv LA 3 BUKOPUCTAHHAM HOBOMO
maptupyTy AP (croci sacTocyBatss D)
DM 5 mim=GSK1265744A 400 Mr Cyxe nogpibHerHs Ta roMoreHiaauis 5 mm LA 3
BUKOPHCTaHHSAM HOBOTO Cnocoby 3acTocysanHs API (cnocib sacTocyBaHHs D).

3BefeHa iHdopmauis npo YacToTy Ta TARKICTL ISR Y Pi3HMX BMAax nikyeaHHs 3a

nogismu

3aranHi iH'exuii NM 200 Hm NM 1 Mkm DM 5 mxm
Cy6'exry 3 in'ekyiamu {N) 13 12 13
3arankHa KinbKicTb iH'ekuji {n) 13 12 13
3aranbHa KinbKicte nogift ISR (n) 16 25 16
3aranehuit ISR
Crynite 1, n (%) 16 (100} 24 (96) 16 (100)
Crynitb 2, n (%) 0 1(4) 0
Eputema




Crynite 1, n (%) 0 2(8) 0
Crynitb 2, n (%) 0 0 0
YulinbHeHHA

Cryninb 1, n (%) 2(13) 3(12) 4 (25)
CryniHb 2, n (%) 0 .0 0
Byanu (rpaHynsomu Ta kicTy)

Crynib 1, n (%) 4 (25) 5(20) 2{13)
Crynitb 2, n (%) 0 0 0
binb

Crynitib 1, n (%) 10 (63) 11 (44) 10 (63)
Crynibe 2, n (%) 0 1{4) 0
(lapacresisg

Cryninb 1, n (%) 0 1(4) 0
Crynitb 2, n (%) 0 0 0
Tenno 8 Micui BEeAEHHS

CryniHb 1, n (%) 0 1(4) 0
Crynitib 2, n (%) 0 0 0
I

Crynitb 1, n (%) 0 1(4) 0
Crynisb 2, n (%) ] 4] 0

MpumiTka: Ha ocHosi ganux AE 13 y3araneHeHux Ha piBHi Nogji.

a. NP anst peakui (repMeTUdHOCTI) MiCUS! iH'exti BigHOCHTLCS A0 kaTeropil ISR »IHwe»
TNixysans NM 200 nm=GSK1265744A 400 mr HaHomeneroi 200 HM LA 3 BUKOpUCTaHHSIM
HOBOrO cnocoby 3actocysanks API (cnoci6 sacTocysaHHs D),

NM 1 mkm=GSK1265744A 400 Mr HaHOMeneHoT 1 Mkn LA 3 BUKOPUCTAHHAM HOBOrO
cnocoby 3acTocysanHs AP (croci6 3acTocysanHs D),

DM 5 mkm=GSK1265744A 400 mr Cyxe noapiGHeHHs Ta roMorenizatyis 5 mkm LA 3
BUKOPUCTaHHAM HOBOrO cnocoby 3acTacyBaHHs AP (crociG sacrocysauHs D).

[LoGiumi peakuii, e mop’sizani 3 ISR:




Haiiuacrimumy He nop's3anumu 3 npuifomom npenapary I1P, npo sixi qosigomimsuocs
MPOTSAIOM NEPIOAY MepOPaNbHOro 3aCTOCYBAHH, Oynu Hynota (n=3) Ta ronoBHMiL
Oine (n=2). ¥ m'atu oci6 PO3BUHYNHCS HeisonboBaHi [P 3/4 cTynews, 3 axux ¥ 3 ocib
CNOCTEpIranocs MmifBUILEHHS piBHs kpearitdocokinazn ( CPK) y rpynmax nikysanns
INM 1 mxM Ta 744 nepopanmbo, y 1 ocoy - BrBHX cyrnoba y rpymi nikysanus NM |
MKM T2y 1 0co0H - nigsutuenns pisug saramsHoro Oinipy6iny y rpyni nikyeanus DM
> MkM. JKozHa 3 peakuiii 3-ro Ta 4-ro CTyneHis, He noB's3aHux 3 ISR, He BBaxcanacs
MOB'3aHOKO 3 TOCI KYBAHUM AikapchbkuM 3acoBGOM.

JIBoe cy6'ekTin Gynu BuBencHi 3 ROCNIIKEHHS | HE OTpHUManyu 744 LA uepes
BUHHKHEHH [IP nia uac nepiogy nepopansuoro BBeJeHHA. B oguoro cyGexta
criocTepiranacs nejikonexis 1 CTYNeHs, a B IHINOIO - MiBHILEHHS PiBHS
acnapraramiHorpadcdepasu, anaHinamisoTpancdepasu Ta ramma-
riayramintpancdepasu | crynens. O6uasi TP AOCNIIHHK BBAXKAB NOB'I3aHHMH 3
MPHIEOMOM NOCAIIKYBAHOTO NIKAPCLKOro 3acoby.

B onsoro yyacHuka s rpyni nikyBanust NM 200 uM BHHHKIO cepiosHe nobivne
ipuie (CIT) v Burnani CyROMH/TIpUNanKy (6axanuii TEPMIH/J0CTIBHUH TeKCT), ske
TOCTIHUK He BBAXKAR MOB'S3aHHM 3 ROCAIIKYBAHUM JiKapCLKUM 3aC060M yepes
nomepeaniii aHamues Ta BiaCyTHiCTs BustBneHoro GSK 1265744 HAa MOMEHT
BHHHKHEHHA enizony. [Tix yac nocaimkeHns ue OyJio 3apeecTpoBano XKOAHOrO
BHUIAAKY CMEDTI B XKOAHIH rpyni NikyBaHHs.

22. BUCHOBOK (3aKmodenHs)

¢ Lle nocnimxenns He BUABKNO KOAHUX 3HAUHUX HOBUX npobnem 3 6eznexoro,
nos'asanux 3 744. 3okpema, He Oyno cMepTenbHMX BUNAAKIB, 10B'I32HUX 3
OPHHOMOM NTiKiB, a0 NOB'M3aHKX 3 MPUAOMOM AIKIB OCTPHX OTPyEHs 3/4
crynens. Kniuiuno sHauywmx tennenniii ¥ HIiCAA1030BHX NabopaTopHHX
BIAXMNCHHSIX, TTOKA3HHKAX KUTTEAISNILHOCT] 260 EKT ne cnocrepiranocs.

*  Binswicts ITP, nos'ssanux 3 NKAPCHKHMHE 3acofamu, npunagae Aa ISR, sei
BOHH Oy 14 Jierkol Ta NoMipHOT iHTEHCHBHOCTI.

® 744 ne BnBaB Ha axTHBHICTL CYP3A {He inmykyBas i ne inriGyeas), npo
1[0 CBLOYHTE He3MiHHa PK Mifa3onaMy nmpu cymicHomy 33aCTOCYBaHHi,




* 744 AUC(0-WK12) 6yna noai6HOO Misk npenaparamu 1 MM 1a 200 HM.
®opmyna 5 MKM npu3Besa 10 3MeHIIeHHS (~29%) excnosuuii nporsirom 12
THXHIB NOPiBHAHO 3 hopMynoro 200 um. Bei MpenapaTty JOCAriv CX0mol
CepeNHBOT KOHLEHTpaLLii Yepes 12 THIKHIB Mic/1s BBeIeHHS.

* Hanodpeseposanuii 200 um npenapat 6yB obpanuii a1 MaiibyTHboi
KIIHIYHOT po3pobku 744 LA.

3asBHUK (BIACHUK peecTpauiiiHoro MOCBIT4EHHS)

(nianuc)

Kapen ['peiinkep (Karen Grainger)
Biue-npesunent, Kepisnuk BILLLTY HOPMATHBHO-NPABOBOIO peryaoBaHHs
— . [BiiB Xenckep (ViiV Healthcare)
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Clinical Trial Report - 5
Study ID- LAI117020

1. Name of medicinal product (registration certificate No, if available)

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

2. Applicant

VilV Healthcare UK Limited

3. Manufacturer

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

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Harmire Road, Barnard Castle, D112 8DT

Sterilization (Gamma irradiation of the drug substance and drug
product)

Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)
Zoning Industriel, Avenue de I’Espérance

Fleurus, 6220

Belgium

4, Studies conducted:

v'yes no  ifno, please justify

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

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

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

Assess the Relative Bioavailability of New Tablet Formulations of
(GSK1265744 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
0. Number of trial subjects Part A
planned: 24
actual: 24
Part B:
planned: 15

actual: 15

A Two Part, Single-center, Randomized, Open-label, Crossover Study to




10. Main purpose and secondary objectives of CT

Primary:
Part A

e To evaluate the relative bioavailability of two new GSK1265744
(744) 30 mg sodium salt tablet formulations compared to a tablet
of the current sodium salt formulation in the fasted state,

Part B

o 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
e 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 bioavailability of 2 new
GSK 1265744 (744) formulations relative to 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.

Treatment Part A Washout Part B
N=24 N=15
A: Reference Pericd | Wash- | Period | Washout | Period | Upto21
fermulation fasted 1 out 2 At least 3 days
{reference) Atleast 14 days
B: Formulaticn 1 14 days
fasted

C: Formulation 2
fasted
Formulation 1 or 2 ) ' TR Period 4
fed L

Teeatment A =744 30mg sodium salt current formulation, 824 mg total tablef weightfasted (reference)

Treatment B = 744 30mg formulation micronized, 208 mg tota! tablet vreight, fasted
Teeatment C = 744 3mg fermulation unmicronized, 208 mag total tablet 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] >50%), area under the concentration-time
curve from time zero (pre-dose) extrapolated to infinite time (AUCO-c0),
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.

GSK 1265744 30 mg formulation, made from micronized GSK1265744B
drug substance was selected for testing in Fed condition in Part B,

[n 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 i+ new formulation #2
formufation (Treatment B) (Treatment C)
{Treatment A)
Formulation G5K12657448 G5K1265744B G8K1265744B
description: (micronized) {micronized) {unmicranized),
lactose monchydrate, lactose monchydrate, lactose monohydrate,
microcrystallne microcrystalling cetiuiose, | microcrystaline cellulose,
cellufose, hypromellose, | povidone, sodium starch | povidone, sodium starch
sodium laurd suffate, glycolate, magnesium glycolate, magnesium
croscarmallose sodium, | stearate, Opadry || fim- stearate, Opadry [l film-
magnesium stearate, | coating, white /85F18422, | coating, white / BSF18422,
* Opadry flm-coating,
white OY-8-28876
Dosage form: Tablet, weight of 824mg | Tablet, weight of 208mg | Tablet, weight of 208mg
803mg core tablel weight | 200mq core tablet weight | 200mxy core tablet weight |
Unit dose
Tablet strength: 30
sengliuDosage oS ovet i
evel:
Route/
Administration Administer ozally
Duration:
Dosin ]
instnctions: Dose with 240miL of wates
Manufacturer/
source of GlaxoSmithKline
procurement:
Batch number 132374431 132378373 | 132378386




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

NA

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-o0), AUC(0-t}), Cmax and C24.
Secondary:

Part A and B

s  Plasma 744 t'%, 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, p(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.
F'rom the plasma concentration-time data, the following pharmacokinetic

arameters were determined, as data permitted: area under the plasma




concentration-time curve (AUC[0-c] 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(0-0) obtained by extrapolation
(%AUCex), time of last measurable concentration (tlast), and apparent
oral clearance (CL/F).

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

PartA PartB
{Fasted) [Fed)
. A B: C: D: Overall
Number of Subjects 74430 mg | Micronized | Unmicronized | Micronized N=24
74430y 44 T4 .
(reference) N=24 3bmg Bmg
N=22 N=24 N=13
A B: Cc D:
74430 mg | Micronized | Unmicronized | Micronized Overal
Demographics (reference) | 744 30mg 744 744 =21
N=22 N=24 30 mg 30mg
N=24 N=18
Age In Years [Mean (SD)] 403 41.8 41.8 (13.29) 400 118
(12.87) {13.29) {13.56) (13.29)
Sex [n (S6}]
Female 9{41) 10 (42) 10(42) 5{33) 10 (42)
Male 13 {59] 14 (58) 14 (58) 10 {67) 14 (58)
BNI (kg/m2) {Mean (SDj)] 26.65 26.77 26.77 (2.805) 28.74 2677
(2.808) {2.805) (2.858) {2.809)
Height {cm) [Mean (SD)] 172 172.96 172.96 173.60 17255
{10289} (10.619} (10.618) (10448) | (10.619)
Weight {kg) Mazan (SD)] 79.88 8047 8047 (13.893) 80.98 8047
{13.741} {13.883) (14.325) | (13.863)
Ethnicity [n (%))
Hispanic or Latino 1{9) 14) 1{4) 1N 1(4)
Not Hisparic or Latino 21(95) 23 (98) 23 (86} 14 (83) 23 {(86)
Race [n (%Y}
Aftican American/ifrican 5(23) a(21) 5(21) 3(20) 521
Heritage
White — 17 (77) 18 (79) 19 (79) 12 (80) 18 (79)
White/Caucasian/European
Heritage
Ar 744 30 mg current formutation, 924 mg total teblet weight, fasted (reference)
B: 744 30 mg formulaton mécronized, 238 my tota) tablet weight, fasted
C: 74430 mg formulation unmicronized, 2G5 mg otal i2blet weight, fasted
D: 744 30 mg formulaficn mictonized, 208 myg total tablet 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-o0), 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-o) or
Cmax.

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

Treatment AUC[0-72) | AUC(0-we} | Cmax c24 tmax® 112
(hr'pg/mt) | (hr'pg/ml) | (pgmb) | {pgfml) LLL1) (hr}
A 74430mg 104 121 ?zg()] zég‘)‘ 200 ?17 é?
(reference) {Fasted) {19) {20) B35 [150 (1.00— [350
{N=22) o413 | (128,184 | gt 178] 6.00) 109
B: Micronized 744 720 9.8 %3:13)? 2223 3.00 ?fé‘;
dmg (29) (33) (.09, 103, (00— | g
{Fasted) (N=22) 34,818 | 856,114 | o0 131 6.00) 415
C: Unmicronized 744 60.3 820 1.08 094 3.00 6.3
Wmg G I R - S = S LT oy
{Fasted) (N=22) BOTT8 ) g | 23y | 43 809y | 06
B: Micronized 744 757 102 250 1.22 300 386
3;2 st d) (N=15 (23) @n [ﬂ)s [gzgs)s (160 gg.sall)
asted) (N= 18, 08, 0,
subset) [669,856] | 031201 | S | 3 600) | a7
D: Micronized 744 834 113 27 1.36 303 372
30 mg 20) ) (16) 22) coo- | {19
(Fed) 46,033 | o84, 109 | 24 [-21, 8.00) B4,
{N=15} T o 2.96] 1.54] i 40.6]
Geometnc Mean (Cvb%][85% CI]
Medizn {range)
Treatments:

A 744 30 mg current formulation, 824 mg tofal tablet wieight, fasted (referance)
B: 744 30 mg formulation micronized, 208 mg totz) tablet weight, fasted

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

D: 744 30 my formulation mécronized, 208 mg tofal toklet weight, fed




Plasma 744 PK Treatment Comparisen

Plasma PK Ratio of GLS Means {90% Cf)
Parameter — —— ——
Micronized 30 mg | Unmicronized 30 mg fastedvs | Micronized 30 mgfed vs
fasted vs Reference Reference (C:A) Micronized fasted
{B:A) {N=22) {D:B)

(N=22) {N=15 subset}
AUC(0-72) 0.690 0.578 1.102
{hrpg/ml} {0:613,0.777) {0.513, 0.651) (0.992, 1.224)
AUC(d-cc) 0699 0.580 1681
(hr'pg/mL} (0.622, 0.785) {0.518, 0.652) (0.978, 1.195)
Cmax 0.640 0.533 1.081
{pg/mL) (0.583,0.72) {0469, 0.606) {0.958, 1.220}
c24 0.707 0573 1497
{pg/ml) (0627, 0.798) {0.508, 0.645) {1.000, 1.248)
112 1.02 0.981 0.962
(hr} {0.973, 1.06) {0.921, 1.00) {0.921, 1.005)
Treatments:

A 744 20 myg cument formulation, 824 mg total weight, fasted (reference)
B: 744 0 mg formulation micronized, 208 mg total weight, fasted

C: 744 30 myg formulafion unmicronized, 208 mg tofal weight, fasted

D: 744 30 mg formulation mécronized, 206 mg total weight, fad

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 Treatments
PartA PartB
(Fasted} (Fed)
T4 ;} mg fﬂicrt?ﬁized Unmic(r:énized Micrgﬁized varall
Preferred Term 744 744 74430 mg N=24
{reference) 0 mg 30 mg KN=15
N=22 N=24 N=24
n (%) n (%) n (%) 0 (%) n (%)
Any AE 1(5) 1(4) 6 {25) 1M 9(38)
Any AErelatedto 0 0 0 0 0
investigatonal product
Catheter site pain 0 0 2(8) 0 2(8)
Cathieter sife swelling 115} 1] 0 0 1{4)
Oropharyngeal pain [1] 0 0 1) 1{H
Bums second degree 0 0 14 0 1(4)
Excorafion 0 0 1{4) 4 1{4)
Tnerma! bum 0 0 1({4) 0 1(4)
Headache 0 1(4) 0 0 1 {4)
Dermafitis contact 0 0 1(8) 0 1(4)

A 744 30 mg cwrrent farmufation, B24

abnormalities observed

in study.

} mg (otal fablet weight, fasted {reference)
B: 744 20 mg formulation micronized, 208 my total tablet weight, fasted

C: 744 30 mg formulation unmécronized, 208 mg iotal Eblet weight, fasted

D: 744 30 mg fommulafion micronized, 208 mg total tablset wieight, 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)

22. Conclusion (summary)

e Plasma 744 parameters (AUC(0-c0), 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
micromnized tablet.




» 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) ( - G\&,‘\

(signature) o~
Karen Grainger

VP, Head of Regulatory Affairs
ViiV Healthcare

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



3BiT npo knidiyne sunpodysanng - 5
Koa pocaiprenns - LATI117020

1. Hazga nixapcekoro 3acofy (3a HasBHOCTI - HOMep peecTpailifHoOro
[TOCBIAYEHHS)

2. 3agBHUK

BiiB Xenckep IOK Jlimiten

3. Bupobuux

BrpoSunuTEO HEpo3hacoBaHOro NPORYKTY, NePBHHAE TA BTOPHHHE NAKYBaHHH,
KOHTPOJIL SKOCTi FOTOBOrO NPOAYKTY, BHILYCK cepii

['naxco Onepeitnic FOK Jlimiten, o Bene pisnsuicrs ax [nakco Bennkom Onepeitiunce
/ Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Xapmip Poyn, Baprapa Kacra, DL12 8DT / Harmire Road, Barnard Castle, DL12 8DT,
Benuka Bpurania

Crepunizanin (ramma-onpominenus A®I ra roToBoro npoaykry)

Crepirenike bensrig (Pabopyc) CA (Corepa Xenc Kammani) / Sterigenics Belgium
(Fleurus) SA (A Sotera Health Company)

3ouinr [npactpiens, Asewto ae n°Ecnepanc, ®nsopyc, 6220 / Zoning Industriel, Avenue
de I’Espérance Fleurus, 6220

beneris

4. [IpoBenei qocnifpKeHHs:

v Tak Hi, AKIIO Hi, 06TpyHTYHTE

1) Tun nikapcekoro 3acoly, 3a sKUM npoBoAuaacs abo nuaHyeThes
peecTpalis

ITikapchkuii 3aci6 3a MOBHHM JOChE (ABTOHOMHE A0ChE), THIIKH SiKapchKHii 3aciB, HoBa
nitoua peuoBUHa.

5. ITosHa Ha3Ra KAIHIYHOrO BUIIPOOYBAHHSA, KOJOBAHMIH HOMED KJIIHIYHOrO
BUNIpOOYBaHHA

JBOuYacTHHHE, OJHOLICHTPOBE, PAHAOMIZ0BaHE, BiAKPUTE, [IEpeXPEcHE NOCTIHKEeHH As
OLLIHKH BIRHOCHOT 610R0CTYNHOCTI HOBUX TabeToBaHUX Gopm npenapaty GSK1265744
Y 300pOBHX AOpOCHHX cyO'exris, qocimkenns LATII17020.

6. daza kniHiuHoro BunpobyBsauHs Da3za |
7. Ilepiog kniHiuHOro BHNpOOYBaHHS 3 [26 moTtoro 2014] — [12 nunus 2014
8. Kpaiuwm, B skux npoBogwiocs KiiHiuHe BUNPoOyBaHHs CIIA
9. KinbkicTb DOCHimKYBaHUX YacTHHA A:
24

thakTHYHa KUIBKICTB: 24

Yacruua B:
3aIUTIAHOBAHO: 15

thakTHUHA KiTRKiCTH Cy0'eKTiB nocaimkenns: 15




10. MeTa Ta BTOpHHHI Wil KNIHITHOIO BUIIPOOYBaHHS

[epBHnHi:
JacTHna A

e OmiHKTH BifHOCHY Bi0AOCTYNHICTS ABOX HOBHX (opm TabNeTOK HATpieBoi coni
GSK 1265744 (744) no 30 Mr nopiBHAHO 3 TabneTkow noTo4HOT GopMU
HaTpieBol coni HaTIeceplIe.

JacTuna B

e OUiHUTH BIUIMB DKI 3 NOMIPHHM BMIiCTOM kHpy Ha GiogocTyrHicTs 06panoi
peLenTypu TabneTok

BropuHuhi:
Yactuna A

e  OuinuTy BiaHOCHY 6I0NOCTYNHICTL ABOX HOBUX (hopm TabneTok HaTpiekoi coni
744 no 30 Mr nopisHAHO 3 TAONETKOI NMOTOYHOT POPMH HaTpicBol cosi
HaTIecepue.

¢ Ouinnru Ge3nexy Ta nepeHoCHMIcTh 744 mauicuTis, Axi NpUiiMany pasoBy 403y
30 Mr nOTOYHOrO Npenapary HaTpieBOT COJi HATIECEPLIE Ta IBOX HOBUX
npenaparis HaTpieBoi cont.

YacTina B
e OuiHHTH BIUIMB DKi 3 TOMIPHHM BMICTOM KupY Ha GiogocTynuicTs 06panoi
peuentypu TabneTox.

¢ Jlna nopanewiol ouiHky Oe3neku Ta nepeHocuMocT! 744 nauieHris, ki
OTpHUMYBanu oasopaszoBy nosy 30 mr obpanoro npenapary 3 Yactunu A.

11. Juzaitn xniniunoro BHnpoGyBaHHA

Lle nocaimkenna 6yno po3pobneHo /uis OLiHKH MepopanbHOT G10A0CTYIHOCTI 2 HOBUX
npenaparis GSK 1265744 (744) nopisHsHo 3 pedepenTHum npenapatom 744 natpicsoi
Coi, L0 BHKOPHCTORYBABCA B AOCHLKEHHAX dazu [IB (yacTuHa A), a TAKOXK BILTUBY
[i>1 3 momipHHM BMicTOM 3KHDY Ha GiogocTynHicTs ofpanoro npenapary (1acthHa B). V

Hactuui A 6yno parzomMizoBaHo 24 yuacHukw, a 8 Yactudi b 15 yuacHukis 3 Yactunu A




Oy/H 3apaxoeaHi 32 MPUHLMIOM «XTO MPHILIOB - TOH i oTpuMaBy. YV Tabnuuj Hibkye
MpeACTaBNEHO 3aranbHRH AU3alH DOCIimKeHH.

ikyeaHHn Yactura A Bumuganusa | MacTuHa
B
N=24 N=15

A ETanoHBuMi Mepion | Buwusanka |Mepion| Bwwmwusanqa | Mepiog| Do 21 e
npenapar Harie 1 |llonaimerwe U] 2 | UoHaiimeHwe 3
(pehepeHTHMiA) [HiB 14 nHis

B: Peuentypa 1
HaTLle

C: Pewentypa 2
HaTwe

Peyentypa 1 afo [ T ' ' - ﬁepiop,rl
2 micns ki

Niryeaxra A = 744 30mr 1atpiesol coni noroumol dopmynaufi, 824 Mr aaransHol mack TaBnerok

(petbepeHT)
fikysanna B = 744 30 mr mikponiaosayoro npenapary, sarankHa maca Tabnetku 208 wr, HaTwe
Nikysarns C = 744 30 Mr HemikpOHIZ0BAHOO Npenapary, 3arankka Maca Tabnetku 208 Mr, Hariye

Y 4acTHHI A yuachuku Oynu panaoMisoBaHi 1A OTpUMaHHA | 3 HACTYIHHX 6
nocnigosHocteii: ABC, ACB, BAC, BCA, CAB i CBA. Cy6'exrn mpoxoaunu
CKPHHIHrOBM Bi3HT poTarom 30 AHiB micas npuioMy nepuiol 1034 A0CAIDKYBAHOTO
mpemnapary, 3 NepioaM MiKyBanHs, po3nineHi 14-nenHoro nepeproo, Ta nepion
10JaJIbLLOrO CMOCTEPEHKESHHS.

Bubip nikapcokoi hopmu, o BUKOpHCTOBYBanacs y Uactuui B, rpynTyBascs Ha
nomepeaHix pesynsratax PK-ananisy Yactunu-A. Pilwenna rpo npoeenenns Yactunu B
'PYHTYBanocs Ha KOHUEHTpauii yepes 24 roguuu nmicns npriiomy nosu (C24) 3a
CepelHbOKBAAPATHYHHM reOMETPHHHUM BilHOLIEHHAM HaiMEHIUMX kBaapatis (GLS)
(cepeanboxsagparuyre BinnoweHHs GLS gopisurosano abo ymo Ginbuim 3a 0,9
craHoBHn0 50% abo Ginbie (Prob [C24 ratio >0.9] >50%), mnomi nia kpusoo
"KOHLeHTpalis-4ac" Bij Hy/MLOBOroO yacy (103a), EKCTPANIONBOBAHOT 10 HECKIHYEHHOTO
tacy (AUCO-00), makcumansHOT KOHLEHTpaLIT, 1o cnocTepiranacs (Cmax), Ta tdaxropin
hapmauesTUuHO] po3pobku. YacTHHa B He npoBogunacs, skiio o6HaBa HOBKHX
npenaparH BUSBHUIIMCS SBHO ripLIMMHM 33 IOTOUHUHA NpenapaT. SIkiio skonHa 3 TabneTok
He BIAIOBifalla KpUTepiaM, Bce OHO MPOBOAMWIacs HacTHHa B, axmio pesyaptath | 3
npenaparie He BiANOBiTanu kpuTepiam. He3Baaloun Ha Te, L0 KOAHA 3 TaBNEeTOK He

BiZNOBIfana KPHTEPisSM, JOCIIAHHIILKA IPYIIa NOrOAUNACS 3 THM, [0 BUBYEHHS




xapuoBoro edekTy 1 3 UMX npermapatis Moxe 0YTH KOPHCHHM UTd Mal#OyTHHOIO
nnaHyBaHHa. ToMy Oyna npoeeneHa JacTuHa B.

[Ipemapar GSK 1265744 30 mr, BUTOTOBICHHH 3 MiKpOHI30BaHOT JIiKapCEKOT PEYOBHHH
GSK1265744B, 6ys obpanuii ana TecTyBaHHs B ymoBax Fed B wacTuni B.

Y HactuHi B cyb'ekTam Japaiii 1KY 3 IOMIPHEM BMICTOM 3KHPY, MICHA YOrO BBOJMIH
OAHOPA30BY AO3Y JOCHIDKYBAHOrO Npenapary Bnponossik 30 XBHIHH MICHA 3aBeplICHHI
npuiioMy i B neHs 1.

12. OcHOBHI KpuTEpii BIIIOMEHHS

Y mocnimxeHHi 6panH yyacTs 310pOBI 4ONOBIKK Ta XiHku BikoM Bin 18 mo 65 pokie
BKMIIOYHO, 3 MAcoK0 Tima 250 kr Ta infekcoM MacH Tina (IMT) y mexax 18,5-31,0 kr/m2
{ BKJIIOYHO).

13. HocnimiysaHuit nikapehkuit 3acib, cnocid 3acTocyBalHs, cua aif

JlikyBaHHA B JOCHiAMEHHI

MikpoKpUCTanivHa,
rinpoMenaaa, Hatpiky
naypuncynedar, HaTpit
KPOCKapMENo3a, Marit
CTespart, nniskose
nokpuTra Opadry, Ginvia

LeMnNo3a, ResIRoH,
HATDI0 KPOXMENLTNIKONAT,
MarHiKs cTeapar, Nniekoee
nokputts Opadry I, Ginwia /

85F18422,

HaiimeHyBaHHs GSK1265744 natpiesa [GSK1265744 Hopa GSK1265744 HoBa
InikapceKoro 3acaby: cinb ctpymoeol  |peuentypa Nai peyentypa Ne2 (TlikyBanna
Komnozuyit {obpobka {(MlikysaHua B) C)
A)
|Onuc nikapcekoi (GSK1265744B (GSK1265744B GSK1265744B
hopmu: (MiKDQHI30BaHMIA) {MikpoHizoBaHMA) (HeMikpOHIZoBaHRA), NaKTOIM
NaKTO3M MCHCTIAPET, MOHOMAPAT NaKTo3w, MOHOM/APaT, Uenknosa
Lemnonosa MikpOKpMCTANIUHE MIKpOKPUCTanivHa, NOBiACH,

HATPIK) KPOXMANBIMIKONAT,

MarHilo cTeapart, RNiBKoBe

ncxpurta Opadry |1, Ginuii /
85F18422,

OY-5-28876
Pikapceka dopma: | Tabnetxa, maca 824 mr Tabretka, maca Tabnerkm
800 mr maca sgpa Tabnetka, Bara 208mr 208mr 200mr maca sippa
Tabnetku 200mr Bara agpa rabneTin TabneTky

Cstra oqMHUYHOT

o3ufpiBerb Dosysanns Tabnemiw: 30 mr PieeHb goau: 1 Tabnetka

03yBaHHA:
cnoci
33“9‘5"“"“’ 3aCTOCOBYBATH NEPODANHO
AnminicTpyRaHERA/
TpuBanicTk:
Brastaku wono Noza 3 240mn soou

dCTOCYBAHHA




Inikapcexoro 3acoby:

BupofHuKmxepeno
aKymisni:

GlaxoSmithKline

|Homep cepi

132374431

132378373

132378386




14. TIpenapat nopiBHAHHS, 038, COCib 3acToCyBaHHs, cuaa Aii

HI

15. CynyTHs Tepania

JlozBoneni npenapatu: Aueraminogen y aosi <2 r/mo6y 6yno I03BONEHO 33CTOCOBYBATH
B Oyab-aKuit yac NpoTaroM AociimkerHs. [Hmi CYMyTHI JIikapchKi 3aCo0H po3rasmaucs
B KOHOMY KOHKPCTHOMY BHITAZKY AOCNIIHKKOM Mic/as KoHCyabTauil 3 GSK Medical
Monitor (3a HeobXinHOCTi).

16. Kputepii ouinky edexrunHocTi

EdexrusHicTs He ouiHIOBanaca B 1OMy A0CTimKeHHi.
{Iepeunni:

Hactnaun A i B

*  [Lrasma 744 AUC(0-c0), AUC(0-1), Cmax i C24.
Bropumui:

Yactnau A i B

® Ilnasma 744 %%, tlag, tmax, %AUCex, tlast i CL/F.

17. Kpurepii ouinku 6esnexn

Hactuua A i B: [Tapamertpu Gesrnexu ta NEPEHOCHMOCTI, BIUTIOUAKOYH NOBIuHI I8MLLa,
CYnyTHi npuitom nixis, kniniuxi maboparopHi ckpuninrd, EKI” ta ouinky suttero
BKITHBHX NOKa3HUKIB,

18. Craructhusi Meronu

YKomua dopManeHa rinotesa ve Gyna nepepipeHa B Yacruui A abo B.

LN KOJNCHOT MePBHHHOT KiHLEBOT TOUKY ®apmakokineruka 6ynu nobynosani To4koBsi
OUiIHKH Ta BignoBiani 90% fosipui iHTepBatyu AN BiTHOMEHHS CepPENHBOTO
FEOMETPHYHOrO 3HAYCHHA ROCAIKYBAHOTO JTIKYBAHHSA 10 CEPEIHLOIO T€OMETPHIHOTO
3HAYEHHA Pe(EePERTHOrO NIKYBaHHS, p(aocnimxypane)/p(pedepentue).

Ananis Gesnexu: naui 3 Geanexu Gyu npencTasneki B TabnuaHOMy Ta/abo rpadiunoMy
(hopmari Ta y3aranbHeHi onmMcoBo BinnoBiaHO M0 cTaHnapTis IHTErpoBanoi 6i6nioTeku
cranaaptie fanux GSK (IDSL).

dapmaxokiHeTHUHUMI aHani3: asMosi 744 nai «KOHLIEHTpALlis-4acy Oyu
NpOaHaIli30BaHI HEKOMIAPTMEHTHHMH METOaMu 3a foromoror WinNonlin 5.2 a6o
BHIE. Ha OCHOBI faHMX 3aN1KHOCT] «KOHLEHTpaLig-yacy Y 11asmi kpori Gysu
BH3HAUEHI HACTYNHI lapMaKOKIHETHYHI apaMeTPH, HACKINTBKHM Lie A03BOMAMH JaHi:
MUIOKIA [Ti/l KPHEOIO KKOHLIEHTpALIA-4acy y mnasMi (AUC[0-0] Ta AUC[0- t]), Cmax,
C24, yasuuit nepion HamiBBUBENEHHS 3 TepMiHAILHOT dazu (t1/2), yac zaTpumku
BCMOKTYBaHH3 (tlag), yac no Cmax (tmax), sizcoTok AUC(0-20), orpumanuii uiysxom




19. Hemorpadivni nokasHHKE HOCITImMiYBaHOT NOMYs0ii (CTaTs, BiK, paca
TOLIO)

excrpanonauii (Y%oAUCex), 1ac ocTaHHEOT BuMipioBaHoi KoHUeHTpauii (tlast) Ta yapHuit
KITipeHC TIpK epopaibHoMy 3actocysanti (CL/F).

YactiHa A Yactuna B
(Hariye) (nicns i)
S . A:74430 B: C: b: Jaranom
Kinbidcrs y4acHukia Mr Mikponizosanui |Hemikpouizosauuit | Mikponisosanmin| N=24
(pedepent)| 744 30 mr 74430 mr N=24 | 744 30 mr N=15
N=22 N=2
A B: C: D: MikpoHizoBaHuia
S 744 30 wr | Mikporizosanuid | Hemikponizosaruit | 744 30 mrN=15 | 3aranom
Revorpagsiuni pati (pedeperm)| 744 30 urN=24 | 74430 wr N=24 N=24
N=22
Bik (pokis) 403 41,8 418 400 418
[CepenHe aHaveHHs (SD)) (12.87) (13,29) {13,29) {13,56) {13,29)
[Crams
n {%])]
PKigua 941 10 (42) 10 (42) 5(33) 10{42)
Yonosiva 13 (59) 14(58) 14(58) 10(67) 14(58)
BMI (kr/m2) 26,66 26,77 26,77 (2,809) 26,74 2,77
[Cepenne anaugHHa (SD)Y] (2,908) (2,805) (2,858) (2,805)
3picT {cm) 172,71 172,96 172,96 173,60 172,96
Cepenne 3Ha4enHs (SD)) {10,289) (10,619} {10,619) (10,446) {10,619)
Bara (xr) 79,88 80,47 80,47 80,98 80,47
[Cepente 3naverns (SD (13,741) {13,893) (13,893) (14,325) (13.893)
ETHiYHa mpUHaNexXHicTL
n (%])]
aTUHOaMEpUKaHL abo 1(5) 1{4) 1{4) 1(7) 1(4)
NATYHOEMEPUKAKLI
He icnaxomosni wu 21(95) 23(98) 23 (96) 14(93) 23 (96)
naTMHoaMepuxaHLi
Paca
[n (%))
¢po- 5(23) 5(21) 5{21) 3{20) 5(21)
aMEpHMKaHCEROrO/adpukaHch
KOrQ MOXOHEHHS
Binatxipi - 17 (77} 19(79) 19(79) 12(80) 19(79)
BiNoLLKipYCEpONencLKore
MOXOMKEHHA

A 744 Noroqrmi cknag, 30 wr, 3aranba Maca TaBneTky Hatwe 824 ur (pedepent)
B: 744 MNpenapat 30 mr MikpoHiaoaaHui. 208 Mr aaransHof Mack Tabnetiu HaTuE
C: 744 30 Mr HeMiKpoHi3oBaKoro npenapary, 3aransa maca Tabnetkn 208 mr, Hamie

D:_744 30 mr npenapary MikporiaoBaHoro, 3aranbia Maca TabneTii 208 Mr, BXPMTOTO 0BONOHKOK




20. Pesynpratu edexTHBHOCTI

Excriozuuis rasmu 744 mna 06ox HOBUX npenapatie-kaHauaaTis Gyna
HIDKYOIO, HX JUIst pedhepeHTHOTO 1penapaTy. [Tapametpu nnasmu 744 (AUC(0-
), Cmax ta C24) 6y Ha 29-36% HIDKYMMM micis 3aCTOCYBAHHA TECTOBOT
MIKpOHI30BaHOT TabneTky (JTikysauus B) Ta Ha 42-47% HUKYKMH Hic/A
3aCTOCYBaHHA TECTOBOI HEMikpOHi30Banol TabneTky (nikysanus C) mopisHsHO 2
pedeperTHoto TabneTroro. TecToBHIT MikpoHisoBaHHH npenapar 6ys obpanuii
U YacTrak B gocmimxenns, i ika geimo 36inpmmna, ane He Mana 3HaYHOro
BIUIHBY Ha 744 AUC(0-0) abo Cmax. -

Pesronrte okpemux dpapmakoKineTHInnx napamerpis 744 y niasmi KpoBi
nichs opuiioMy OIHOpPa3oBoi 103H a

A 744 notosHui cknap 30 wr, 3arankha maca Tabnetky 824 wr, KaTiecepue {pechepent) 3744
MikpoHizoBamit ckniap, 30 mr, 3arankHa maca Tabnetkn 208 wr, Harlecepye
C: 744 30 mr HemikpOHI30BaHOTO npenapary, saransha maca Tabneau 208 wr, HaTwe
D: 744 Magporizosaruit npenapar 30 mr, saranka maca Tabnetid 208 mr nicns ki

iKyBaHHA AUC(0-72) | AUC{0-0) Cmax C24 tmaxt t1/2
Ky (rog*mkc/mn) | {roa*mkrimn) | {Mkrimn) | (Mkrimn) {rog) (rog)
A: 744 30 Mr 104 141 3,70 1.64 (20) 200 37,8
{pedepenT) (Hatwe) (19) {20) {23) 1,50, (1,00- (18)
[N=22) (954, 113 (129154] |[3,354.10) 1,78 6,000  |[35,0409]
B: MikporizoBanuii 38,4
744 (229? ?383‘)3 ?3%? 116(8) | 300 | (18)
30 mr {Hanwe) (N=22) 634,818 | 856,114 |[2.08,271] [1031,31] |(1,00-6,00) Ei15,551.
[C: HemikponisoBanui 60,3 82,0 1,08 0,24 (43) 300 36,3
” i (#1) t2) 60 | 078113 [¢00-600|,. 20
mr (Harwe) (N=22) | [50.7,71,.8) | [68,697.9] |[1.68235] [33,3 39,6
{B: MikpoHizogaHmit 757 104 2,50 1,22 300 388
744 30 Mr (HaTwe) (23) (27) 2n @) 10500 (8)
11N=15 nigrpyna [66.9,856] | [80.3,121) |[216290] | [1,08,1.38] [* "™ ™7|[35,0 42,7]
P o IkpoHI30BaHME 834 113 271 1,36 s | 372
A (20} {25) (186) (22) ’ (16)
v ag.gad | esa, 129 [r2a8,2961) 121 154 2908900204
Cepefie reometpuune (Cvb%)[95% CI]
Megiana (gianason)
TikyBaHHs:




[LopisHAHHA HiKYBaHAA NIa3Mol0 744 PK
Plasma PK CniegigHOWEHHS cepepHiX 3HAYEHE y3aranbHEHMM METOACM HARMEHIINX
Mapametp kBagparie (90 % Cl)
Mikponizosanwit 30 mr|  HemixponizoBanuii 30 Mr MikporizoBauuit 30 mr
HaTwecepuye y HaTwe NpoTu pediepenTHol | Hamwe Ta MikpoRizoRaHWA
nopiBHAHKI 3 rpynn (C: A) (N=22) warue (D: B) (nigrpyna
pedepeHTHUM N=15)
Apenaparom (B: A)
{N=22)
AUC(0-72) 0,690 0,578 1,102
l(rog*mkrimn) {0,613.0,777) (0,513,0, 651) {0,992,1, 224)
AUC(0-0c} 0,699 0,580 1,081
{ron*mkrimn) (0,622,0, 786) (0,516, 0,652) {0,978,1, 195)
Cmayx 0,640 0,533 1,081
(MirIMn) {0,563,0, 727 (0,459, 0,605) (0,958,1, 220)
C24 0,707 0,573 1,117
{MKrimn) {0,627,0, 798) {0,508, 0,646) (10001, 248)
112 1,02 0,961 0,962
rog) {0,973,1, 06) (0,921,1, 00) (0.921,1, 005)
NirysanHs:
Toroutmii cknian 744 30 Mr. 824 wr saranbHoi sari Hatwe {pedeperc)
B: 744 Mikpowizosanuit npenapar 30 ar, 3aransHa Maca 208 wr, Hatte
C: 744 30 mr HemikpoHi3oBaHoro npenapary, saransHa maca 208 M, HaTue
D: 744 30 wr npenapar Mikpoki3osaHui 208 Mr 3aransHa Maca, nicns ixi

21. PesynsTatu Ge3neku

Y nocnimxenHi He Gyo 3apeecTpoBaHO KONHOrO BUNALKY CMEpTI, XKOAHOrO

Yei TP 6ynu cnabkimu 2a inTeHcusuicTio (1ac 1). Xoawa 3 TTP ne Oyna
NOB'A3aHa 3 OCHILKYBaHUM npoaykToM. JKogHoro AOCAIIKYBAHOrO He 6yno
suiTyqeHo vepes [IP. Ornan TP npencrasneqo B Tabnuii Huskue.

Oraap HeGawaHux ABMLY 33 BUZAMH NiKyBaHHR
YactuHa A Yactuna B
(HaTwe) (nicns ki)
A 74430 mr B: C: D: 3aranom
BaxaHui TepMin | (pedrepent) | Mikponizosanmi |HemikpoHizosanui Mikponisosanuit | N=24
N=22 744 74430 MrN=24 | 74430 mr N=15
30 mrn=24
n (%) n (%) n (%) n (%) n (%)
Bygb-ska NP 1(5) 1{4) 6 (25) 1{7) 9(38)
Byab-aka P, 0 0 0 0 0
noB's2aHa 3

cepitosxoro nobiuvoro seuuwa (CILA) Ta xonroT 3HauHOT No6igHoT peakuii ([1P),




in0CimHyBAHM
npoayKTOM

Bint y micy 0 0 2(8) 0 2(8)
BBEAEHHS
KaTetepa

Habpak micws 1(5) 0 0 0 1(4)
BBEAEHHA
KaTerTepa

OpodhapuHreantH 0 0 0 1{7) 1{4)
it Binb

Oniky gpyroro 0 0 i) 0 1(4)
CTyrieHs

Exckopiauis 1(4)

[Tepmivni oniku

1(4)
Ffonoeumii Gink 0

o|o|o|o
-
ol=lo|e
L=
DD DS
-
-
=

KOHTAKTHUHA
EpMaTuT

i(4)

a: 744 30 mr notouna dopma suinycry, 824 Mr 3arantHa maca Tabnetkv Hatwe (pedepeHt)

B 744 30 mr dropmynaroHy MikponizoeaHore 208 Mr aaransta maca Tabnetky, HaTule

C: 744 30 Mr HemikpoHi30BaHOrO Npenaparty, 3arankHa maca Tabnetsu 208 mr, HaTme

0: 744 30 Mr npenapary MIKpOHIZ0BEHOTD, 33ranbka Maca Tabnetkv 208 mr, srpuioro obonroHKoo

[lig 4ac UBOro JOCHiAKeHHS He CIoCcTepirajocs CTIHKUX MOB'A3aHUX 3
UIIKYBaHHAM 260 KIIHIUHO 3HAYYLIMX 3MiH ¥ reMaTonoriyHuX abo KIiHiko-
XIMIUHHX MOKa3HHKaX. [TOKA3HHMKK JKHTTERO BAXJITMBHX (QYHKUIH 3avLanucs
BIAHOCHO HE3MIHHUMH MPOTATOM YCbOrO AOCTIDKEHHA. BiaXHieHs y )KHTTEBO
BANCUIMBHX MMOKA3HHUKAX, AKI MOLIH 6 BHKJIMKATH KJIIHIYHE 3aHETNIOKOEHHS, He
BUABAeHO. I1iA 4ac QOCIiIKEeHHs He CIIOCTEpPIranocs KIHIYHO 3HAUYLIMX
BiaxuneHs Ha enexrpokapaiorpami (EKI).

22. BucHOBOK (3aKITIOYEHHS )

¢ [lapametpu nnazmu 744 (AUC(0-0), Cmax ta C24) Oynu Ha 29-36%
HHKYMMY NICiA 32CTOCYBaHHS TECTOROT MIKPOHI30BaHOT TabneTku
(nikypaung B) Ta ga 42-47% uxuuMu OICHs 32CTOCYBAHHA TECTOBOI
HEMIKpOHIzOBaHO! TabmeTkH (JikyBaHHS C) MOPIBHAHO 3 ped)epeHTHOIO
tabnetkoro (Jlixysanus A). XKoaeH 3 HOBHX npernaparis He BiZIIOBi/1aB
KpHTEpisM s nepexony o Daszu 3.

s  [xa He BinuBana Ha 744 PK micns npuiioMy TecToRol MiKpOHi30BaHOT
TabaeTKd.




¢ JKomHHX CMEpTENIbHUX BUMAMKIB, JKOAHOT Cepio3HOT ModIYHOT peakwii
BUsAB/IEeHO He 0yJ10. JKoHOro 0Ky BaHOro He OyJI0 BUITYy4EHO Yepes
[1P.

e Vci P 6ynu nerkumu 3a iHteHcueHicTio. JKoaua 3 [P He Gyna
MOB'si3aHa 3 JOC/IIXKYBAHUM MPOLYKTOM.

3asBHUK (BTACHHK PeECTPaLiHOTO MOCBIA4EHHS)

{ Ho;;};iox donosueno nosum dodamxom 30 2iono 3 Hakasom MO3 X/kpaihu Ne 1528 gio 27.06.2019 }

IMepexknaa BHKOHAB:

MeHepKep 3 peryisTOPHUX MUTaHb Ta peecTpauii /
TOB I'nakcoCmitKnsiin MapmacetoTtikanc Ykpaina
Mapunsako Jlroamuna

(mianuc)

Kapen ['peiirskep (Karen Grainger)
Biue-npe3unent, KepiBHHK BiL1INY HOPMAaTHBHO-MPABOBOIO PEryJIOBaHHSA
BiiB Xenckep (ViiV Healthcare)




Clinical Trial Report - 6
Study ID-205712

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

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

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

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

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Harmire Road, Barnard Castle, DL12 §DT

Sterilization (Gamma irradiation of the drug substance and drug
product)

Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)
Zoning Industriel, Avenue de I’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'yes no  ifno, please justify

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

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

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

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 [
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:

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

e 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
: . . Peried 1 Pariod 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

Treatment A = CAB 30 mg once dady x 44 days
Treaiment B = RBT 300 mg once daily + CAB 30 mg ance dally 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(0-1), Cmax.
Secondary:

e 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(0-7) 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
[ntegrated 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 (Cr),
apparent terminal phase half-life (t1/2), area under the concentration-time
curve over 1 dosing interval [AUC(0-t)], and apparent oral clearance
(CL/F).

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

Demoarachics CAB 30 mg RBT 300 mg + CAB 30 mg
grap (N=15) (N=14)

Age in Years [Mean (SD)) 43.7 (10.51) 44.4 (10.46)

Sex [n {%)]

Male 15 {100 14 (160}
BMI (kg/m?) [Mean (SD)] 26.32 (3.120) 26.60 {3.040)
Helght {crm) Mean {SD] 178.20 (7.262) 178.57 {7.387)
Weight (kg) [Mean (SD)] 83.78 (12.310) 84.96 (11.850)
Ethnicity fn (3]

Not Hispanic or Lafino 15 {100) 14 {100)
Race [n (%))

Astan - CentralfSouth Asian Hertage 1{7 10

White - While/Caucastan/European 14 (93} 13(93)

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 Crt 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 Pharmacckinetic Parameters

AUC{0-7) Cmaxt 2
Treatment (h‘u{fme | e | o0 gml) | CLF(Lk)
CAB(n=12) | 104 6.36 300 336 0289
(87.1,124) | (545,742) | (1.00,400) [ (272,415 | (0.242,0344)
[28.3] [24.7] [34.3] [28.3]
RBT+CAB | 817 525 250 248 0367
{n=12) (67.9,984) | 451,641) | (1.00,400) [ (198,310) | (0.305,0.442)
[29.9] [24.3] [36.3] [299]

Geomelric mean (85% Cl) [CVR%]
“Median (range)
CAR: 30 mg ance daily x 14 days

RBT + CAB: RBT 300 ma once dzily + CAB 30 mg once 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 Ct 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 Cabotegravir AUC (0-¢ax) and Crax (PX

Summary Population)
CAB PK Parameter Treatment Comparison: RET + CAB vs.
CAB
{GLSM ratio, 90% CI)

AUG{0-T) 0.786 {0.743, 0.831)

Crmax 0.825 {0.761, 0.855)

Ct 0.736 {0.702, 0.776)

CLF 1.272 (1.204, 1.345)

CAB: 30mg once dally x 14 days

FBT +CAB: RBT 320 mg once daily + CAB 30 mg once daily x 14 days




21. Safety results

Summary of All Adverse Events (Safety Population)

In Treatment Phase

All Adverse Events Follow-up
by Preferred Term CAB30mg Rg;:;%% nl;g * Phasa
n (%) {N=15) Netay | N1
Subjects with any AE(s), n (%4) 107 7(50) 6 (40)
Subjects with any drug-related AE(s), n {%) 0 1(7) 2{13)
Alanine aminofransferase increased 0 1{7) 2(13)
Blood creatine phosphokinase increased 1{7) ] 17
Body temperature increased 0 1{7) 0
Contusion 1@ 0 0
Skin abrasion 0 1(7) 0
Leukopenia 0 1M 0
Neutropenia 0 1M 1N
Pyexia 0 1{7) 2(13)
Viral Infection 0 1) 0
Musculoskeletal stifiness 0 1{f} 0
Headache 0 10 0
Hyperkeratosis 0 1(7) 0
Contact dermatilis 0 0 i{7)
Food poisoning 0 0 1()
Fealing of body temperature change 0 0 1({f)
Lethargy 0 0 1(7)
Cough 0 0 1 (1)
Phosphekinase increase 0 0 1({7)
Lymphopenia 0 0 1(7)

CAB 30 mg once daily x 14 days

RBT 300 mg cnce daily + CAB 30 mg once dafly 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 clevation 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)

o CAB CL/F was higher by 27% following repeat-dose co-
administration with RBT, resulting in reductions in CAB AUC(0-
1), 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)

o~ 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 }




3siT opo KkaiHivTHe BUNpoGyBaHH: - 6
Jocnimxennn ID-205712

1. HasBa nikapcpkoro 3aco6y (3a HasSBHOCTI - HOMep peecTpanifizoro
NOCBiAUEHH)

ATIPETIO/, cycnensis ang in'ekuiit nponoxrosanof ait, 200 mr/mn

2. 3aaBHUK

BiiB Xenckep FOK Jlimiten

3. Bupobuuxk

BupoGaunTEO0 REpO3hacOBaHOrO NPOAYKTY, IEPBHHHE T4 BTOPHHHE
RAKYBAHHS, KOHTPOJIL AKOCTi FOTOBOTO NPOAYKTY, BHIIYCK Cepil
I'naxco Onepeitmuc FOK Jlimiten, o sefe nisnsaicTs sk [akco Bemkom
Onepeiinc / Glaxo Operations UK Ltd (trading as Glaxo Wellcome
Operations)

[Xapmip Poyn, bapuapa Kacrn, D112 8DT / Harmire Road, Barnard Castle,
DL12 8DT, Benuxa bputanis

Crepuuizauin (ramma-onpominenns A®I Ta rorosoro npoayxry)
Crepirenike Benbris (Onvopyc) CA (Cotepa Xenc Kamnani) / Sterigenics
Belgium (Fleurus) SA (A Sotera Health Company)

Bouinr InaacTpiens, Apenio ne n’Ecnepane, @usopyc, 6220 / Zoning Industriel,
Avenue de [’Espérance Fleurus, 6220

Benbris

4. Ilposeneni nocnimreHHs:

¥ TaK Hi, AKLIO Hi, 06rpyHTYiiTe

1) Tun nikapcekoro 3aco0y, 3a IKHM NPOBOAKAACH 200 MAAHYETLCS
peecTpauis

Ulikapceruii 3aci6 32 MoBHHM 10Cke (ABTOHOMHE A0CHE), IHLIHH JiikapChbKuil
3aci0, HOBA Ail0Ya PEYOBHHA.

5. IloBHa HasBa wiiHivHOrO BUNPOOYBaHHA, KOLOBAHHH HOMEpP KNIHIYHOrO
BHITPOOYBaHHA

Daza I, onHOLEHTPOBE, BillkpHTe, NepexpecHe A0cimKeHHs 3 hiKCOBAHOIO
MOCTIAOBHICTIO AAS OLIHKK BAAUBY prdabyTnHy Ha PapMaKOKiHETUKY
nepopanbHoro kaboTerpasipy y 3x0poBux A06poBoNbLIB, DochimkeHHs 205712.

6. da3za wiiHiyHOro BUNpoOYBaHHs

Daza |

7. Tlepion riiHiunoro BunpoGysaHus

B [06 uepsua 2017) — [07 sepecusa 2017)

8. KpaliHy, B sikux npoBoguiocs kiiniude Bunpo6ysaHAs

Benuka BputaHis

9. Kinekicts nocnipxysaHux

zarnaHoraHo; 15
(haKTHYHA KUIBKICTH CYO'€KTIB AOCTImKeHH: 12

10. MeTa Ta BTOpHHHI Lini KIiHIYHOTO BUNPOBYBaHHA

[TepBunHi:

» TlopiBHATH cTalliOHAapHY ekcnosuuilo kaboterpasipy (CAB) nicng

npuitomy 30 Mr nepopanbHO ofiMH pa3 Ha noby 3 pudabytunom (RBT)




300 Mr onvn pas Ha o6y Ta 6e3 uporo

Bropunmni:

* Onucaru gapmakokineruxy ( PK) nepopanshol nosu CAB 30 mr ogun
pa3 Ha J00y, o 3aCTOCOBYETHCA OKpeMo Ta pasoM 3 RBT

o  Ownnru He3neky Ta nepeHocumicTs nepopansHoi gosu CAB 30 mr, uro
3aCTOCOBYETLCS OKpemo Ta B komOiHaulii 3 nepopanbHoio 103010 RBT
300 Mr oauH pa3s Ha noby

1. Iu3aiis kninivHoro BUNpoOyBaHHs

Le 6ys10 oaHoueHTpOBE, BiOKpHTE, BIIKPHTE, 3 GIKCOBAHOK NMOCITINOBHICTIO, 2-
NEPIoMHe NepexpecHe AOCiLKeHH a3y | 32 yUacTio 310pOBUX JOPOCITHX e
OLHKH BILTHBY pudabyTuny (RBT) na dapmaxokineruky ( PK) nepopansHoro
kaborerpasipy (CAB) 30 mr. JlocnimkenHs Bnouaio 2 nepiony nikyBaHHS Ta
Mepiof CrocTepexeHHs. Bei yqacHuKkH Npoiilny CKpUHIHTOBMIA BI3UT MIPOTATOM
30 a#is micna npuitoMy nepLoi 031 AOCNILKYBAHOTO MPENapary. 3aranbHa
TPHBANICTL AOCHimKeHHs Oyna 3anaHosaxa npuGimsHo Ha 10 TuxHie (4 THOKHAI
CKPHHIHTY; 2 THXKHI JTIKyBaHHs B nepion 1; 2 TwkHi TikysarHs 8 nepion 2; i 2
THAHI NEPioAy CNOCTEperEHH ).

[lepion 1: CAB 30 mr oaun pas va 106y x 14 anis (nikysanus A)

[epioz 2: RBT 300 mMr onuu pa3 va o6y + CAB 30 mr oauH pas na noby x 14
nHiB (J1iKyBaHHA B)

Tuzaiin gocainxenns

Mepiog 1 Mepion 2 MNopankiue
YyacHuku|[lepiog CKpUHIHTY Aui 1-14 [Hi 15-28 CNOCTEPEXEHHSA

~10-14 gHie nicna
Nikysanns A | [likysaHHs B OGTaHHbOI 103K
CAB

- Mpotsarom 30 gHis
N=15 nicns [us 1

Nikysanua A = CAB 30 mr oguH pas Ha aoBy x 14 gxis
Nikysauns B = RBT 300 mr ogwu pas Ha noby + CAB 30 mr oguH pas Ka aoby x 14 pHis

12. OcHoBHi KpuTepil BKITIOYEHHS

Y nocnimkeHni Gpajiu yuacTb 320pOB] YONOBIKH Ta KiHKM BiKOM Big 18 mo 65
POKIB BIJIIOYHO, 3 Macolo Tita >50 kr Ta innekcom Mack tina (IMT) y mesxax
18,5-31,0 kr/m2 (BKmOYHO).

13. Jlocnupkysanuit nikapebkuit 3acif, croci6 sactocysanns, cuna aii

Tabnetxku kaboterpasipy, posmip Tabnetku = 30 mr, gosyeanus = 30 Mr, [L1s




I

epopaJbHOro 3acTOCYBaHHs, HoMep cepil: R748902

14. IIpenapar nopiBHAHHA, 1034, COCIO 3acTOCYBaHHS, cHna Aif

MYCOBUTIN Kancymy (karicyny 3 pudabytunom), MiunicTs kancym = 150
M, [o3ysanHa = 300 mr, ana nepopansHoro sacrocysanua, Homep cepii: 878DF
(Micueri oxepena)

15. CymyTHs Tepanis

Tossoneni npenaparu: AuetamiHodet/napaneramon y aosax <2 r/no6y 6ymno
NO3BONEHO 3aCTOCOBYBATH B OYIb-IKMH Yac NPOTAroM JOoCHimKeHHs. [Hmi
CYMyTH{ JliKapchki 3aC00H pO3rIafaiucs B KOKHOMY KOHKPETHOMY BHIIAAKY
INOCTi AHKKOM Micns koHcynbTanii 3 GSK Medical Monitor (3a neo6xiauocTi).

16. Kputepii ouiHKkH edheKTHBHOCTI

EchexTHBHICTE He OUIHIORANACA B LEOMY ROCIIKEHHI.
[NepeuHHi:

e [Imasma CAB AUC{0-t), Cmax.

Bropmumni:

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

17. KpuTepii olinky 6e3nexu

[lapameTpu Gesnexu Ta NEPEHOCHMOCTI, BKIOUanu HebaxkaHi SBHLIA, CYTYTHIH
nprioM JKIB, KIiHiuni 1abopaTopHi aHanisu, enektpokapaiorpamy (EKI™), Ta
OLIIHKY >KHTTERO BIJIMBUX MOKA3ZHHKIB.

18. CtatucTHuHi MeToOH

O6rpyutyBaHHa po3mipy BrGipry

Po3smip BuGipku B 15 ocib 6y o6panuil TaKMM YMHOM, 1106 OTpUMaTH 12
cyb'exTiB, AxuX MOXHa Oyn0 6 OLIHUTH, BUXOALYH 3 OUIKYBAHOIO PiBHS
abcTuneHuii npubnusto 20% i sapiabembHocti CAB B Mesxax cy6'exra, 1o
BiAMOBiAae LinAM qocnipkedHs. Ha ocnoBi BHyTpilIHBOCYG'€KTHOTO
koedinienra sapiauii (CVw) 11,4% Tta posmipy subipku 3 12 ouiHioranux ocit
Dyno nifpaxoBaHo, WO noaosuHa wupHuu 90% Cl ans pisHUUL B AikyBauHi 3a
lorapudmiunolo wxanoto Gyne B Mexkax 8,3% six Touxosol ouinku ang AUC(0-
) Ta Cmax.




AHAaNI3 HaceIeHHd

Bubipka nns oninku Geznexn: Bei ¢y6'ekTH, Aki Oynu BKmoveHi B JOCTIKEHHA
i OTpUMAaNK NpuHaiiMui 1 103y AocnimKyBaHoro npenapary, 6yIId BKITIOYEH] B
[omynauito Oe3nexy. L nonynsuis Oyiia BAKOpHCTaHa A1 aHanisy Gesneku, a
TakoM AN y3araibHEHHS BHXIIHHX/aemMorpadiuHHX XapaKTepHCTHE.

MapmakoxiHeTrka KoHuentpanis B nomymauii: [Torynauis BusHauenss
koHueHTpauil PK CAB Brmoyana Beix yUacHHKIB JOCTIKEHHS, SKi npoHuuy
npouenypy 3adopy 3pa3KiB MnasMH KpoBi Ta MaNu npuHaiiMHi 1 ouiHIOBaHMi
peaynsTar aHanizy Ha PK. Pesynbratn ananisy CAB y 3paskax, Bigibpanux y
cy0'exTa 3 GII0BOTOMO, IO BUHHENAA MPOTATOM 4 FOAMH MICns NPHIAOMY J03H, HE
BBAYKAIMCA TAKUMH, 110 NiANATAIOTH OLiHIOBAHHIO. [ nonynsuia 6yna
BMKOPHCTaHa [ CKNIAJAHHS nepeniKy KOHLCHTpALIIH.

[Tortyssiuia dapmakokiHeTHUHHX napaMetpie: [Tormynsauis napamerpis CAB PK
BrUIFOYANTa cy6'eKTiR, AKI Manu aocToBipHi ouiiku napamerpis CAB PK. Ll
nonynsAuis Oyna BUKopucTaHa 0yt nobynosH rpadikis sanexHocTi koHienTpauil
BIJ yacy.

(DapmakoKiHETHYHA XapaKTepUCcTHKa MOmysulil: 3eenena nonysuis CAB PK
BIUIOYaNa Cy6'eKTiB, AKI Manu HocTOBIpHI ouinku napametpis CAB PK 3a
0bunea nepiosn. L nonynsauis Gyna BUKOpUCTaHA N5 3BEASHUX PUCYHKIB i
Tabnuupb koHUeHTpaniH i mapametpis PK, a rakosx ans craTucTUdHOro aHanisy
nanux napametpis PK.

AHAJI3 Deznexn

He suBuanacs :xonHa opmansHa rinotesa. Jladi 3 Gesneku GYIH npeacrapieti
B TabnuuHoMy Ta/abo rpadiuHoMy dopMati Ta y3aranbHeHi B OHCORIH dopmi
BiAMOBIAHO A0 cTaHAapTie IHTerpoBaHol 6ibniorexku cranpapris ganux GSK
(IDSL).

(PapmakoKiHeTHYRHI anaaisn

ITaHi npo koHueHTpaniio-uac CAB y niasmi xposi ananisysamu
HEKOMIIAPTMEHTHHMH METONAMH 2a JonomMoroio nporpamMud WinNonlin (Phoenix)

6.3. PozpaxyHku GasyBainucs Ha (akruuHomy yaci subipku, sadikcosanomy mig




yac JIOCHIKEHS, Ta Ha HOMiHaNbHOMY 4aci BuGipku. Ha ocHoBi manmx npo
KOHIEHTPALII}0-H4C Y M1a3Mi BU3HAYATH Taki (apMaKOKIHETHYHI ItApaMeTpH,
HACKUTBKH LI¢ MO3BO/IUIM JaHi: MaKCHMalbHa KOHUEHTpanis y mnasmi (Cmax),
yac 10 Cmax (tmax), KOHUeHTpauis B KiHui inTepany gosysauns (Ct), YABHHIA
Mepio)] HaMiBBHUBEEHHA 3 TepMiHanbHOT hasu (t1/2), mwioma nij KpHBoIO
"KOHIIeHTpauis-uac" npotarom | intepsany mosysants [AUC(0-t)] Ta ysBHuit
kTipeHe Mpu nepopanbHoMy npuiiomi (CL/F).

19. llemorpadiuni noka3sHUKK TOCIIKYBaHOT TOMyAsLil (cTaTs, BiK, paca
TOLLO)

CAB 30 mr RBT 300 mr+ CAB 30 mr

Memorpadivni aaki (N=15) (N=14)
Bik (pokis} 437 (10,51) 44,4 (10,46)
[Cepegte sHavenHa (SD)]

Cratb

[n (%)]

Yonogiva 15 (100) 14 (100)
BMI (kr/v2) 26 32 (3,120 26,60 (3,040)
CepeaHe shaveHHn (SD)]

3picT (cm) 178,20 (7,262) 178,57 (7,387)
[CepenHe 3HayeHHs (SD)]

Bara (kr) 83,78 (12,310} 84,96 (11,850)

[CepeaHe 3HaueHHs (SD)]
ETHiYHa npUHanexHicTL
[n (%))

He icnaHomoBHi 4i 15 (100) 14 (100)
naTWHOAMEepHUKaHLi
Paca [n (%)]
AIIATCHKOMO NOXOMKEHHA 1(7) 1(7)
UeHTpansHa / MNisgeHHa Asis
Binolwkipi/esponencukaro 14 (93) 13 (93)

20. PesynbTaru edexTHBHOCTI

CAB nerxo BCMOKTYBABCS 3 MEiaHOK tmax 3 roAXHM NPy 3aCTOCYBaHHi
OKpeMO Ta 2,5 rOAMHH NpH 3acTocysaHHi 3 RBT. Mikcy6'exTHa sapiaGenbHicTs
Oyna Bix Hu3bKoT g0 nomiphol 3 %CVb B Aianazoni Bix 24,3% no 36,3%. CAB
CL/F 6yna suuiolo nicis cyMicHOrO 3aCTOCYBaHHs 1IOBTOpPHOT A03H 3 RBT, wio
npu3soauno ao 3HkeHHa AUC(0-1), Cmax ta Ct CAB nopiBaano 3 npuiiomMomM
rinexu CAB. [Diasmosuit t1/2 He ouiHioBany /g 060x nepionis 4epes
obmexenicTs Binbopy 3paskis PK y TepminansHiii dazi.




Pezrome noxinnux gapmaxoxineTHIHNX napamerpis kaborerpasipy B
1aasMi kposi

, AUCIOT! | ooy tmax2 | ., .
lMikysanua |(rop n;u(rlmn (MKriuan) (ron) Ct' (mkr/mn)| CL/FY (Jlrop)
CAB (n=12) 104 6,36 3,00 3,36 0,289

' (87,1,124) | (545,742) |(1,00,4,00)( (2,72,4,15) | (0,242,0, 344)
[28,3] [24,7] [34,3] [28,3]
RBT + CAB 81,7 9,25 2,50 248 0,367
(n=12) (67.9,984) | (4,516, 11) (1,00,4,00)| (1,98,3,10) | (0,305,0, 442)
[29,9] [24,3] [36,3] [29,9]
1 CepepHe reomeTpudte(95% CI)
[CVh%]

Megiana {pianasoH)
CAB: 30 Mr oawH pas Ha foby x 14 gHie
RBT + CAB: RBT 300 Mr oauH pas Ha AeHt + CAB 30 Mr oauH pa3 Ha fews X 14 aHie

RBT 36insiuysana nepopanbHuii kiipenc CAB ua 27% i suuxysana AUC(0-1),
Cmax i Ct CAB na 21%, 17% i 26% sianosinso. Meniana Crt, wo
cnoctepiranaca uepes 24 rofMHH Micas IPUHOMY OCTaHHLOT 103M Y Miepioai 1,
Byna Taxoto x, AK | MeziaHa KoHUeHTpallli mepea npuitoMoM 103H Ha 14-ii JeHb,
a meaiana Cr, 110 criocrepiranacs Yepes 24 roguHH Micas npHitoMy 0CTaHHbOT
nosu y nepioai 2, Oy1a NonibHOW 10 MeaiaHu KOHIEHTpaLIT nepes npaioMoM
03H, 1O cnocTepiranacd Ha 26-i i 27-if gui.

Ilixcymxu cratuctiaroro anaiizy AUC (0-tau) Ta Cmax kaGoTerpasipy
(ysaraabuena nonyasuia PK)

Napametpu CAB PK Mpyna nikysaxus [opisHaHHA: RBT +
CAB npotu CAB
(CnisBigHoweHHa 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)
CLF 1,272 (1 204,1. 345)

CAB: 30 Mr oawnH pas Ha o6y x 14 gHis

RBT + CAB: RBT 300 mr oauH pa3 Ha fieHb + CAB 30 Mr oauH pas Ha AeHb x 14 gnie




|

{

21. Pesyneraty Gesmeku

3peaenns eix moGivANx peakniii (Gesneuna momynsmis)

Ha cragif nikysaHHg ®aza
Yci no6iuHi peakuil 3a Gaxanum TepMikoM RBT 300 mr + CAB| nogansworo
n{’%) 30 mr (N=14) | crocrepexeHns
CAB 30 mr (N=15) (N=15)
CyB'exTi 3 Byab-Akummn AE, n (%) 1(7) 7 (50} 6 (40)
[Cyb'ekT 3 Byfb-AKAMM  MOBA3ZHUMA 3 0 1) 2(13)
NpuioMoM nikapcbkux 3acofis NP, n (%)
NiasHwenHA pisHsa anauinaminoTpakcdepain 0 17 2(13)
KpeatundocdokiHasa kposi ninsvuiesa 17 0 1(7)
(Migeviwesks Temneparypu Tina 0 1(7) 0
KoHTyais 1(7) 0 0
{(MonpAnKHY Ha wiipi 0 1(7) 0
[Nefkonenis i 17) 0
[[Heitrponeria 0 1(7) 1(7)
Mipexcis 0 1(7) 2(13)
BipycHa iHdexuia 0 1(7) 0
PyrigHICTL ONOPHO-PYX0BOrO anapary 0 1{7) 0
"onosHud Ginb 0 1(7) 0
linepreparos 0 1{7) 0
(KonTarTHwil nepmarur i 0 1(7)
IXapuoBe oTpyeHHs 0 0 1(7)
|[BinuyTTs aminv Temreparypu Tina 1] 0 1(7)
[(MnseicTs 0 0 1(7)
Kawens 0 0 1(7)
Mipsuienys gochokiiazu Q 0 1(7)
imchonenia 0 0 1{7)

CAB 30 mr 1 paa Ha AeHb x 14 gHis

RBT 300 mr oy pas Ha fetb + CAB 30 mMr ogvH pas Ha AeHb x 14 gris

Y upomy JocniikeHHi He Oyno 3apeecTpoBAHO JKOZHOrO NETANBLHOTO BHNAIKY.

[Tosizomnanocs npo | HefretanbHe cepiiosre nobiune ssuime (CI15), nor'asane 3
nizeHIeHHaM pisHa AJIT, y nepioa fiKyBaHHs OpH CyMiCHOMY 3aCTOCYBaHHi
RBT 300 mr+ CAB 30 mr. Piseus AJIT 6ye migsrimneunii no 86 MO/n Ha 21-i
neds (dasa NiKyBaHHS; BUILE HOPMH), AKHH KOMMBARCH O 3 THXKHIB Micns
NPHINHHEHHA TPUOMy npeapary, ko 6y/0 3apeccTpoBaHo MiKOBe
nigpuILeHHs pisaa AJIT go 417 (ctynius 3). Jocninnuk ssaxas, wo CII5
MOB'A3aHa 3 JOC/IKYBaHHUM NikapceKkaM 3acoGom. CILA Munae uepes 65 nuip
i/ npuiioMy nepsrofl 1034 AOCIILKYBaHOTO Npenapary.




Y nocnimkenHi He 6yJ10 3apeecTPOBAHO HKOIHHX KIITHIYHO 3HAYMYIMX
AHOMAaTbHUX 3MIH JKUTTEBO BaXITHBHX MOKa3HUKIB a60 nokazuukis EKT.

22. BUCHOBOK (3aK/IHOHEHHSs )

e CAB CL/F 6yna Buioio Ha 27% miciis CyMiCHOr0 3aCTOCYBaHHS
noBTopHoi 1034 3 RBT, wio npuzeoauno no sumxends AUC(0-1), Cmax
Ta Ct CAB na 21%, 17% Tta 26%, BiANOBIAHO, MOPIBHAHO 3 MPUHOMOM
Tineku CAB.

¢ [lomipHe 3HmkeHHs excriozuuii CAB y mnasmi Kposi 3a 10MOMOro
RBT He BBaKaeTbCs KIIHIYHO 3HAYYLMM MIC/sA NEPOPATLHOTO NPUHOMY
CAB, ockiibKM KOHLEHTPALiT 3a/IMIIAIMCS BULIMMH 3a PiBHI, MOB'93aHI
31 cTifikuM npurHideHasaM BUT-indekuii B nocnimkennax dazu 2.

e [lix yac nocnimkeHHs He OYI0 BUABJICHO KOAHMX HOBMX CHIHATIB
Gesnexu. Kaboterpasip 3araiom 100pe nepeHOCHBCS MPH 3aCTOCY BaHHi
SIK OKpPeMo, TaK | B kKoMOiHauii 3 pudabyTHHoM.

3asBHUK (BIACHUK PEECTpaLlifiHOTO MOCBIYEHHH)

{T’jopﬂr)m\' donoeneno nosum dooamxom 30 32iono 3 Haxazom MO3 Vipainu Ne 1528 io 27.06.2019 }

Ilepexan BUKOHAB:

Menekep 3 peryasSTOPHHX MUTaHb Ta peecTpautii
TOB I'nakcoCmitKnaiin ®apmacetotikanc Ykpaina
Mapunako Jiioamuna

(nianue)

Kapen I'peiirokep (Karen Grainger)
Biute-npesuaent, KepiBHUK BIILTY HOPMATHBHO-TIPABOBOIO PEry IIOBAHHS

BiiB Xenckep (ViiV Healthcare)




Clinical Trial Report - 7
Study ID-ITZ111839

1. Name of medicinal product (registration certificate No, if available)

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

2. Applicant

ViV Healthcare UK Limited

3. Manufacturer

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

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Harmire Road, Barnard Castle, DL12 8DT

Sterilization (Gamma irradiation of the drug substance and drug
product)

Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)
Zoning Industriel, Avenue de I’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'yes no  ifno, please justify

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

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

S. 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:

* To compare steady-state plasma GSK 1265744 pharmacokinetics
(PK) following administration of GSK1265744 30 mg every

24 hours (q24h) with and without etravirine (ETV) 200 mg every




12 hours (q12h).
Secondary:

e To assess the safety and tolerability of repeat dose co-
administration of GSK 1265744 30 mg q24h with and without ETV
200 mg ql12h.

o To assess the steady state plasma ETV PK following co-
administration of GSK1265744 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 Ieast 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.

Gohort Sample Period 1; Period 2;
Size Days 1-10 Days 1-14
1 12 Treatment A? Treatment B2

1. Tecotment A = GSK1265744 30mg g24h x 10 days
2. Trcatment B = ETV 200mg q12h + GSX1265744 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
received 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(0-7), Cmax, Ct, Cmin, t¥%, and tmax following administration of
GSK1265744 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
IAUC(0-1), Cmax, and Cmin following co-administration of GSK 1265744
30 mg q24 h and ETV 200 mg q12 h.

18. Statistical methods

(GSK 1265744 PK: The statistical analysis was performed on the log-
transformed PK parameters, AUC(0-1), C0O, Ct, Cmax, and Cmin.

Analysis of variance (ANOV A) was performed using SAS Mixed Linear
Models procedure to assess the effect of ETV 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.

GSK.1265744 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 (C0Q) 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 C0. 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]} 30.7 (6.57}
Median (Range) 29.0(23,48)
Sex, n (%)
Male: 12 (100%)
BMI (kg/m?), Mean (SD) 26.1(2.50)
| Height {em), Mean (SD) 176.6 (5.52)

Weight (kg), IMean (SD)
Ethnicity, n (%)

81.18 (8.161)

Hispanic or Latino: 7 (58%)

Nat Hispanic or Latino; 5 {42%)
Race, n (%)

African AmericanfAfican Heritane 3 (25%)

Native Hawaiian or Other Pacific Istander 1 (8%)

White — White/Caucasian/European Heritage 8 (67%)

20. Pharmacokinetic results A summary of plasma GSK1265744 PK parameters following repeat dose

administration is provided below.

Summary of Plasma GSK1265744 Phammacokinetic Parameters Following Repeat Dose
Administration?
AUC{0-x) Cmax Cmin Ct tmax?
Treament | gghiml) | Goml) | @em) | (uim )
183 947 6.40 6.50 M
GSK1265744 (13) (1 (14) () (2004200
GSK1265744 184 983 552 6.49 4.00
+ETV (9} (1) (12) {12 (2.00-8.00)

GSK1265744 = GSK1265744 30mg q24h x 10 days

GSK1265744 + ETV = GSK1265744 30mg q24h x 14 days + ETY 200mg q12h
1. geometric mean (CVb%)

2. median {range)

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




Plasma G3K1265744 PK Treatment Comparison
Plasma GSK1265744 PK Geometric Least Square Mean Ratio [90% CI]
Parameter ETV +GSK1265744 vs GSK1265744
AUC(C-T) 1.01
[0.955, 1.08]
Cmax 1.04
[0.987, 1.09]
Co 0.854
[0.792, 0.921]
Cr 0539
[0.942, 1.06]
Cmin 0.851
[0.801, 0.926]

|

\

|

‘- GSK1265744 = GSK1265744 30mg q24h x 10 days

| GSK1265744 + ETV = GSK1265744 30mg 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
(GSK1265744.

The results of the plasma ETV PK parameters are summarized and
presented in the table below:

|
|
|
|
|
|
r Summary of Plasma Etravirine Pharmacokinetic Parameters Following Repeat Dose

| Administration?
AUC{0-D) Cmax Crmin Ct
| Treatment (ng.vml) (ng/mL) {ng/mL) (ng/mL)
| GSK1265744 + 9176 a75 557 537
ETV (25) (24) (26) (28)

GBK1285744 + ETV = G8K1265144 30mg q24h x 14 days + ETV 200mg q12h
1. geomelric mean {percent cozfiicient 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

GSK1265744 30 mg q24 h for 10 days, alone or in combination with ETV
200 mg q12 h for 14 days, was well tolerated 1n 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 [TZ111833
GSK1265744 GSK1265744 + ETV
Preferred Term {N=12) {N=12)
Subijects with Any AE, n (%) 8{67%) 9(75%)
Insomnia 0 4 (33%)
Nausea 2{17%) 1(8%)
Headache 0 2(17%)

GSK1265744 = GSK1265744 10mg q24h x 10 days
GSK1265744 + 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

GSK 1265744 + ETV), nausea (2 subjects receiving GSK 1265744 and 1
subject receiving GSK.1265744 + 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.

s Co-administration of GSK1265744 and ETV had no effect on
pharmacokinetics of GSK 1265744,

Applicant (registration certificate holder)

o Qu .

(signature) T~

Karen Grainger
VP, Head of Regulatory Affairs

ViiV Healthcare

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




3BiT npo xninigke sunpodysanHs - 7
Kog nocaigxenns - ITZ111839

1. Hasea nikapcskoro 3aco0y (32 HAABHOCTI - HOMEp peecTpaLiiHoro
MOCRIMUEHHS )

2. 3agBHHK

BiiB Xesnckep FOK Jlimiten

3. BrpobHuk

BupoGHHITEO Hepo3(acoBaHOTO NPOAYKTY, NEpPBHIHE Ta BTOPHHIE
NaKYBAHHS, KOHTPOJbL AKOCTIi FOTOBOTO MPOAYKTY, BHIYCK cepii
["nakco Onepeiiye FOK Jlimiten, wo Bege aisvibHicTs Ak [nakco BennkoM
Onepeitiunc / Glaxo Operations UK Ltd (trading as Glaxo Wellcome
Operations)

Xapwmip Poyn, bapuapa Kacta, DL12 8DT / Harmire Road, Barnard Castle,
DL12 8DT, Benuka Bpuranis

Crepruizanis (ramma-onpominenns A®I ta roToBoro nponyKry)
Crepirenikc Benbris (Pasopyc) CA (Corepa Xenc Kamnani) / Sterigenics
Belgium (Fleurus) SA (A Sotera Health Company)

Bouinr [Haactpiens, Aeerto ze 5’ Ecnepanc, ®ubopyc, 6220 / Zoning Industriel,
Avenue de I"Espérance Fleurus, 6220

benbris

4. IlpoRefeHi AOCHIIEHHS:

v Tak Hi, AKIWIO Hi, 0OrpyHTYiiTe

| 1) Tun nikapcekoro 3acoby, 3a AKMM NpoBoAnnacs abo MRaHyeThes

UTikapcohkuii 3aci6 3a MOBHUM A0OChE (aBTOHOMHE A0CHE), HIIHH NIKAPCHKHH
2aci0, HoBa Ail04a peuOBHHA.

’ peecTpauis

5. [ToBHa Ha3Ba KJIHIYHOTO BHNPOOYBaHHA, KOAOBAHHIT HOMED KJIiHIYHOrO

Biaxpute nepexpecte gociimxeHs [ da3H 112 OUIHKH BIUTMBY €TpaBipHHY Ha

BHNpoOYBaHHA papmakokiteTuky GSK 1265744 y 3noposux nopociux cyb'ekTiB, JOCHIIKEHHA
ITZ111839.

6. Daza KWIiHiuHOro BUNpobyBaHHs Daza 1

7. Iepion KIiHIYHOro BUNpOOYBaHHA 3 [29 nunns 2009] — [28 pepecua 2009]

8. Kpainu, B sSIKMX OPOBOAHIOCS KIiHIUHE BUNPOOYBaHHS Texac, CIIIA

9. KinbkicTs DocnimKyBaHHX

RanIaHoBaHo: 12
daxTHuHa KinbkicTs cy6'exTiB nocnimrenna: 12

10. MeTa Ta BTOPHHHI Ui KiHIYHOTO BUNpOOYBaHHA

IlepBHHHI:

» TlopiBHaTH cTanioHapHy papMaxokineTuky ( PK) GSK1265744 y nna3mi

kposi nicna eeegenns GSK1265744 30 mr koxxui 24 rogunu (q24h) 3




etpasiputom (ETV) 200 mr koxni 12 rogun (q12h) T2 6e3 Hnoro.

Broprani:

¢ Ouinnry Gesnexy Ta NEpeHOCHMICTE MOBTOPHOT 03U MIPH CyMiCHOMY
3acrocysaHHi GSK 1265744 30 mr | pa3 Ha 24 rogunu 3 ETB 200 mr 1
pa3 Ha 12 roauu Ta Ges ETB 200 mr | paz Ha 12 rogus.

¢  Ouinnty crauionapuuii ctan rnasmosoro ETV PK nicns cymicHoro
sacrocysandst GSK1265744 30 mr q24 rox ta ETV 200 mr q12 roa.

11. AuzaiiH kniHIYHOrO BHMPOOYBaHHA

Lle Oyn0 ONHOLEHTPOBE, BIOAKPUTE, ABONEPIOAHE, ONHOMOMEHTHE TIEPEXPECHE
NOCITI[IVKEHHA 33 YUACTHO 3/I0POBHX JOPOCHUX Ntojiei. 3aranom 6yJo 3aaydeHo
npubnusuo 12 3noposux mopei, mob oTpHMAaTH AaHi Wwokaiimenwe six 10
Cy6'eKTiB, AKi NIATATAIOTS OUIHIOBAHHK. Y YaCHUKH NPOXOAUNH CKPHHIHIOBMiL
Bi3uT npoTarom 30 aHiB Ko npUHoMy MepLIoT A0 AOCHIDKYBAHOrO Npenapary,
2 nepioly NikyBaHHA Ta KOHTPOABHHI Bi3UT uepes 7-14 quiB nicas npuiomy
OCTaHHLOT 103 JOCTIDKYBAHOro npenapary. Mk nepiogamu nikyBaHHS HE
Dyn0 BUMHBaHHS.

Koropra Poamip enbipkn Mepioga 1; AHi 1-10 Nepiop 2; Oxi 1-14

1 12 Nikysanha A ! NikypaHHs B?
1. JlikyBanta A = GSK1265744 30 mr koxei 24 roguhu x 10 gHis
2. Nlikyeanna B = ETV 200mr q12h + GSK1265744 30Mr koxi 24 rogviu x 14 gvis

[lepion 1. Cy6'extu oTpumysanu GSK 1265744 30 Mr na o6y (nikysanus A) 3
1-ro no 10-i nexe. Bei ao3u BBOAMAHK Micas npuioMy BKi 3 NOMIpHUM BMiCTOM
prcupy. [Tinnocniani iepebysany y BiAINEHHI NTPOTATOM YCLOTO Mepioay.
Cepilinnit Biabip 3paskis PK mpoBomumu Ha 10-i aens.

[epion 2. Ileun | Tlepiony 2 HacTaB HacTynHoro aHA nicas JHa 10 Iepiony 1.3
1-ro no 14-H nensb nauieHTH oTpumyBany GSK 1265744 30 mr koxui 24 roqdnx
ra ETV 200 mr xoxni 12 rogas (nikyeanua B). GSK 1265744 seonunu spani.
Panxosa noza ETV eeoaunaca pasom 3 go3oi0 GSK 1265744, a peuipua nosa
ETV eeomunaca uepes 12 rogun. Bei gosu seogunu nicns opuitomy ki 3
MOMipHHM BMicToM >kupy. [lepiua foza JlikyBanus B Gyna npr3HaueHa micis

roro, sik Oye 23i6panuii 3pazok PK 3a nepion 1, zess 10, 24 rogunu. Mignocnigui




nepebyBaIH y BiJ7lINEHH] NpoTAroM yeboro nepiogy. Konuenrpauii PK nepex
1103010 BigOupanu BpaHui Ha 8-, 11-i, 12-# i 13-# aui, a cepiitauii BinGip npoG
PK - na 14-# gens. Ha 14-# nens peuiprio o3y ETV sropuny onpasy micns
Binbopy 12-ropunHoro 3paska PK. [NauieHTiB BUNMCYBANMH BpaHUi HA 15-# neHs i
[POCU/IM NOBEPHYTHCA Ha HACTYIHHM Bi3HT.

[ Tponorxenns. KoHTponabHuii BI3WT npoBoauBCs npotiarom 7-14 nHie nicna
NpUAOMY OCTaHHAOT 03K NOCKYBAHOIO Npenapary.

12. OcHOBHI KpHTepil BKIIIOUESHHS 3a0posi ocobu gomoivoi abo xiHouol ctaTi Bikom Big 18 mo 50 pokie, 3 Macoro
rina >50 Kr g YooRikiB i 245 Kr aig xiHOK Ta iHnexcom macu Tina { BMI) B
meskax 18,5-31,0 kr/M2 (BKAIOYHO).

13. HocnimxysaHHii nikapcekuit 3acid, cnocid 3acTocyBatits, cua i GSK 1265744, Tabnery no 5 Mr, no3yeanus 30 mMr, Ana nepopansHoOro
3acTOCYBAHHA, HOMep cepil - 091215458

14. TipenapaT nopisHAHHS, 4034, cnocid 3acTocyBanHs, cuna ait Etpasipun, Tabnerka 100 mr, pisedb gosysats 200 Mr, 3aCTOCOBYETHCS
MepopanbHoO, € Y BUILHOMY NPOAAXKY.

15. CymyThs Tepanis TTo3sonei [penaparu: Aueraminoden y nosax <2 rpamis, Ha 100y bys
no3BONEHKH. THIII CYITYTHI Mpenapars MOXYyTb PO3IIISLATHCA B
iHOMBIOyaJIbHOMY NOpSAKY MeauuHuM MoHiTopoM GSK.

16. Kpurepii ouinku edextuBHOCTI EdexrupnicTs He ouiHroBanacs B LboMY AOCTIIKEHHI.

[lepBHHHOWO KIHIEBOIO TOUKOIO NOCkibkeHHs Oynu crauionapi AUC(0-1),
Cmax, Ct, Ct, Cmin, t¥2 Ta tmax GSK 1265744 y nnasmi kposi nicis npuitomy
GSK 1265744 30 mr q24 roa npotsrom 10 aHiB Ta nicng 0JHOUACHOTO NpHHOMY
GSK 1265744 30 mr q24 roa 3 ETV 200 mr q12 roa npotarom 14 nnis.

17. Kpurepii ouiuku 6e3nexku BTOPHHHHMH KiHLIEBUMH TOUMKaMH JOCTIKeHHA OyK napaMeTpu Oe3neky Ta
NEePeHOCHMOCTI, BKIouarouu nobiuni peakuit (ITP), cynyrHiii npuiioM Rikis,
KITiHIKO-Ta00paTOPHi [M0Ka3HHKH, enexkTpokapriorpamu (EKD) Ta moxasnuku
bKMTTEBO BAXUTHBHX (PyHKLIIH, a TAKOMX ITapaMeTpH NnasMorof KoHIeHTpanii ETV
[y cTaLioHapHOMYy cTaHi, Bumodatoud AUC(0-7), Cmax ta Cmin micns
oaHouacHoro 3acrocyeanHa GSK 1265744 30 mr xoxkui 24 roa. ta ETV 200 mr




KoxkHi 12 rog.




18. CratueTHusi MeToIn

GSK1265744 PK: CratvcTHYHHH anani3 NPOBOAMBCA HA OCHOBI JIOFAPHMIUHO
nepersopenux napamerpis [1K, AUC(0-1), CO, Ct, Ct, Cmax Ta Cmin.

Bapiauiituuit ananiz (ANOVA) npoBoanBes 3a 10MOMOTOI0 Ipoueaypy SAS
Mixed Linear Models ana ouinku swmsy ETV na GSK 1265744, Cy6'exr Gys
niaibpandii Ak BUNankoBuii edexT, a nikysauns Gyno minibpaHo sk dixcopaHuii
edekT y Moseni. BinnowenHs cepennix sHadehn GLS i mos'azani 3 Humu 90%
nosipyi inTepsan ( CI) 6ynu ouineHi ans mapametpis PK, mo npeactasnsoTs
IHTEpEC.

(GSK 1265744, n1o BBoAMBCS OKpeMO B epioai 1, po3rigaascs Ak pedepenTHe
nikyBatis, a GSK1265744, o seoauses pazom 3 ETV & nepioni 2,
PO3rNANABCA 9K TECTOBE NiKYBaHHS.

OuiHka cTifikoro craHy: 3nauenns koHuenrpauit GSK1265744 y nuasmi kposi
no paHkoBoi £o3H (CO0), otpumadi Bparui Ha 8-, 1 1-i, 12-it, 13-if ta 14-i oui
nepiopy 2, 6ynu nobyaoraHi y BUrAsal rpadikis 3aneskHO BiA AHSA JAiKYBAHHS.
Bapiaui#inuii ananiz (ANOVA) 3 ymoBamu A7a cy6'ekTa K BUINIAAKOBOIO
edexTy Ta nua 9K ikcosaHoro edexty Byno npoeeaeHo A4 J0Or-
Tpancdopmosanoro CO. Jlens y Mozeni posrisnascs Kk Ge3nepepeHa 3miHHa.
JlocarHeHHs crauionapHoro crany miazmMu GSK 1265744 ouimiosany wasxom
po3paxyHKy ToukoBoi ouinxHd Ta 90% CI Haxuny rixiliHoi perpeciis 8 no 14
inens CO nopiexARO 3 AKeM A0 AiKyBaHHs. Jljia Toro, wo6 cTBEpIKyBaTH, 110

Ou3LKO0 A0 Hyia abo 90% Cl nns OWiHKK HaXMAy BIIIoYaIa HyJb. Takuii
Y Y y

CTaLIOHAPHUH CTaH AOCATHYTO, OLiHKA HAXWITY KOHLEHTpauil nepex fo30t0 Gya

camuif ananiz 6yno nposenero 3 aAaHEMH C0 3 11 o 14 gens Ta 3 12 no 14 neus.




19. iemorpadiuHi MoKasHHKH AOCII[UKYBaHOT DOMYIALIT (CTaTh, BiK, paca
TOLLO)

|nemorpadiuni nani

Bik (JpoKis), CEpefiHii (CTanaapTHe BIAXMNEHHR) 30,7 (6.57)

[SO]) Megiaka (mianasoy) 29,0 {23,48)
Crath, n (%)

HonoBiku: 12 (100%)

BMI (kr/m2), Cepente aHauenHs (SD) 26,1(2,50)

[3picT {cm), Cepente aHavenHa (SD) 176,6 (5,52)

Maca tina (ir}, CepenHe 3naqenun (SD)

81,18 (8,161)

ETHiyHa npUHANEXHICTE, N (%)

|CRAHCLKOMO Y NATUHOAMEPUKAHCHROrO NOXOMKEHHS! 7 (58%)
He icnaKChKOr0 YU NETHHOAMEPHKEHCHKOMD NOXOPKEHHS! 5 (42%)
|Paca, n (%)

AGDPO-aMEPHEEHCHKOMO/ad PUKEHCLXOrO NOXOKEHHS 3 (25%)
KopitHe HacenerHs Mapaficokyx ocTpoaie 260 IHLMX ocTpoaiB THkoro

OKEaHY 1{8%)
BinowkipifeBpONEACHKOro NOXOPKEHHS 8 (67%)

20. PesynsTaTu ebexrHBHOCTI

GSK 1265744 PK micns BBeLeHHS NOBTOPHOT A03H.

Hiskue HABEIEHO KOPOTKHI Orisj MapaMeTpis AIa3MoBOT KOHLIEHTpaLli

Pesiome chapMaKkokiHeTiuHMx napamerpis GSK1265744 y nnasmi kposi nicns BBEASHHA NoBTOPHOT A03u1

Nikysanus AUC(O-1) (mkr. Cmax Cmin Cr tmax?

rof/mn) {MKT/mn) (MKrimn) (mxrivm {ro)

GSK1265744 183 947 6,40 6,50 304
(13} {11) (14) {14) (2,00-12,00)

GSK1265744 184 983 552 6,49 4,00
+ETV (9 {11) {12) (12) {2,00-8,00)

GSK1265744 = GSK1265744 30 mr koxni 24 roguH X 10 gris

1. CepefHe reoMeTpudHe 3HadeHHA (CVi)
2. Mepjaxa (pianazoH)

npeacTaBiedi B TaONALI HUKHE.

GSK1265744 + ETV = GSK1265744 30Mr koxni 24 rouhn X 14 axie + ETY 200wt ko 24 roanan

PesynbTaTH CTATACTHUHOTO nopisHskHA napamerpis PK nnasmu GSK1265744




MNopiBkAKKR NikyBaHkA Mnaimoto GSK1265744 PK

Mnazma GSK1265744 PK Mapamerp FeoMeTpHYHe CepeHLOKBAAPATHYHE BiAHOWEHHA
[90% CI]

ETV +GSK1265744 npom GSK1265744

AUC{0-T) 1,01
10,956,1, 06)
Cmax 1,04
[0,987,1, 09]
co 0,854
[0,792,0, 921]
Cr 0,999
[0,942,1, 06]
Cmin 0,861
[0,801,0, 926

GSK1265744 = GSK1265744 30 mr koxni 24 romvnu x 10 gHis
GSK1265744 + ETV = GSK1265744 30Mr koxHi 24 roguum x 14 faris + ETV 200mr koxed 24 rofHin

Pe3ynbTaTH CTATHCTHYHOTO NOPIBHAHHA MOKa3alM, U0 OXHOYACHE 3aCTOCYBAHHA
GSK 1265744 3 ETV He Bumbano Ha dapmaxoxinetuky GSK1265744.

PesysnsTaTH JocnifkeHts napamerpis masmosoro ETV PK y3araibHeHo i
npecTasneHo B TabauLl HiKue:

PeztoMe hapMakoKIRETHYHUX NapameTpiB eTpasipuny 8 nnasmi kposi nicna BeeAeHKR NOBTOPHOI
noani
' AUC{0-7) Cmax Crain Cr
TTikyBahHA (Hr. rog/mn) {Hrimn) (Hrimn) (Hr/mn)
GSK1265744 + 9176 975 557 597
ETV (25) (24) (26) {28)

GSK1265744 + ETV = GSK1265744 30Mr koxxi 24 ropuHn X 14 guis + ETV 200mr koxki 24 rofuen
1. cepenHe reomeTpuuke (BincoTkesud koediufent sapiauil [CVb%])

Pe3ynsTaTh OUIHKH CTALIOHAPHOIO CTaHy MOKA3alH, U0 CTAIOHAPHUHE CTaH
GSK 1265744 He nigTBepIpKy€eThCA NPOTAroM 4 AHiB Mpu 0JIHOUACHOMY
sactocysanni 3 ETV, ockinsku 90% CI He iutrodae uynb. Xowua ue #e 5yno
NiATEEP/UKEHO CTATUCTHYHO, MOXKHA NIPUITYCTHTH, 110 cTauioHapHHii cTaH ICHYE,
BUXOIAYM 3 MakHIKe NIOCKOT0 HAXHITy Mk 13-m i 14-M qHAMY B rpadiuHii




OLIHNI 3HaYeHn 3anagHud GSK 1265744,

Pe3ynbTaTd OLIHKH CTALiOHAPHOrO CTaHy nokaszanw, mo ETV mocarae
cranionapHoro crany nicns 11 gHiB npuAOMY 1py CYyMICHOMY 3aCTOCYBaHHI 3
GSK1265744.

21. Pesyipratil 6e3neku

GSK 1265744 30 mr q24 roa nporarom 10 guie, okpeMo abo B kombinanii 3 ETV
200 Mr koxHi 12 rog. npordrom 14 aHiB, noGpe NepeHOCHBCS 300POBHMH
cy6'ekramu. [1ix yac uporo pocmimxenns He 6yno 3agikcoBaHo KOLHOIO
sunazaky cmepti, CHS abo sigminu uepes [TP. He nosizomnsgnocs npo ITP 3 abo
4 wiacy. Haltuacriwe nosinomnasnocs npo Taki nobiuHi peaxuii, sk Gescouns,
HYI0Ta Ta MOJIOBHHIH D1, )

YaarancHena indopmauia npo noGivki peakyti, npo Aki noeigoMnaAnoca woxaiMenme y 2
cy0'exTiB 3aranom y nocnimpxenni 112111839
GSK1265744 GSK1265744 + ETV
|Baxanuii Tepmin (N=12) {N=12)
Pecnonpenty 3 bynb-skoto AE, n (%) 8 (67 %} 9 (75%)
Be3CoHHR 0 4 (33%)
Hynora 2(17%) 1 (8%)
onoaHyii Bins 0 217%)

GSK1265744 = GSK1265744 30 mr koxwi 24 roavnm x 10 gHis
GSK1265744 + ETV = GSK1265744 30Mr komui 24 ropmau x 14 gis + ETV 200mr koxHi 24 roauuu

[TonifHo 10 3aranbRUX HeDaKaHKX ABMLL HE3aNEXKHO BiJl NIPHYHHHOTO 3B'A3KY,
HalyacTilne noBifoOMIANOCA PO MEAHKAMEHTO3HI HeDaxaH! ABHLIA, TIOB'A3aHi 3
npuitoMOM npenapary: 6e3conHs (4 nauieHTy, ki orpumysamy GSK1265744 +
ETV), Hypora (2 nauienty, ski otpumyeanu GSK1265744 Ta | nauieHt, axuit
orpumysas GSK 1265744 + ETV) ta ronosuuii 6inb (2 nauieHTy, axi
otpumyBanu GSK 1265744 + ETV).

OnuH aHoMansHUi nabopaTophuii nokasHuk 6ys 3apecctposaHuii sk [P,
MoB'a3aHa 3 JiikapchkHM 3acobom: B onHoro cy®'exra crocrepiranocs
MiABUILEHHS aMiNIa3H KpOBi 2-ro CTYNEHS miA yac npriiomy GSK1265744 +ETV
OpOTAroM 2-ro nepiofy. B 0/IHOrO yuacHHKa Nix 4ac RocaimKeHHa Oyno
BHABNEHO 2 KNIHIKO-Nab0paTOpHKX BIAXUAEHHS 4-T0 cTyneHs, | BiaxuneHns 3-

ro cTyneus Ta 3 sigxunenus 2-ro erynens: [linsuiments nokasyukis ACT i
KpeaTHHKiHasH 4-ro CTyneHs, NoB'A3aHe 3 IHTEHCHBHHMHE Qi3HYHHUMU




I

HABAHTAKEHHAMH T1i/l Hac MOAATBIIOTO CIIOCTEPEKEHHs, MiJABHIIEHHSA HATPIIO 3-
ro cTyneHs (10 NpuHOMY NEPIIOT 103H B AOCHIDKEHHI) | MiABHIIEHHS Ninasu 2-
ro cTyrneHs (Mijl yac NoAanbWoro cnocrepesketns), niapuimenns AJIT (nin yac

OAA/ILIIOrO CIOCTEPEXKEHH: ) | NiABUIIEHHS 3aranbHoro Oinipy6iny (nin vac 1-
ro nepioay, 10-ro aus i nia yac 2-ro nepioay, 4-ro i 7-ro aHis).

KniHiuHO 3Ha4YYIIMX 3MiH MOKa3HUKIB XUTTeAIbHOCTI abo EKI He
criocTepiranocs.

22. BUCHOBOK (3aKJIFOYEHHS )

e  GSKI1265744 30 mr koxkui 24 roguun npotsrom 10 awHi, okpemo abo B
kom6inauii 3 ETV 200 mr koxkui 12 roaunu npotsrom 14 axis, no6pe
nepeHocuecs 310posumu cyb'exramu. iz vac BOro OCTIDKEHHS HE
6yno 3adikcosano xoanoro sunaaky cmepti, CH aGo siaminm uepes
[1P.

e CymicHe 3actocypanns GSK 1265744 ta ETV ne Bruiivsano Ha
dapmakokineTuky GSK1265744.

3asBHUK (BAACHHK PEECTPALLIHHOTO MOCBIAYEHHS)

?%p;do; donosneno nosum dodamom 30 32iono 3 Hakazom M()i—lz(;)amu Ne 1528 gi0 27.06.2019 }

ITepexkian BHKOHAB:

MeHe Kep 3 peryaTOpHHX MUTaHb Ta peecTpaLLii
TOB I'nakcoCmitKnsiin ®@apmacetoTikanc Ykpaina
Mapunsko Jlroamuna

(nianuc)

Kapen ['peiitxep (Karen Grainger)
Biue-npe3uaeHt, KepiBHUK BiLTY HOPMATHBHO-MPABOBOIO Pery./itoBaHHA

BiiB Xenckep (ViiV Healthcare) )



Clinical Trial Report - 8§

Study ID- L.AI116181

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

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

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

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

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Harmire Road, Barnard Castle, DL12 8DT

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

Zoning Industriel, Avenue de I’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'yes no  ifno, please justify

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

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

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

A Phase 1, Open-Label, Crossover Study to Evaluate the Pharmacokinetics and
Safety of GSK1265744 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
¢ To describe and compare steady-state plasma dolutegravir (DTGQG)
pharmacokinetics following administration of DTG 50 mg every 24 hours

(q24h) with and without rilpivirine (RPV) 25 mg q24h.




e To describe and compare steady-state plasma GSK 1265744 pharmacokinetics
following administration of GSK 1265744 30 mg g24h 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.

» 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 g24h.

e To assess the safety and tolerability of repeat dose GSK1265744 30 mg q24h
with and without RPV 25 mg q24h.

» 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)

o 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 GSK 1265744 30 mg q24h 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 g24h 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
GSK1265744 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

e (SK1265744 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

o RPV 25 mg q24h x 11 days (Reference Treatment); oral tablet; Batch
AJL2KO01P1

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/PK

Efficacy not evaluated in this study.
Primary:

e 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 (Ct), following 50 mg q24h administration with
and without RPV 25 mg q24h.

e Plasma GSK1265744 steady state AUC(0-7), Cmax, tmax, and Cr following
GSK1265744 30 mg q24h administration with and without RPV 25 mg q24h.

o Plasma RPV steady state AUC(0-1), Cmax, tmax, and Ct following RPV
25 mg q24h administration with and without DTG 50 mg q24h or
GSK1265744 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, GSK1265744 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, GSK 1265744, and RPV were determined using a
validated high-performance liquid chromatography-tandem mass spectrometry
(HPLC/MS/MS) method. Plasma DTG, GSK1265744, and RPV concentration-time
data were analyzed by non-compartmental methods with WinNonlin Professional
Edition version 5.3.

[ndividual 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 GSK 1265744 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(0-1), 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 (t2) 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 (8D) 344 2041050 | 1.4 (11.30)
{11.33)

Sex. n (%)

Female: 2(1hH 2 (19 4 (14)
Male: 14 {88) 10 {83 24 {89)
BM! (ka/m?2), Mean (SD) 26.51 203324 | 26.73(283)

{2.58)
Height [cm), Mean [SD) 1785 (10} 175.75 177.32
(1271 {1111
Weight (kg}, Mean (SO} 8440 83.74 84.15 {12.51)
(10.5%) {15.23)
Ethnicity, n (%8}
Hispanic ar Lating: 4 (29 1{8) 5 118)
Not Hispanic or Latino: 12 {i5) 11 {92) 23 (82)
Race, n (b)
African AmencanfAfrican Heritage 4 (23) 7 (9B) 11 39)
American Indian or Afaskan Native 1 {63 )] 1 {£)
Mative Hawarian or Other Pacific Isfander 16} [} 1{&
White — White/Caucasian/European Heritage 10 {63} 5142 15 (54)

SAE=Semous Advearse Event, 5D = Standazd Daviafion




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)
48.8 547
AUC(0-7) [408,58.4) [46.1,64.9]
(pg-hfmL} (35) (33)
346 390
Cmax 296, 4.04] [3.43, 4.44]
(hgiml) (30) (25)
o 107 131
[0.850, 1.34] [4.04, 1.65]
{ng/mL) (45) {46)
Tmax2 3.50 350
(h) (1.0-4.0) (1.04.0)

1. Geometric mean [95% Confidence Interval (Cl)] (Befween subject variability GVb%)

2. Median (range)
Treatments:
DTG = DTG 50 mg once dafly {QD} x 5 days

DTG +RPY=DTG 50 mq QD + RPV 25 mq QD x 5 days




Plasma Pharmacokinetic Parameters of GSK1265744 with and without RPV
(GSK1265744 PK Summary Population)

Plasma GSK1265744 PK GSK1265744! GSK1265744 + RPV!
Parameter (n=11) {n=11)
142 159
AUC(0-) [118,171] [138, 163]
(ng.h/mL) (98) 24)
8.22 8.65
?mj’n’:l_) [6.83, 9.89] [7.69,9.72]
Hg (26) (18)
cr 465 529
[3.73.5.78] [4.49,6.23]
Tmax? 4.00 4.00
(h) (2.0-4.0) (1.0-4.0)

1. Geometric mean [95% CI} (CVb%)
2. Median {range)
Treatments:

G5K1265744 = G5K1265744 30 mg QD x 12 days

GSK1265744 +~ RPV = GSK1265744 30 mg QD + RPV 25 mg QD x 12 days




Plasma RPV Pharmacokinetic Parameters (RPV PK Summary Population)

Coheort 1; RPV with or without DTG
Plasma RPV PK Parameter T TG + RV
{n=16} (n=16)
227 2368
g”%‘;g [1872, 2649] (1685, 2825]
g. (:132 (?gi
1 1
Cmax
[128, 173] [136, 197]
(ngim.) (29 (36)
Ce 745 a05
[60.3, 829 [F0.8, 115]
(ngiml) ) (48)
Tmax 400 400
(h) {4.06.0) {2.0-5.0)
Cohort 2: RPV with or without GSK1265744
Plasma RPY PK Parameter RPV! GSK1265744 + RPV
{n=11} (n=11)
2473 2441
aum)} [2034, 3008] [1916, 3110]
8 (30) (37)
17 165
Cmax
137, 213) [120, 226]
L [
(ngim) (34) (50}
o 874 803
[66.8, 114) [58.6, 110]
(ng/ml) (42 (50)
Tmax2 400 4.00
{h) (3.06.0) {3.0-5.0)

1. Geometric mean [25% CIJ {CVD%)

2. Median (range)
Treatments:

Cokort 1 RPV=RPV 25mg QD x 11 days

DTG +RPV =DTG 50 mg QD + RPY 25 mg QD x 5 days

Cokort 2 RPV = RPY 25 mg QD x 12 days

GSK1265744 + RPY = GSK1265744 30 mg QD + RPV 25 mg QD x 12 days




Plasma DTG PK Treatment Comparison (DTG PK Summmary Population)

PK Parameter Geometric least square (GLS) Mean Ratio [30% CI]
DTG +RPV vs DTG

AUC(0-T) 112[1.05,1.19]

Cmax 1.13 [1.06, 121]

Ct 122 [1.15,1.30]

Treatments:

DTG = DTG 50 mg QD x 5 days
DTG + RPV = DTG 50 mg QD + RPV 25 mg QD x 5 days

Plasma GSK1265744 PK Treatment Comparison (GSK1265744 PK Summary
Populaton)

PK Parameter GLS Mean Ratio [903% CIj
GSK1265744 + RPV vs GSK1266744

AUCIO-1) 1.42]1.05, 1.19)

Cmax 1.05 [0.963, 1.15]

Cr 1147104, 1.24]

Treatments:

GSK1265/44 = GSK1285744 30 mg QD x 12 days
G5K1265744 + RPY = GSK1265744 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 Cohort2
DTG + RPV vs RPV GSK 1265744 + RPV vs RPV
AUCIO-v) 1.06 [0.976, 1.16] 0.987 [0.880, 1.09]
Cmax 1.1010.892, 1.22] 0.963 [0.849, 1.09]
Cz 1.21 [1.07, 1.38] 0.91910.789, 1.07]
Treatments:

Cohort 1 RPV=RPV25mg QD x 11 days

DTG + RPV = DTG 50 mg QD + RPV 25 mg QD x 5 days

Cohort 2 RPV=RPV25mg (D x 12 days

GBK1265744 + RPV = GSK1265744 30 mg QD + RPV 25 mg AD 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




Suwimmary 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 Cohort1 Cohort2
DTG RPV | DTG+ | GSK1265744 | RPY | GSK1265744
(N=16) | (N=16) | RPY {N=12) | (N=12)| +RPV
(N=16) (N=12)

Sukbject with Any AE, n 2(13) | 3(19) | 8(50) 3 (29} 2(17) 5(42)
(%)
Headache 20113y | 1(6) | 3(19) 0 1 (8) 2117
Dizziness 0 0 1{6) 0 0 1(8)
Somnolence 0 0 0 0 0 1(8)
Toothache 0 0 0 0 0 1 (B)
Oral hempes 0 0 0 0 0 1{B)
Decreased appelite 4] 0 0 1(8) 0 1(8)
Catheter site related 0 0 2(13) 0 0 0
reaclion
GCatheter site inflammation 0 0 1 (6) 0 0 0
Dyspepsia 0 0 1 (6) 0 0 0
Pharyngitis 0 0 1(6) 0 0 0
Abnormal dreams 0 1 (6) 0 0 0 0
Insomnia 0 1 (6} Q 0 0 0
Cough 0 0 0 2{17) 0 0
Arthralgia 0 0 0 0 1(8) 0
Demnalitis contact 0 1({6) 1] 0 0 0
Treatmenis:

Cohott 1: DTG =DTG 50 mg QD x 5 days
RPV =RPV 25 mg QD x 11 days
DTG + RPY = DTG 50 mg QD + RPV 25 mg QD x 5 days
Cohott 2: GSK1265744 = GSK1265744 30mg QD x 12 days
RPV =RPV 25 mg QD x 12 days
GSK{265744 + RPV = GSK1265744 30 mg QD + RPV 25 mg QD x 12 days

22. Conclusion (summary)

o 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-
T), and Cmax, and a 22% increase in Cr.

Co-administration of GSK 1265744 with RPV resulted in no change in
GSK 1265744 AUC(0-1), 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 Cr.

Co-administration of GSK1265744 with RPV resulted in no change in RPV
AUC(0-t) 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.

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 Hpo KaiHigHe BUNPoOYBaHHa - §

Koa nocnimxennn - LAI116181

1. Hazpa nikapceroro 3aco0y (3a HastBHOCTI - HOMep PeecTpaliifHoro
MOCBiAYEeHHS)

ATTPETIO/I, cycnieHsis ana id'exiliii nposodrosaroi aif, 200 mr/mn

2. 3aABHUK

BiiB Xenckep FOK Jlimiten

3. BupolOuuk

Bupo6unureo HepozdacoBanoro NpoaykTy, NepBHANRE TA BTOPHHAE MAKYBaHHSA,
KOHTPOb AKOCTi TOTOBOTO MPOAYKTY, BHITYCK cepit

"akco Onepeiiine FOK JliMiten, mo sene aisnbuicTs ax ['nakco Bennkom OnepefiwHe /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Xapmip Poya, bapuapa Kacrn, DL12 8DT / Harmire Road, Barnard Castle, DL.12 8DT,
Benuka bprranis

Crepunizania (ramma-onpominenna A®I Ta roToBoro npoaykry)

Crepirenike Benbris (Gasopyc) CA (Cotepa Xesic Kamnani) / Sterigenics Belgium (Fleurus)
SA (A Sotera Health Company)

3oninr IngacTpiens, AseHro fe n’Ecnepance, dnwopyc, 6220 / Zoning Industriel, Avenue de
|*Espérance Fleurus, 6220

benerisa

4. TlpoBeneHi pocnimxeHHs:

¥ Tak Hi, AKILO Hi, OBTpYHTYIiTE

1) Tun nikapcbkoro 3acoby, 3a AKMM NpoBoaunacs abo MaHyeThes
peecTpauis

Ulikapeskui 3acid 3a MOBHHM A0ChE (ABTOHOMHE JOCHE), IHLIMH nikapebkuit 3acid, Hosa
[ilo4a peYOBHHA.

5. IlorHa Ha3Ba KJIiHIYHOro BUNPOOYBaHH, KOAOBAHHH HOMEp KIiHIUHOrO
BAOPOOYBaHHA

Binxpure nepexpecte gocnimxenHa dasu | 1id oLiHKe hapMaKOKiHETHKH Ta Ge3NeKu
npenaparis GSK1265744 ta puwinisipuHy, a TakoK JONYTErpagipy Ta pHiliBipUHy y
3I0POBHX JOPOCAMX cyO'exriB

Mocnimxenns LAI116181

6. Paza KNiHIYHOro BUNIPGDYBAaHHA daza 1
7. [lepion kainitHoro sunpoOyBaHHuA 7 [07 nucronana 2011] - [20 mrotoro 2012]
8. Kpainu, B sxux NpoBOAHIOCS KNiHIMHE BHIPOOYBAHHA CUIA

9. KinbkicTh AOCAIIKYBAHHX,

BarutaHoBaHo: 28 (16 oci6 y Koropri 1 Ta 12 oci6 y KoropTi 2)
baxTiunui: 27 (16 ocid y Koropri 1 Ta 11 ocif y Koroprti 2).

10. MeTta Ta BTOpPHHHI Uil KNIHIYHOTO BHNIPOOYBaHHA

OcnoBHa

¢ OnucaTd T4 NOPIiBHATH cTaUicHapHy dapmakokineTHiy nonyterpaeipy (DTG) y

nna3Mi kposi nicna npuiiomy DTG 50 mr xoxni 24 rogunn (q24h) 3 punnigipdHom




(RPV) 25 mr q24h 1a 6e3 "noro.

Onucary Ta NopiBHATH cTallioHapHy dapMakokiHeTHky GSK1265744 y mnasmi
kpoei nicns seeneHHs GSK 1265744 30 mr xoxui 24 ron 3 RPV 25 mr koxkui 24 ron
Ta 6e3 HbOro.

OnucaT Ta NopiBHATH crauioHapHy ¢apmaxokineTuky RPV y rurasmi kposi nicnis
npuiiomy RPV 25 mr koxHi 24 rog 3 GSK 1265744 30 Mr koxui 24 rog Ta 6e3
HBOTO.

OnucatH Ta nopisHATH craunioHapHy dapmakokidetuky RPV y nnasmi xpoei micns
npuitomy RPV 25 mr woxeui 24 rogunu 3 DTG 50 mr xoxHi 24 roguHu.

BropuaHi

Ouinnty Ge3nexy Ta nepeHocHMicTs noeTopHol Ao3u DTG 50 Mr koxui 24 roa 2 abo
0e3 RPV 25 mr koxHi 24 roa.

OuinuTH Hezneky Ta nepesocuMicTs nosropHoi no3u GSK 1265744 30 mr koxui 24
roa 3 ta 6e3 RPV 25 mMr koxHi 24 rog.

Ouinnty 6e3neky Ta nepeHOCHMIcTh MOBTOPHOT fo3n RPV 25 Mr koxHi 24 rofMHK.

11. duzaitn xniHiyHOro BUMpoOyBaHHs

LAI116181 - onHouenTpoge, 2-rpynose, BiokpHTe, 3-epioaUyHe, MepeXpecHe JOCLIKEHHS
3 hiKCOBaHOIO ITOCIIINOBHICTIO 33 Y4aCTIO 3I0POBHX AOPOCIHX A06pOBOABLLIB.

Cy6'extu (Koropra 1 i Koropra 2) npoitimnm:

Ckpuuinrosuit Bizur (3a 30 qHiB 1o npuitfoMy mepiiol A03u AOCIILKYBAHOTO
npenapary)

Tpu nepionn nixysanua (Ilepion BHMHBaHHA CTAHOBHB IIOHaiMeHIIe 7 QHIB Os
Koropta | 1 woHaltmeHwe 14 auis ang Koropru 2; mik [epionom | i [Tepiomom 2,
ane mixx Ilepiogom 2 i IMepionom 3 suMuBanHa He BinOyeanocs). Jeus 1 [Tepiony 3
PO3M0YaBCA HACTYNHOrO HS Micns OCTaHHLOro AHA [lepioay 2).

Y koropri | cy6'extu otpumysanu DTG 50 Mr q24 roguuu npotaroM 5 nHiB (JliKyBaHHA A)
ly mepioai 1, micna goro HactaeaB 7-neHHH nepion BueeaAeHHA. [loTiM cyb'exTam
npusHayany RPV 25 mr koxHi 24 roaunn npotarom 11 auie (nikysanus B) y nepioni 2, a
notiM DTG 50 Mr xoxui 24 roguuu y noegHanui 3 RPV 25 Mr xosui 24 roflHHH NPOTATOM 5




s (nikysanus C) y nepioni 3.

[V koroprti 2 cyb'exti orpumysanu GSK 1265744 no 30 Mr koxHi 24 roguHu npotarom 12
nHiB (mikysannst D) y nepioi 1, micmst yoro Hactagas 14-genHuit nepion suBenerus. [orim
cy6'erxram npuzHayand RPV 25 Mr koxHi 24 rogunu npotsrom 12 gHiB (rixysanns B) y
nepioni 2, a motim GSK 1265744 30 mr koxai 24 roanuu B komGikauil 3 RPV 25 mr koxri
24 roaunu npotarom 12 guie (ikysaxua E) y nepioai 3.

Ouinku Gesneku Ta cepiiini papmaroxinetadni ( PK) spasku 36Hpaauca npoTaroMm KOxHOro
nepiony AikysaxHa. Y koropti 1 cepiitni 3pasku kpori s ananisy PK 6ysu sinibpani Ha 5-
i neHs nepionis 1 i 3 ans ananizy PK DTG. Cepiiini 3paskn PK kposi Taxox Syau sinibpani
Ha 11-if jens 2-ro nepioxy Ta Ha 5-i newb 3-ro nepiony ans ananizy PK RPV.

Y koropri 2 cepiitni 3pasku Kposi 6ynu Binibpaui Ha 12-i1 pens nepionis 1 i 3 ans aHanisy
GSK 1265744 PK. Cepiitni 3pasku Kposi Takox Oynu BiniGpani Ha 12-if zeHb nepionis 2 3
ins ananizy RPV PK.

KouTposibHHi Bi3UT uepes 7-14 nHie nicns npuiioMy ocTaHHBOT 103H AOCTIAKYBAHOTO
npenapary.

12. OcHOBHI KpuTepil BICTIOYEHHS

JTo yuacri B UpOMY fochipkeHH] Oyau gonyuieni 2a0posi 0codM 4onoBiuol Ta xkiHo4oi cTaTi
BikoM Bia 18 1o 55 pokis 3 inaexcom mack tina (IMT) B Mexxax Bin 18,5 no 31,0 kr/m2
(BKJIHOYHO), BU3HAUEHHM 32 PE3yNbTaTaMi MEJHYHOTO 00CTEXEHHS, 10 BKJIFOUANO aHaMHes,
(isukanbHe 06CTeREHHA, TA0OPATOPHI aHaITI3H Ta K2pJiOMOHITOPHHITY.

13. Jocnimxysanuii aikapcbkHii 3acib, crnoci6 3acTocyeaHHa, cuna aii

o  GSKI1265744 30 mr q24h x 12 nuis (npobHe nikyeaHHs); TabneTku ans
epopanbHOro 3acTocyBanHs; cepis 091215458

14. [Tpenapat nopiBHAHHS, 1033, cNOCi0 3aCTOCYBAHHS, cHIA il

o DTG 50 mr koskui 24 roauuy x 5 aHiB (pedepeHTHe NiKyBaHH:); TABJICTKH AA1
IepopanbHOrO 3aCTOCYBaHHS; cepis 111287797

e RPV 25 mr xoxHi 24 roguuu x 11 auis (peepertre nikyBaHHA); TaONeTku ana
nepopansHoro 3acrocysaHHs; cepis AJLZKO1P1

e RPV 25 mr koxui 24 rogunu + DTG 50 Mr q24h x 5 gxis (npoGue nikysaHHA);
TabAeTKH 1A nepopaibHOro sacrocyeanHs; cepis AJL2KO01P1

15. CymyTHs Tepanis

Tosponeni npenapatu: Aneraminoden y nozax <2 rpamis, Ha 200y Oys noszsonenuni. Inui
CYIMyTHI NiKapcbki 3aco0H pO3rNISgaTHCs B KOXHOMY KOHKPETHOMY BHIIQJIKY B paMkax




MeauaHoro MoHITOpHHTY GSK.

16. Kpurepii ouinku edeKTHBHOCTI

EexTHBHICTD HE OUHIOBAIACH B LILOMY IOCAIHKEHHI.
[TepsnuHi:

e [Inowa crauioHaproro crady DTG y nnasmi nig Kpusoo "KOHLEHTpakig-4ac"
npotarom intepsany aozyeanus (AUC(0-1)), MaKCHMAabHa KOHLUEHTpALlis, 110
cnocTepiraeTses (Cmax), Ta yac gocsrucHis Cmax (tmax), KOHUEHTpauid nepex
103010 (trough) Hanpukinui inreppany nosysanss (Ct) micas npuitoMy 50 Mr KoxHi
24 ropyuu 3 PTIB 25 mr koxni 24 ronuns Ta 6e3 PTIB 25 Mr koscHi 24 roguHy.

o Pisnopaxui 3nayenns AUC(0-t), Cmax, tmax i Ct y nna3mi kposi GSK 1265744
nicns npuiomy 30 mr GSK1265744 xoxHi 24 roauuu Ta 6e3 npuiiomy 25 mr RPV
KOXKHI 24 FOMHM.

e  AUC(0-1), Cmax, tmax Ta Ct y crauioHapiomy crati, Cmax, tmax ta Cty miasmi
kposi micna npuitomy RPV 25 Mr koxcri 24 roguuu 3 DTG 50 mr xosii 24 rofguHu
a6o GSK 1265744 30 mr koxdi 24 ropuHu Ta 03 HLOI O,

17. Kpurepii ouinku Oe3nexu

apameTpH 6e3MexH Ta nepeHOCHMOCTi, Brnoyatouy nobiuni peakuii ([1P), cynyTHi
npuitom 7ikie, Kniniko-taboparopHi mokaskuky, enexrpokapaiorpamy (EKD) Ta ouinky
BKHMTTEBO BRAUIMBHMX MOKAZHUKIE.

18. CraTicTHYH] METOIH

Y upomy mociimsxeHHi He 6yno nepesipeHo xoanoi GopmanbHo rinotesd. Jna ouitku
edexTy NiKapcLKOT B3aEMOJIIT BAKOPHCTOBYBABCS OUIHOYMHHUH miaxin. Posmip subipku 3 16 Ta
12 oci6 y koropTi | Ta koropti 2 Bignoeinno GyB oGpaHuii HA OCHOBI OUiKyBaHOTO PIBHS
abcruHentii npubausno 10% Ta BHYTpILIHLOrpynoeoi BapiabensHocti, woeb sianosiaaty
LinAM JOCHIIKEHHA.

[Monynauii konuentpauiii PK DTG, GSK1265744 ta RPV (Bci cyb'exTy, ski npofimm
BinGip 3pasKiB w1asMH Ans BusHauenus PK i Mann pesynbraTH ananisy PK, saki mokna 6yno
oLiHUTH) 6YIH BUKOPHCTAHI Ans nepeniky KOHLeHTpauii, nobyaoeu rpadikis Ta nepeniky
napametpie PK. Jns no6yaosu rpadikie napamerpie PK, y3aransnenss napametpis PK 12
ananizy nanux napamerpis PK 6ynm sukopuctadi 3seneni nomynauii DTG, GSK1265744 Ta
RPV (Bci cy6'exTy, sxi npoiiiumy sig6ip 3pa3kiB MnasMu KPoBi Ta MajiH OLIHIOBaHI
napametpu PK DTG, GSK 1265744 aGo RPV, po3paxoBaHi Ha OCHOBI JO3yBaHHS OKPEMO Ta
B koMOIHALIT).




IKomzeH'rpaui'i DTG, GSK 1265744 ta RPV ¥ rrasmi KpoBi BU3HAYANY 34 JOMOMOr00
BaTiOBaHOrO METOY BHCOKOB(EKTHRHOI piauHHOL XpoMaTorpadii-TaHmeMHol Mac-
criexrpomerpii ( HPLC/MS/MS). ani koHnentpauii-wac mnasmu DTG, GSK1265744 ta
RPV aHanisyBalli HEKOMIIAPTMEHTHHMH METONaMH 3a JonoMoroio nporpamy WinNonlin
Professional Edition eepeii 5.3.

[unuBinyaibHi 3HayeHHa napameTpie PK cyQ'ekTie Ta onucoBi pestoMe KOKHOTO MapaMeTpa
OynH NpefAcTaBneHi B 3anexHocTi Bin AikyBaHHA. OCHOBHA yBara CTaTHCTHYHOIO aHaRi3y
Byna 30cepe/eHa Ha OLHL JBOCTOPOHHEOI Jlikapchkoi B3aemosii RPV pa napamerpn PK
DTG i GSK 1265744 ta srnusy DTG 1 GSK 1265744 Ha napamerpu PK RPV. Bapiauiinui
aHanis (ANOVA) npoBoauiIH 3a JOMOMOTOH NPOLeLypy MoaeneH smiluanux edekris SAS
Inns ouivku BiaHocHoro BBy RPV Ha DTG i GSK1265744, a Takox srmuBy DTG |

GSK 1265744 na RPV (AUC(0-1), Cmax i Ct, OKpeMo i KOkHOT koropTu). Toukosi
oLiHKH T4 BinnoBinHi 90% Aosipui iHTepBanu AN napameTpiB, WO NPEACTaBAAIOTL IHTEPEC,
Bynu HalaHi AN MXTPYIOBUX MOpiBHAHE. Tmax B niasmMi, KOHUEHTPALIA B IIasMmi nepen
nozoro (C0), MiHiManeHa crioctepexcysana kodueHnTpauis (Cmin) i kiHueswi nepion
HaniseuBeneHHs (tY%) M0 BCiX aHanizip Oynu niAcyMOBaHI 3a JOMOMOrO0 OfHCOBOT
cTaTucTHkH. Bei napamerpu PK 6ynu nepenecedi B xypHan, OKpiM tmax.

Bci cy6G'exrn, aki Gy/id paHIoMizoBaHi B JOCIIPKEHH] T OTPUMAnyi NPUHAAMHI OIHY H03Y
[nocimKysatoro npenapary, 6ynu swioueni 1o Iomynsauii 6esneku. Le Oyna nonynsuis
s ananisy Gesnexu Ta ysaranbHeHHs 0a30Bux/remMorpadidHHX XapaKTEPHCTHK.




19. NemorpaciuHi NOKa3HUKH KOCIi LKy BaHOT NOMyNANIT (cTaTh, Bik, paca
TOLLO)

Hemorpadbiyni pani Koropra 1 Koropra 2 3aranom

Bik (poxis), CepenHe sHauetHs (SD) 34,4 27.4(10,57) | 31,4(11,37)
{11,33)

Crars, n (%)

HiHkm: 2(13) 2(17) 4 (14)
Yonogiku: 14 (88) 10 (83) 24 (86)
BMI (kr/m?), Cepe e sHayexns (SD) 2651 27,03(3,24) | 26,73(283)

(2,58)
3pict (cM) Cepepte anadeHHs (SD) 178,5 (10) 175,75 177,32
{(1271) (1111)
Maca Tina (kr), CepenHe sHaueHHs (SD) 84 46 83,74 84,15 (12,51)
(1056) {15 23)
ETHIYHE MpUHanesxHicTb, n (%)
[CIaHCLKOTO 4 NATMHOaMEPHKAHCLKOro
MOXOIKEHHS: 4(29) 1(8) 5(18
He icnaHcbkoro uu natuHoamMepukaHesKoro
NOXOMNEHHST 12 (75) 11 (92) 23(82)
Paca n (%)
Adpo-amepukaHChKoro/adprKaHCLKOro 4(25) 7(58) 11 (39)
NOXOKEHHS
AM(—_}puKaHCbKi iHaianyi abo npeacTasHuUKyu 1(6) 0 14)
KOPIHHOMO HaceneHHA AnAcku
Kopirte HaceneHHs MaBaiicbiux ocTposis abo 1
. ; (6) 0 1(4)
IHWUX OCTPOBIB THXOTO OKeaHy
binowkipi/eBponeicskoro noxomxeHHs 10 (63) 5{42) 15 (54)

SAE= cepiiosHa nobiuya peawuin, SD= nobiyna pearuis




20. PeaynsTtarh eeKTHBHOCTI




21. PesyneraTtu Oe3nexu




22, BUCHOBOK (3aKTIOUYEHHT)




EaﬂBHHK (Bmacuuk peectpaniinoro IIOCBIA4EHHS)




20. Pezynbrati dapmaxokineTHiy

ILnazmogi dpapmakokinernusi mapaMer

y3arajJbHeHa NONyJIsiis)

pa DTG 3 RPV ta 6e3 uboro (DTG PK

PK napametpu DTG y DTG? DTG + RPV!
nnasmi (n=16) {n=16)
48,8 54,7
AUC(0- ' ’
(K (I'OJ?/MH) [40 8,584] [46.1, 64.9]
' (39) (33)
3,46 3,90
&Ts;n) 2,964, 04] [3.434, 4]
(30) (25)
Cr 1,07 131
[0,850.1, 34) [1,04,1, 65]
(MKr/mn) (45) (46)
Tmax? 350 350
roa) (1,04,0) (1,0-4,0)

1 Cepenne reomeTpuyHe [95% nosipuuit inTepsan

2 Meniana (gianasok)
lNikyBamHs

DTG = DTG 50 mr ogu pas na Aoby (QD) x 5 gHis
DTG +RPV = DTG 50 mic QD + RPV 25 mr QD x 5 fHig

{Cl)] (Mix cy6'exHa BapiabensHicto Cvbh%)




DapmakokineTHani ma

pameTph naasmu GSK1265744 3 RPV 1a 6e3 nnoro

ﬁ(iSK1265744 PK y3aranouena nony.asitis)

MNnasma GSK1265744 PK GSK12657441 GSK1265744 + RPV!
MNapamerp (n=11) (n=11)
142 159
i«?{(r:(g,;)/mn) [118 171] (138,183]
) (28) (21)
8,22 8,65
gﬂ’:;;‘m) [6.83.9, 89] (7.69.9,72]
(28) (18)
Cr 4,65 5,29
[3.73,5, 78] 4,49, 6,23]
(Mkr/om) (33) (25)
tmax? 400 4,00
@) (210'4r0) (110'4:0) _]

1. Cepenme reometprune [95% CI] (CVb
2. Megiaua (aianason)
JliKyBanus:

%)

GSK1265744 = GSK1265744 30 mr QD x 12 gis
(GSK1265744 + RPV = GSK1265744 30 Mr QD + RPV 25 mr QD x 12 oHiB




Papmaxoxinernani napamer

pu RPV y naazmi Kposi (RPV PK y3aransnena

nonynauis)
Koropra 1: RPV 3 DTG a6o 6ea HbOro
X napakeTpu RPV y RPVI DTG + RPV?
{n=16) (n=16)
2227 2368
ﬁrjcﬁmﬂ y (1872 2649] (1985 2825]
' (33) (34)
148 164
(Cm’; ) [128 173] [136 197]
{29) (36)
Cr 74,5 905
(60,3, 92,2] [70,9, 115]
(Hr/mn) (41) (48)
Tmax? 4,00 4,00
_(QA) (410'6|0) (210'510)
Koropra 2: RPV 3 GSK1265744 abo Ges Heoro
oK napauetpu RPY y RPVI GSK1265744 +RPV
(n=11) (n=11)
2473 2441
ﬁ:ﬂm y [2034 3008] [1916,3110]
' (30) 37)
171 165
gf’};ﬁ ) [137 213] (120 226)
(34) (50)
Cr 874 803
[66,8, 114] [58,6, 110]
(Hr/Mn) 42) (50)
Tmax? 4,00 400
rog) (3,0-6,0) (3,0-50)
1. CepenHe reomeTpuune
2. [95% CI} (CVb%)
3. Megiana (gianason)
JlikyBaHHa
Koropta 1 RPV = RPV 25 mr QD x 11 AHiB
DTG +RPV=DTG 50 mMr QD + RPV 25 mr QD x 5 fivis

Karopta 2 RPV = RPV 25 mr QD x
GSK1265741 + RPV = GSK1265744 30 mr QD + RPV 25 mr QD x 12 ghig

12 guis




Ilopienanus nikypanun

I’I_Opimmmm Jikyeanns DIG PK Y niasMi KposBi (3arainmaa nonynsnia DIG PK)
PK napamerp CepenHe reomerpuyne BigHowenHs HaliMeHWwX Keaaparis
(GLS)
[90% CI]
DTG+RPV npotu DTG
AUC(0-1) 1,1211,05, 1,19]
Cmax 1,131,086, 1,21]
Cr 1,22[1,15, 1,30]
Nikysarng:
DTG = DTG 50 mr QD x 5 pwis
DTG +RPV=DTG 50 mr QD + RPV 25 mr QD x 5 gHis

A naasmu GSK 1265744 PK (GSK 1265744 PK y3arajabHena

GSK1265744 = GSK1265744 30

nonyasis)
Wﬁpamwp Cepenane cniesigHowenHn GLS
[90% Clj

GSK1265744 + RPV npotv GSK1265744
AUC(0-1) 1,12[1,05, 1,19]
Cmax 1,05[0,963, 1,15
Cr 1.14{1,04, 1,24 ]
TNikyBatha

Mr QD x 12 fHis

GSK1265744 + RPV = GSK1265744 30 Mr QD + RPV 25 Mr QD x 12 gHis

Hopisuguns nikypauns RPV PK y naiasmi kposi (3arassHa nonyasmis RPV PK)

PK napamerp

Cepene cnissigHowenns GLS

DTG +RPV- DTG 50 Mr QD + RP

[20% Ci]
Koropta 1 Koropra 2
DTG+ RPV npotu RPV GSK1265744 + RPV npotu RPV
AUC(0-T) 106[0 976, 1 16] 0 987[0.820, 1,09]
Cmax 110[0 992, 1 22] 0 963[0.849, 1.09]
Cr 1,2111,07 1,38] 0,919 {0,789, 1,07]
NikypanHs

Korapra 1 RPV = RPV 25 mr QD x 11 AHis

V 25 mr QD x 5 phis

Korapra 2 RPV = RPV 25 mr QD x 12 OHIB
GSK1265744 + RPV = GSK1265744 30 pr QD +RPV 25 mr QD x 12 oiis

21. Pesynsratu 6eanexy

DTG y nozi 50 mr, RPV y

Baranom nobpe nepeHocunucs 300POBHMH Cy6'

1031 25 mrta GSK 1265744 y no3i 30 Mr koxxHi 24 roguHu QD)

EKTAMH B UbOMY pocltimKkenni, Yei [P 6ymu




1-ro crynens, 3a BHHATKOM TPEOX [1P (6€3COHMS, 3aNaneHns B MicIi BBEJICHHA KaTeTepa Ta
3yGHui 6ib), sKi Symu 2-ro crynens. JKoaHa yyacHUIs He 33BAriTHINA, HE IOMepJIa, He
BasHana cepio3Horo nobivxoro asuma (CTLA), CIIS 3/4 ctynens a6o CITS, mo HPH3BENO 10
nepeayacHoi BIAMIHN TOCIIKYBAHOrO MPOIYKTY M Yac KocimikenHs. B oxHoro y4acHHKa
mocnimxenna GSK 1265744 ta RPV possruyiocs nigsuienss PiBHS KpeaTHHIHKiIHA3H (
CK) 4-ro crynens, wo 6y10 nos'a3aH0 3 iHTeHCHBHUMHE i3HYHUMH HABAHTAKEHHAMH.
PRomHKX inmmx KIiHIYHO 3HAYYIMX 3MIH KITiHIYHUX Nnab0opaTOPHHX MOKA3HHUKIB, [IOKA3HHKIB
bruTTenisnbHoCTI a6o EKI nin uac nocnimienns ve cnocrepiranocs.

3Benenns Beix noGiuHBX peakiiii 32 BuAAMHA JikyBanHa (fe3neuna nomynsimis)

Baxanuii Tepmin Koropra 1 Koropra 2
DTG RPV DTG+ | GSK1265744 | RPV | GSK1265744 +
{n=16) | (N=16) RPV {N=12) (N=12) RPV
{N=16) (N=12)
PecrionpenTy 3 Byae-ax0i0 AE, n | 2(13) 3(19) 8(50) 3(25) 2(17) 5(42)
%
lonoeHui Gink 2(13) 1(6) 3019 0 1(8) 2{17}
13anamopouerHs 0 0 1{6) 0 0 1(8)
CoHnueicTs 0 0 0 0 0 1(8)
3yBHuA Bins 0 0 0 0 0 1(8)
I"epnec cnu3esoi 0BoncHKM 0 0 0 0 0 1(8)
POTOBO NOPOMKHMHM
3HIiEHHR aneTuTy 0 0 0 1(8) 0 1(8)
PeaxLis, NoB's3aHa 3 MiCLEM 0 0 2013 0 0 0
03TalLYBAHHA KaTETEpa
3ananeHHs MiCUA BCTaHOBNEHHS 0 0 1(6) 0 0 0
katerepa
Menencia 0 0 1(6) 0 0 0
DapuHriT 0 0 1(6) 0 0 0
NOpYLIEHHA CHY 0 1(6) 0 0 0 0
Bescotnn 0 1(6) 0 0 0 0
Kawens 0 0 0 2(17) 0 0
lApTpanria 0 0 0 0 1(8) 0
KOHTaKTHWIA gepmaTiT 0 1(6) 0 0 0 0
Nikyeanha

Koropta 1: OTG = DTG 50 mr QD x 5 avie

RPV = RPV 25 mr QD x 11 guis

DTG +RPV = DTG 50 mr QD +RPV 25 mr QD x 5 guis
Koropra 2 GSK1265744 = GSK1265744 30 mr QD x 12 grie

RPV =RPV 25 Mr QD x 12 aia

G8K1265744 + RPV = GSK1265744 30 mr QD +RPV 25 mr QD x 12 s

22. BucHOBOK (3aimoueHHs)

* apmaKOKiHETHYHI MapaMeTPH KOXHOrO NpenapaTy oKpemMo Oynu nogibHHUMK A0
TaKHX NPH 3aCTOCYBAHHI B koMOiHaii, 110 cBiguuTs Npo BiACYTHICTD B32EMOMIT MibK




RPV ta DTG a6o GSK1265744.

Cymicne 3actocysanns DTG 3 RPV we npuzsoauno 1o 3minun AUC(0-1) Ta Cmax
DTG, a takox 10 36uibienns Ct Ha 22%.

Cymiche 3actocypanns GSK1265744 3 RPV ne npusoauio 10 3minun AUC(0-1),
Cmax 1a Ct, a Takoxx Cmax ta Ct GSK 1265744,

Cymicne sactocysanns DTG 3 RPV we npussoauno 1o 3minn AUC(0-t ) ta Cmax
RPV, a takox n0 30inemenns Ct Ha 21%.

Cymicne 3actocysanns GSK1265744 3 RPV we npuseoauno 10 3minu AUC(0-1) i
Cmax RPV, a takox 10 3uuxenns Ct a 8§%.

DTG, RPV i GSK 1265744, wo eeoaunucs okpemo abo B kombinauii DGT + RPV
abo GSK 1265744, nobpe nepeHocHiucs B LbOMY J0CTiKeHHI. JleTanbHux
BHMNa/KiB, cepiosuux [P, TP 3/4 crynens Ta BiamoB Bin nikyeanns uepes [1P ve
3aikcoBaHo.

3asBHUK (BJACHHK PEECTPALLIHHOIO MOCBIAYEHHS)

{H()pﬂéb];‘ 0onosneno nosum dooamxom 30 32idno 3 Hakasom MO3 i/?pamu No 1528 6i 27.06.2019 }

Ilepexnan Bukonas:

Menemkep 3 perynsSTOPHHUX NMUTaHb Ta peecTpauii

TOB TI'nakcoCwmitKnsiin ®apmaceiotikanc Ykpaina 7,/
Mapunsko Jlioamuna

(nignuc)

Kapen ['peittokep (Karen Grainger)

Biue-npesunent, KepisHuK Bifu1ily HOpMATUBHO-TIPABOBOrO perymoBaHHs
BiiB Xenckep (ViiV Healthcare)




Clinical Trial Report - 9
Study ID- LAT117010

1. Name of medicinal product (registration certificate No, if
available )

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

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

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

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Harmire Road, Barnard Castle, DL12 8DT

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

Zoning Industriel, Avenue de |’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'yes no  if no, please justify

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

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

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

Phase I, 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]
r 8. Countries, where clinical trial has been conducted USA
9. Number of trial subjects planned: 15
actual: 15
10. Main purpose and secondary objectives of CT Primary

¢ 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.

e 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
Subjects Screening Period 1 Period 2 Period 3
Period Day{-Day? Days 8- 20 Days 21 -28
- Single dose CAB Follow-up
N=15 Within 3] Single dose CAB le 600 mg ance 30mg on Day 21 + Day 3842
Bars o | 3 mg (Day ) d‘('[";’af‘i’gﬁgg;‘s RIF 600 ma QD for 8
y 45 days (Days 21-28)

Treatment A; Single dose CAB 30 mg (Day 1)
Treatment B: RIF 800 mg QD for 13 days (Days 8- 20)
Treatment C: CAB 20 mg ca Day 21 (single dose) + RIF 600 me QD for § days (Days 2{-28)

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/Roule Frequency/Duration Batch Number
Treatment A Cat{otegravir 30 mg/TabletOral Single dose 142384489
sodium
Treatment B B,Jjggm 600 mg/Capsule/Oral | QD3 days 2015013869
(rfampin)
Cabotegravir | 30 mgfTablelfOral Single dose 142384489
Treatment G |-o0um
Rifadin. 600 mgfCapsule/Cral | QDf8 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:

o Plasma CAB maximum observed concentration (Cmax), area under the
concentration-time curve over infinite time (AUC[0-inf]).

Secondary:
¢ Plasma CAB concentration at 24 hours (C24), area under the concentration-time

curve up to the last measurable concentration (AUC [0-1]), 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-c0) and Cmax. If the point estimate of the ratio of geometric means was 1, then
90% confidence interval is approximately (0.92, 1.09).

\dnalysis 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 evaluable 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-e0), 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,
ceometric mean with associated 95% confidence interval (CI), and the between-subject
CV (%CVb) 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 reason) [n (%})] 0
Age in Years [Mean (SD)] 48.5 (14.11)
Sex n (%]

Female: 9 (33)

Male: 10 {67)
BMI (kg/m?) [Mean (SD)] 26.71(3578)
Height {cm) [Mean {(SD})] 172 41 (6.979)
Weight (kg) [Mean (SD)] 79.63 (12.788)
Ethnicity [n (%)]

Hispanic or Lalino: 1(N

Not Hispanic or Latino: 14 (93)
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 LATI117010

troatment | AUC(<o) | Cmaxd tmax? caat Hi2! CLF?

{h*pgimL) {ng/mL) {h) {ngfmlL) {h) (L/h)

CAB 146 361 200 172 385 0205
s (128,167) | (328,396) | . &0 | (149,197) | (367,416) | (0.180,023)

(n=15) 239] [169] (1.00-6.00) [25.5] [13.9] 239]

CAB+ 507 33 0 0.860 164 0502
RIF 628,675) | 395,378) | i qoa0p | O749.0988) | (147,182) | (0444,0568

[n=15) [22.4] 19.1) 004, 255 [19.5) (24

2 Median (range)

t1/2 decreased by 57%.

1 Geomeliic mean (5% CI) [CVbY%]

CAB: Single dose CAB 30 mg (Day 1)
CAB-+RIF: CAB 30 mq on Day 21 (single dosa) + steady state RIF 600 mg QD (Days 8-28)

Summary of Plasma CAB PK Parameters Treatment Comparisons

‘When CAB 30 mg was coadministered with RIF 600 mg, CAB AUC(0-0) was decreased
by 59%:; no effect was observed in CAB Cmax; CAB CL/F was increased by 140%; and

CAB PK Parameter Treatment Comparison: CAB + RIF vs CAB
(GLSM ratio, 90% Cl)
AUC(0-0) 0.41 (036, 0.46)
Crnax 0.94 (0.87, 1.02)
CLF 24(22,28)
t172 0.43 (0.39, 0.46)

CAB: Single dose CAB 30 mg (Day 1)
CAB+RIF: CAB 30 mg on Day 21 (single dose) + steady state RIF 600 mg QD (Days 8-28)




21. Safety results

CAB 30 mg RIF CAB Overall
sD 600mg | 30 mgSD
QD +
Most Frequent Adverse Events RIF
600 mg
QD
n (%) n {%) n (%) n
Any AE 3(20) 15 (100} 17 15 (100)
Any AE related to investigational 1) 15 (100) 0 15 (100}
product
Most Common AEs:
(= 10% overall):
Chromaturia 0 15 (100) 0 15 (100)
Dacreased appefite 0 2(13) 0 2(13)
Headache 1(0) 1(7) 0 2 (13)

Treatment A: Single dose CAB 30 mg (Day 1)

Treatmeni B: RIF 600 mg QD for 13 days {Days 8 -20)

Treatment C: CAB 30 mg on Day 21 (single dose} + RIF 600 mg QD for & 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
pregnancies reported in the study.

22. Conclusion (summary)

» Co-administration of steady-state RIF 600 mg with single dose oral CAB 30 mg
decreased CAB AUC(0-w0) by 59% and had no impact on CAB Cmax.

o 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
reported in the study.

o Co-administration of RIF with oral CAB 30 mg once daily is not recommended.
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3siT npo kniRiYHe BunpoGyBanus - 9
Koz nocripikennn - LAI117010

1. Ha3ga nixkapcskoro 3acoby (3a HasBHOCTI - HOMeEp peecTpauiiitoro
MOCBiAYEHHA)

ATIPETIOJ, cycrensis s in'ekuiit nposioHrosanoi aif, 200 mr/Mn

2. 3a9BHHK

BiiB Xenckep FOK Jlimiten

3. Bupobuuk

BupoGusurso Heposgacosanoro mpogyxry, IEPERHHHE TA BTOPHHHE MAKYBAHH, KOHTPOJIL
HKOCTi 'OTOBOIO NPOAYKTY, BHIYCK cepii

["naxco Onepeiturnc OK Jlimiten, mo sene AisbricTs 9 Diakco Besikom Onepeitnc / Glaxo
Operations UK Ltd (trading as Glaxo Wellcome Operations)

Xapmip Poyn, Bapnapa Kactn, DL12 8DT / Harmire Road, Barnard Castle, DL12 8DT, Benuxa
[BpuTaHis

Crepuurizauin (ramma-onpominenns A®I va rotoeoro OpoAYKTY)

Crepirenike Benbria (dnsopyc) CA (Cotepa Xeie Kamnani) / Sterigenics Belgium (Fleurus) SA
(A Sotera Health Company)

3oHiHr [HaacTpient, Asento e n’Ecneparc, ®nwopyc, 6220 / Zoning Industriel, Avenue de
I’Espérance Fleurus, 6220

benbrig

4. Tlposeneni nocnimxeHHs:

¥ Tak Hi, AKUIO Hi, 06rpyHTYiiTe

1) Tun mixapcekoro 3aco6y, 3a AKUM MpoBoIMAAcs abo NIAHYETHCA
peecTpauis

Ulikapchxuii 3aci6 3a TOBHMM JI0che (2BTOHOMHE HOChE), IHUIKI NikapchbKHii 3aci, HOBA Airo4a
peyoBMHA,

5. [losna Haspa kniHIYHOrO BUNpoOGYyBaHHS, KOLOBaHUI HOMeEp
KJIiIHIYHOrO BUOPOOyBaHHA

Daza I, onnouenTpoee, BigkpuTe, NepPEXpecHe NOCNIMKEHHs 3 (IKCOBAHOIO NOCTILOBHICTIO A1
OLIHKH BIUTHBY puamniny Ha dbapmaxoxineTuky nepopansHoro kaboTerpasipy y 3noposux
N00pOBOIBLLIB

Hocnimmenns LALI17010

6. Paza KTHIYHOro BUNPoOyBaHHs Daza |
7. Ilepion kniHiyHoro BUNpo6GyBaHHs 3 [O1 munns 2015] — [11 sepechs 2015]
8. Kpaium, B sixux npoBoamnocs kniniune BHUNPOOYBaHHA CLIA

9. Kinpkicts gocnimkypaHux

3aIuTaHoBaHo: 15
(pakTHuHA KinbKicTb CY6'eKTiB HOCHimKeHHS: 15

10. Mera Ta BropuHHi uini knitiuHOro BUIPo6yBaHHS

OcHoBHa

* [lopieusrn dpapmaxokineTky pasoroi nozu (SD) kaborerpasipy (CAB) nepopansHo 30

MI" PH OZIHOMACHOMY 3acToCyBatHi 3 pudamninom (RIF) 600 Mr onuu pas ua no6y (QD)




Y CTauioHapHOMY cTaHi 3 papMakokiHeTHkoo CAB nepopaisHo 30 Mr, 1o
32CTOCOBYBABCA OKPEMO.

Bropnni

* Onucaru PK nepopanbHoro sactocysauns CAB no 30 Mr ogun pa3 Ha noby oxpemo Ta B
koMb6inaunii 3 RIF.

*  Ouinnty Gesneky Ta NepeHOCHMICTL NePOPANBHOTo 3acTocyBanns CAB 30 Mr OKpEMO Ta
B KomGinauii 3 RIF 600 Mr ogun pas ua no6y.

11. Huzaiin wiiiunoro sunpobyeanHs

Lle 6yno oaHouEeHTpoBE, BinkpuTe, BigKpuTE, nepexpecHe AOCADKEHHS 3 (hikcoraHOIO
MOCHiA0BHICTIO Y hasi | 3a yuacTio 300poBHX JOPOCHHX A1 OuiHKH BBy RIF wa PK ta
Gesneky nepopasnbHoro sacrocysanus CAB 30 mr.

Jnzaiin qocnimprenasn

Y4acHUKK Mepioa lepiog 1 TNepion 2 Mepiog 3
CKpuHiHry | [eHb 1- fleHs 7 Jenb 8-20 NeHb 21-28
OpgHopasoea go3a Heds
[poTarom 30 RIF 600 mr oaun pa3| CAB 30 mrHa 21-it | cRocTepexeHHs
N=15 AHiB nicns &1; gga;??:eﬁa?) Ha AeHs npoTtaroM 13| geHs + RIF 600 mr 38-42
Ans i AHiB (oHi 8- 20) | QD npotarom 8 gHie
{21-28-7 oni)

NikysaHa A: Opropasosa ao3a CAB 30 mr (gens 1)
TikyBzeis B: RIF 600 mr QD npotarom 13 pwis (i 8 =20
Mikysanns C: CAB 30 Mr Ha 21-/ aevb (pasosa A03a) +RIF 600 mr QD npotaram 8 aie (21-28-7 Api)

Cy6'extu, BIIUOUEH] B JOCHIMKEHHS, OTPHMYBATH oaHopazoBy no3y ( SD) CAB 30 mr e 1-i
ICHb, ITICIIS YOTO NPOTATOM 8 NHIB NpoBoAMBCA 36ip cepifinux 3paskie PK. [oTim cy6'ektu
otpuMyBanu RIF 600 Mr wonna na 8-28-i1 nui 3 ogHouacHHM NpHHAOMOM 0AHOPa30BOT 103K CAB
30 M Ha 21-d neus i 360pom cepiiinux 3paskie PK 3 21-ro no'28-if aeHb. besneky ta

NEPEHOCHMICTb OLHIOBAIM NPOTArOM YCBOTO AOC/IHKEHHS ULTAXOM OUiHKY [IP Ta KTiHigHux
16 0paTOpHUX TeCTiB.

12, OcHoBHI KpuTepil BRIIOUEHHS

Jlo yuacti 8 JOCTIIIKEHHI IOMYCKANHCA 3A0POB HONOBIKY Ta XIHKH BikoM Bia 18 10 65 pOKiB, 3
Macoto Tina >50 Kr ta ingexcom Macy Tina ( BMI ) B Memxax 18,5 - 31,0 xr/m2 (BiwTIO4HO), a
TaKoxX 3 piBHeM anaHinaminoTpancdepasu (AJIT), syxHoi ¢ocdaTazu Ta 6inipyGiny <1xULN.

YUacHMKIB BUKITIOYATH, SKIIO BOHH MAIH NOTOUHY ab0 XpoHiuHy XBOpOfY MeviHkH B aHaMHE3i,
a60 BiloMi NaTONOrIT NeqiHKHA YK KOBYOBUBIAHHX LUISIXIB, 8 TAKOK IUTiHIMHO 3HAUYII cepLeBo-




CYAHHHI 3aXBOPIOBAHHA B aHAMHE3i.

13. Mocnimkysanuii nikapcrkuii 3acif, cnocits 3aCTOCYBAHHSs, CHIa &Il NikysaHua Tliwapcbkuia Hozaldopmalenoci6 HacroralTpusanicte Homep cepii
3acif 3aCTOCYBaHHA
Mikysas A KaﬁqTerpaBIp 30 MriTabneTru/ OgHopasoBa fo3a 142384489
HaTpito nepopansHo
. PidbaniH 600 mrikancynu (QD/13days 2015013869
Jlikysathn B (prchamnin) nepapansHo
Kaboterpagip |30 mr/rabnetwu/ OaHopasosa fo3a 142384489
) HaTpite nepopansHo
ikEaRiAC o i 600 mrikancyma/ QD78 g 2015013869
(puchamnin) nepopabHO

14. lpenapar nopiBHsHHA, 1033, COOCIO 3aCTOCYBAHHS, CHiTA il

Pudanuu (aus. Tabnuwo Buiue B myHkTi 13)

15. CynyTHs Tepanis

/io3soneni npenaparu: Aue‘raMmO(beH ¥y Ao3i £2 r/noby 6y10 403BONEHO 3aCTOCOBYBATH B 6ynnb-
SKHi 44aC NPOTArOM JOCTiLKeHHs. [Hwi cymyTHI npenapaTu MOXYTb OYTH DO3IIIAHYTI B KOMHOMY
KOHKPETHOMY BHMAAKy AOCTIJHUKOM MiCs KOHCYMbTALT 3 MEAHHHHM KOHCYJIBTAHTOM, SKLLO 1e
HeoOXiaHO.

16. Kpurepii ouinkyn edexrusHocTi

EexTiBHICTE He OUIHIOBaNACS B ILOMY AOCTIKEHH],
[lepBunHI:

* Maxcumaneha cioctepexcysana konuentpauis CAB y mnasmi kposi (Cmax), nnoma iz
KPHMBOIO «KOHUEHTPALis-4ac» NpoTAroM Heckinyennoro wacy (AUC[0-inf]).

Bropuumi:
¢ Konuentpauis CAB y mnasmi kpoei Hepes 24 ronuan (C24), anowa nix KPUBOIO

«KOHLEHTPALA-4ac» A0 OCTAHHLOT BUMIpIOBaHo! kouuenTparii (AUC [0-t]), uac
Aocarnenns Cmax (tmax), nepion nanieeusenenns (t1/2), yasHuH nipeHc (CL/F)

17. Kpurepii ouinkn Gesrnekn

Hapamerpn Be3neku Ta nepeHOCHMOCTI, BRIIOYAKOUM OB IuHI peakuii (TTP), cymyThiit npuiiom
nikis, kaisiuKi nabopaTopri KocTimKkeHHs, enexrpokapatorpamy (EKI) Ta ouinky sxuTTERO
BAJIUTHBHMX MOKA3HUKIB.

18. CraTtHcTUUHI MeTOAH

Obrpyumyeanns poamipy aubipru




Ha ocHosi BHyTpitIHBOCY6'ekTHOIO KoeditienTa Bapiauii (CVw) 11,4% Tta posmipy suSipxu 3 12
[nociiyaHux 0ci6 Gy1o ouiHeHo, 10 NOMOBHHA urupuun 90% nosipyoro iHTepBaty mms
PI3HHUI B JTiKYBaHH] 32 JTOrapu(pMiYHOIO WKATO 3HAXOMMUTHES B MEKAX 8,3% Bin ToukoBOT
ouinku 1ng AUC(0-£)/AUC(0-0) ta Cmax. SIKI0 TOMKOBA OL{iHKA BIqHOIICHHS cepenHix
FCOMETPHYHHX LopisHioe 1, To 90% poBipuuii inTepBan cTaHOBHTE npubnusho (0,92, 1,09).

Ananis nacenenns
[Inst aHanisy Ta npeqcraBneHHs AaHuX Gynu BHKOPHCTaHI HACTYMHI [PYNH HACENEHHS:

Cxpuinr HaceneHHs: o uiei nomysauii Gynu skmoueni Bei cy0'ekTh, axi minnucany Gopmy
3rojIu.

Bu6ipka ana ouinku Gesnexu: Bei cyG'exth, ski 6ynu BKIIOYEH] B AOCILIKEHHS | OTPUMANH
MpHHAAMHI ONHY O3y AOCNIMKYBAHOTO Npenapaty, Gy BRIIIOYEH] B [Momynauiro Geanexy.

(Papmakokineruxa Konuentpauis B nonynauii: Monyasuis CAB PK KOHLEHTpALT BRITIOUaa
BCIX CyG'eKTiB, SKi NpORLLTM Npoueypy 3a6opy 3paskis niasMu KPOBi Ta MaJli PE3YJILTATH
aHanizy PK, ski moxHa 6yno ouinuru.

[lomynsinis bapmakokiHerniHux napamerpis: TTomynsuis napametpis CAB PK s uporo
N0CIIKEHHA BKIHOYANA BCiX CyG'eKTIR 3 OLHEHUMU napamerpamu CAB PK.

(DapMaKoKiHETHYHA XAPAKTEPHCTHKA MONYJALIT: Y3aranbHeHa nomyjiauid CAB PK mis usoro
IOCIDKEHHS BKIIOYaNa cy6'exTiB, Ki Malm ouiHku napametpis CAB PK 3 ofox cepiifnmx
nepioais Bubipkn PK.

PK-anaqnizu

KouenTpauiiino-uacosi nati CAB y rumasmi kposi AHAI3yBAJIH HEKOMITAPTMEHTHHMH METOJaMH
3a onomororo nporpamy WinNonlin (Phoenix) 6.3. Pospaxyuku Gasysanucs sa daxrHaHOMY
uaci Bubipku, sadikcoBaHoMy nix uac nociimxents. Ha ocHoBi 1aHmx Mpo KOHUEHTPALiIo-yac y
1iasmi kposi Gynu BH3HaueHi HacTynHi napametpu PK: AUC(0-0), AUC(0-t), C24, Cmax, tmax,
t1/2 1 CL/F.

Cmamucmuuni ananizy

Omucosi 3sseneHHs, npenctasneni A1 ganux PK, sonouany N, CepeiHe 3HAYEHH, CTaHAApTHE




BixuenHs (SD), koedinieHT Bapianii ms cepeaHBOro 3HAUECHHS (%CV), Memiany, MiniMyM |
MAKCHMYM, CEPE/IHE reOMETPUYHE 3HAYEHHS 3 BIANOBIAHMM 95% noBipuum intepsanom ( CI), a
raioxk mMikcyS'extauit CV (%CVb) ana cepennsoro FreOMETPHUIHONO 3HAYCHHS.

TouKoBi OLIHKH BiIHOIMEHHS reOMETPHYHOrO Cepe/IRporo HalimeHiuux kanpatis (GLSM) mns
06panux napamertpis PK Ta moe's3ani 3 mumu 90% CI Gynu sanaui qis NOPIBHAHHA AIKYBaHHA
(TecT: pedepenr).

Jlai 3 6eznexu Gy npescTabieni B TabamuHOMY Ta/aGo rpadiunomy dopmari Ta ysaransHeHi
OMUCOBO BiRNOBIAHO N0 cTaHzaptis InTerposanoi 6i6nioTexu cranpaptie aanux (IDSL) xomnasii
GlaxoSmithKline (GSK), Tozi sk n Ta BincoTok BUKOPHCTOBYBAIUCH K 3BEJIEH] CTATUCTHUH]
J1aHI 1A KaTEropiaibHUX 3MiHHHX..

19. Jlemorpadiuni noxasHuKH 0 miKysasol momyaauil (crare, Bik,
paca Touro)

KinbkicTb yyacHukiB 3aranom
KinbKicTs sannaHoBaHuX yyacHukis [N] 15
KinbKicTb scTymunu yuacHukis [N] 15
KinbkicTb Tem, 3aBepIIeHUX BiaNosiaHo Ao nnaky [n (%] 15 (100)
KinbkicTe gocnigkysanmx, siki sigmosunves sig yvacti (Gyab-sxa NPHYKHA 0

[n (%]]

Bik {poxie) [Cepegne aHaqeHHs (SDY] 48 5(14 11)
Crats [n (%)]

DKiHKu: 5(33)
Honogiku: 10 (67)
BMI (kr/m2) 2671 (3 578)
[CepesHe sHavenHs (SD)]

3picT (cm) [Cepente 3HayeHHs (SD)] 17241 (6,979)
Bara (xr) [Cepente aHauenHs (SD)] 79,63 (12,788)
ETHiYHa npuHanexHicTs [n (%))

lcNaHChKOro 4M TAaTMHOAMEPHKAHGLKOTO MOXOAKEHHS: 1(7)

He icnaHcbKoro Y NaTMHOaMEpUKEHCHKOTO MOXOMKEHHS: 14 (93)
Paca [n (%)]

APpo-amepurkaHCBKOro/athpKaHCHKOrO NOXOMKEHHS 3{20)
BinowwKipifeBpoNechKoro NOXoLKeHHs 12 (80}




(
!

20. PeaynbratH edexTusHOCTI

Pe3srome nuiazsmonnx dapMakokineTHIHEX napamerpis CAB y LAI117010

nicvaam | AUCEO<e) | Cmaxt | tmax Cad! H2 CLF
Ky (rog*mxr/vn) | {mMkr/mn) (rom) (mKr/mn) (rog) {n/ rog)
146 3,61 172 385 0205
CAB (n=15)| (128167) |(3.28.3, %) 200&,')00‘6 (149,1,97) | (357,416) | (0.180.0 234)
23.9] [169] [25,5] [13.9] (23,91
CAB+ 597 33 | oooa | 080 164 0.502
RIF (528,675) | (3053, 76) | "0 T4 | (0749.0988) | (147, 18) | (0.444,0.568)
(n=15) 22.4] [9.1] (25 51 [9,51] 02.4]

BMEHLLYBABCH

Ha 57%.

1 Cepepre reomeTpuine(95% CI) [CVD%]
2 meniaHa (aianasok)
CAB: Onropasosa no3a CAB 30 mr (feHs 1)

CAB+RIF CAB 30 mr Ha 21-# Aeb (pasosa 403a) + cTabinstuil cTaH RIF 600 mr QD (8-28-i1 i)

[Ipu onuovacHoMy sactocysanHi CAB 30 mr 3 RIF 600 mr AUC(0-0) CAB sHmwxyBanacs na
59%,; e cnoctepiranoca snnuBy wa Cmax CAB; CL/F CAB 36inswyeanacs na 140%: a t1/2

Iizcymox mopisusub napamerpis nikypanus naasMokoaryiaantamu CAB PK

Mapametpu CAB PK ['pyna nikysaHHst MopisHAHHA: CAB + RIF npotu CAB
(CnissigHowenHs GLSM. 90% Cl)
AUC(0-0) 0.41(0.36, 0.46)
Cmax 0.94 (0.87,1. 02)
CUF 24(2.2, 2.8)
t1/2 0,43 (0,39; 0,46}

CAB: Optopasosa nosa CAB 30 Mr (gewb 1)
CAB+RIF: CAB 30 mr Ha 21-it fieHb (pasosa n03a) + crabinesmii cran RIF 600 mr QD (8-28-it i)




21. Pe3ynbTaTH Geznexn

CAB 30 mr SD| RIF 600 mr | CAB 30 Mr [ 3aranom

HaltuacTiwi nobiuni peaxuii ap SD + RIF 600
mr QD
n (%) n (%) n (%) n

Byab-sika MNP 3 (20) 15 (100) 1(7) 15 (100}
byab-sixa P, nos'siaaxa 3 AoChimKyBaHuM 1(7) 15 (100) 0 15(100)
TPOAYKTOM
iHwi 3aranbHi MP;
(saranom = 10%):
Xpomartypist 0 15{100) 0 15(100)
3HWKEHHA aneTuTy 0 213} 0 2(13)
'onoBHUI Binb 17) 1(7) 0 2(13)

flirysanna A: OpHopasosa aoza CAB 30 mr {meHb 1)
Jikysans B: RIF 600 mr QD npotsrom 13 Awis (gHi 8 - 20)
Jlikysarua C: CAB 30 Mr Ha 21-i gexb (pasosa 03a) + RIF 600 mr QD npotsroM 8 ais (21-28- gwi)

Y upOMy nocnifxenHi He GyNno 3apeecTpoOBaHO NeTaTbHHX BMNAJKIB, cepitosHux P Ta 3Haunnx
[1P. Ilia uac uboro aocnimkeHnHs He cnocTepiranocs KIiHiuHO 3HAUYUIMX 3MIH NaGopaTOpHHX
MOKA3HUKIB reMaToNoriy, Ximii abo pesynbraris CCHOBHNYCKAHHA 3 IIMHOM uacy. HoaHux

KAIHIYHO 3Ha4YLIHX 3MiH 3 MHOM dacy Ha EKI ta NpPK OLIHLLI XXHTTEEO BAKIMBHX MOKAZHUKIB
He Byno sinsHaueno. V gocnimkeni He 6yno 3apeecTPOBAHO KOAHOT BariTHOCTI.

22. BUCHOBOK (3aKIIIOUYEHH)

PEKOMEHTYETRCS.

* CymicHe 3actocyBsanns cradionaproro RIF 600 mr 3 OMHOPa30BOI0 NEPOPANEHOIO 0300
CAB 30 mr 3nmkysano AUC(0-w) CAB Ha 59% i we srnupano Ha Cmax CAB.

» CAB, mo 3acTocoByBascs okpemo a6o B komBinanii 3 RIF y ctabinsHoMy crasi, 1o6pe
NEPEHOCHBCS B AOCNIMKEHHI: He BYNO 3apeecTPORAHO HKOLHOTO BHIMaAKy cMepTi,
cepiioshux abo sHauHux [P, nOpyMeHs XXUTTEBO BAAUTHBHX dyHkuiit abo Bigxunens Ha
EKT, a Takox naboparopuux Bimxuneds 3-ro a6o 4-ro CTYTIEHIE.

* Cywmiche sactocysanns RIF 3 nepopansuum npuitomom CAB 30 Mr oauu pa3 Ha nc6y He
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Kapen I'peiirkep (Karen Grainger)
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Clinical Trial Report - 10

Study ID-LAI117011

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

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

2. Applicant

Vi1V Healthcare UK Limited

3. Manufacturer

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

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations}

Harmire Road, Barnard Castle, DL12 8DT

Sterilization (Gamma irradiation of the drug substance and drug product)
Sterigenics Belgium (Fleurus) SA (A Sotera Health Company) -
Zoning Industriel, Avenue de I’'Espérance

Fleurus, 6220
Belgium

4. Studies conducted:

v'yes no  ifno, please justify

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

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

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

An Open-label Study to Evaluate the Pharmacokinetics of an Oral Contraceptive Containing
Levonorgestrel and Ethinyl Estradiol when Co-administered with GSK.1265744 in Healthy
Adult Female Subjects

Study LAI117011
6. Phase of clinical trial Phase 1
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

e To demonstrate the lack of an effect of cabotegravir (GSK1265744; CAB) 30 mg on

the exposure of levonorgestrel (LNG) and ethinyl estradiol (EE) in healthy female




subjects.

Secondary

» To evaluate the safety and tolerability of oral CAB 30 mg ¢g24h when given in
combination with Microgynon.

e 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 (I.H), 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 personnel 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 blcod 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 LN@G, 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 Ibs) and

<114 kg (<250 Ibs) were included in this study.




13. Investigational medicinal product, mode of administration
and strength

lactose monohydrate, microcrystalline
celidose, hypromeliose, sodium lauryl
sulfate, croscarmelfose sodium,
magnesium stearate, Opadry film-
coating, white 0Y-5-28876

Study Treatment
Product name: GSK1265744 Microgynan (ethiny estradiol and
levonorgestrel)
Formulation (G5K1265744B Microgynon fablets contain the
description: {micronized) following inacfive ingredients:

Lactose monohydrate, maize starch,
povidone, talc, magnesium stearate,
sucrose, polyethylene glycol, calcium
carbonate, glycerol, titanium dioxide,
yellow ferric oxide pigment, montab

strength

glycol wax, purified water.

Dosaage form: Tablet, weight of 824 mg Tablet
Unit dose 30 mg =1 tablet Strength = l=vanorgestrel 0.15mg
strength(s)/Dosage | Dose=30mg and ethinyl estradiol 0.03 mg
level{s):
Route/ Administered orally once daily Administered orally once datly
Administration/
Duration: )
Dosing Dosed with 240ml of water Dosed with 240mL of water
instructions:
Manufacturer/ GlaxoSmithKline Bayer (site to purchase)
source of
procurement:
Batch Number Lot No: 132379360 Batch No: WEFE62

Batch No: N/A Expiry dafe: 30 Oct 2016

Input Batch No: 132377654

14. Reference product, dose, mode of administration and 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 evaluation efficacy/PK

Primary:

Efficacy not evaluated in this study.

e Plasma arca 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.

* Predose serum levels of progesterone on Days 1, 10, 11, 21 and 22.

¢ CAB PK parameters: AUC(0-7), Cmax, tmax, Ct and CL/F

17. Criteria for evaluation safety

Safety and tolerability parameters, including adverse events (AEs), clinical laboratory tests,
electrocardiogram (ECQ), 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-x)] of LNG and EE. To assess this, a bioequivalence (BE)
approach was employed using Schuirmann’s 2 one-sided t-test procedure with ¢=0.05 for
each test. Lack of effect was to be demonstrated if the 90% confidence interval (CI) for both
NG and EE ratios of geometric least-squares means for AUC(0-t) 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, Demographics Wiszoaynon, | Microgyngn | Overall
ete.) QD QD+CAB30 |  (N=20)
{N=20} mg QD
(N=20}
Age in Years, Mean (8D} 26.5 (5.64) 26.5 (5.64) 26.5{5.64)
Sex, n (%)
Female: 20 (100) 20 {100) 20 {100
Male: 0 0 0
BMI {kg/m?), Mean (SD) 2448 (3.196) | 24.48(3.196) | 2448 (3.196)
Height (cm), Mean (SD) 163.13 (6.347) [ 163.13 (6.347) | 163.13 (0.347)
Weight (kg), Mean (SD) 69.09 (8.992) | 65.09(8.992) | 65.09(8.992)
Ethnicity, n (%)
Not Hispanic o Latino: 20 (100) 20 {(100) 20 (100)
Race, n (%)
African American/African Heritage 2(10) 2 (10 2(10)
White — WhitefCaucasian/European Heritage 18 (30) 18 (30) 18 (30)
a. One subject provided Period 2 Day 11 pre-dose PD samples but was vithdrawn prior o the collection of Period 2 Day
21Day 22 PD samples.
Mixreaunan, G0 = levonorgestrel 0.15 mg and ethinyl estradiol 0.03 mg once dally; Migroaynon, G0 + CAB 30mg =
levonorgestrel 0.15 mg and ethiny! estradiol (.03 mg + oral cabotegravir/GSK1265744 30 mg cardministensd cnce daly
20. PK, pharmacodynamic and biomarker results Pharmacokinetic Results:
Levonorgestrel AUC(0-t), Cmax and Cr 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] {GVh%) {80% C1)
: Migreaynen QD + .
Levonorgestre! W R CAB 30mg QD W*. CAB 30mg
Parameter " {n=19) - MIEYnan.
774 8§70
AUC(0-T) 142
64.5, 929 21,105
(h*ngiml) [ 5o ] Ir i) I (1.07,1.18)
6.86 1.20
Gmgy, - 1.06
(ng/mL) [5'333'”"] [5'2(82'98)'26] (0.959, 1.15)
2.41 259
Cx 1.07
198,29 2.09, 3.22
(ngimL) [ @) 2 [ i ] (1.01,1.15)
tmax? 1.00 1.00 L
h) (0.5-25) (0.5-3.0)

1. Madian {rangs)

QD = levonorgestrel 0.15 mg and ethinyl estradiol (.03 mg once daily; Nigmaynon, QD + CAB 30 mg=
lavonorgestrel .15 mg and ethinyl estradiol (.03 mg + ora) cabotegravilG5K 1265744 30 mo copdministered once

daily

Ethinyl estradiol AUC(0~1), Cmax and Cz 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 Gomparisons
Geometric Mean GLS Mean Ratio
[85% CI] (CVb%%) {90% CI)
Eghu[':ﬂlinl Micragynon QD Mlcrogg;'i:'r; g%+ CAB Microgynon + CAB 30mg
Parameter (n=19) (n=19) vs. Microgynon
113 800
AUC({0-t)! 1.02
. [056, 3111 [6498, 916] o
(h*pafml) 33) (98) {0.928, 1.08)
86.2 795
Cmax 0922
(pgihil) {72(43'3103] 153-%39}2-81 (0877, 1.03)
16.0 15.7
C1t 1.00
(L) e i 0319, 1.10
tmax2 100 1.50
(h) {05-25) {0.5- 26) -

1. n=17 far Microgynon and n=18 for Microgynon + CAB

2. Madian (range}

Microgynon QD = [evonorgestre] 0.15 m3 and eihinyl estradia! 0.03 m3 cnce dady; Microgynen QD + CAB M mg =
levoncegestrel 0.15 mg and ethiny! esiradiol 0.03 mg + oraf cabotearaviGEK1265744 30 ma coadminisiered onca

daily




Summary of Steady State Plasma CAB Pharmacokinetic Parameters following
Coadministration with Microgynon
Geometric Mean
_[85% CI] {GVb%)
CAB Microgynon QD + CAB 30mg QD
Parameter {n=19)
133
AUC(0-1) 121, 148
(h*pgfml) (H)
Cmax 7 g 56]
{ra@/mL) ) {-]I 9]
Cr 433
67,48
(g} ST
tmax 3.00
(h}! (1.0-4.2)

1. Median {range)
Microgynon QD + CAB 30 mg = levonargasiral 0.15 mg and ethiny estradial 0.03 m3 + czal
cabategravinGSK1 265744 30 mg coadminisierad cnce daly

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




procedures.

Microgynon as her preferred contraceptive and returned to the unit for follow-up

Summary of All Adverse Events by Treatment (Safety Population}

System Organ Class Microgynen | Microgynon QD+ Overall
Preferred Term QD GAB 30 mg QD {N=20)
{N=20) {N=20)
Any Event, n {%) 8 (40) 0 (45) 13 (65)
Nersous system disorders, n (%)
Headache 3(15) £ (20 5 30)
Dizziness 2 {10} 0 2(10)
Migraine 0 1 (5} 10}
Gastrointestinal disorders, n (%)
Nausea 4 (20} 1 (5} 5 {25)
Vomiting 0 1 {0} 1 (0}
Infections and infestations, n [%)
Nasopharmngitis 1 {B) 1{5) 2010)
Upper respiratory tract infection 1(5) 0 15}
Unnary tract infeciion 0 1 {5) 1(5)
Generz! disorders and
administration site conditions, n (%)
Asthenia { 1(9) 1(5)
Influenza ke ness 0 1) 1(5)
Skin and subcutaneous tissue
disorders, n (3:)
Eczema 1(5) 0 1)
Rash 0 1(5) 1 {5)
Blood and [ymphatic system
dizorders, n (%)
Lymphadenapathy )] 1 () 1 {5)




.Any Event n (%) 8 {40 3 i45) 13 {6%)
Musculoskeletal and connective
tissue disorders, n (%)
Musculoskeletal chest pain 1 {5 D 1 {5}

daily

Mizrogymon QD = fevenorgsizel 0.45 my and eyl estradSol 0.03 mg cace dally; Microgynon QD + CAB 30 mg =
Ievenoegestrel 0.15 ma and athinyt esiradich 0.03 mag + oral cobotegrit/GSI 4285794 30 mg coadministerzd once

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 | Micregynon QD+ Overdll
Preferred Term QD CAB 30 nig QD {N=20)
{N=20} {M=20}
Any Event n{%) ] i {5) 1 (5)
Nervous system disorders, n (%) '
Migraine 0 . 15} 1¢3)

Micregynon QD = [=venorgesirel 013 my and ehenyl estradkol 0.03 mz ence dady; Microgynont QD +'CAB Zling =
levoncegestrel 0.45 mgy and efing estradicd 9.03 myg # orak calyotegrin/ GSK 4265742 30 mg condminisiEred cace
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).

¢ 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.

» Steady-state CAB plasma PK parameters in this study were comparable to historical

values.

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) ! - C}A‘ﬂ

(signature)

Karen Grainger
VP, Head of Regulatory Affairs

VilV Healthcare

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




3sir

npo KaiHivHe BHNpoGyBanns - 10
Hocnimxennn ID-LAX117011

1. Haspa nikapcakoro 3acofy (3a HAABHOCTI - HOMEp peecTpariHHOro
[TOCBiTUEHHA)

2. 3as1BHUK

BiiB Xenckep IOK Jlimiten

3. BupobHuxk

BupoGunurso reposdacoranoro nponykTy, nepeunme T2 BTOPHHHE NAKYBAHHS, KOHTPOJIbL
HKOCTI FOTOBOrO IPOYKTY, BHIYCK Cepil

'naxco Onepetinc HOK Jlimites, uo sene misnbhicTs ax [nakco Bemmkom Onepeitinc / Glaxo
Operations UK Ltd (trading as Glaxo Wellcome Operations)

Xapwmip Poyn, Bapuapa Kactn, DL12 8DT / Harmire Road, Barnard Castle, DL.12 8DT, Benuxa
bpurauis

Crepuaizania (ramma-onpominenus A®I Ta rorosoro NPOAYKTY)

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

Bouinr Inpactpiens, Asento ne n°Ecneparic, @avopyce, 6220 / Zoning Industriel, Avenue de
I’Espérance Fleurus, 6220

bennria

4. TTpoBeneHi nocnimxeHHs:

v rak Hi, AKL1O Hi, 0BrpyHTYiiTe

1) THN nikapcbkoro sacoby, 3a AKum rnpoBoAUaacs abo NiIaHyeThes
peccTparlis

Ulikapcpruii 3aci6 32 noBHUM 10Che (ABTOHOMHE ROChe), IHUIMI Nikapehkuii 3aci6, HoBa aitoua
pEUYOBHHA.

5. [loBHa Ha3ra kiiniuHOrO BUNIPOGYBaHHS, KOLOBAHUI HOMep
IUTiIHIYHOTO BUNPOGYBaHHS

Biakpure nocnimkenHs ans owinku gapmarxoxineTrku MEPOPaIbHOrO KOHTPAUENTHRY, (10 MICTHTL
IEBOHOPrecTPe) Ta eTHHUIECTPAioN, NPH CyMiCHOMY 3acTocyBanHi 3 GSK 1265744 ¥ 310poBUX
IMOPOCHX JKIHOK

Hocnimkenna LAI117011

6. Paza WIiHiYHOro BUNPOOYBaHHS

Daza |

7. [lepion xkniniuHoro Bunpo6yraHHs

3 [14 ceprina 2014] —[01 rpyanus 2014]

8. Kpainu, B AKUX POBOAMNOCH KMiHiuHe BUNpabyBaHHs

Benuka Bpuranis

9. Kinbkicts gocnimiysaHnx

3annanosado: 20 ¢paktHyHo: 19

10. Meta Ta BropuHHi Lini kniHiuHOrO BUNPOGYBaHHS

OcnoeHa

o [IponemoncTpysaru BiacyTHiCTS BrmHBY kaboterpasipy (GSK1265744; CAB) 30 mr Ha
eKCno3MLito nesoHoprectpeny ( LNG) Ta etuninecrpagiony (EE) y 3mopoux xinok.




Bropunsui

¢  OuinMTH Ge3nexy Ta NepPeHOCUMICTE nepopanbHoro sactocysanua CAB 30 mr koxui 24
FOMMHA Y KOMOIHALIT 2 MIKpOriHOHOM.

¢ JNocninutu sruiuB CAB Ha inui dapMakokineTuysi ( PK)) mapamerpu LNG Ta EE.

*  Ouwmnty nue CAB Ha ¢gapmaxonusamiuni ( PD) egekru MixporinoHy Ha piBHi
CHIOTEHHOTO JTIOTEiHI3yIo40ro ropMony { LH), donikynoctumymowoyoro ropmony { FSH)
Ta APOrecTepoHy MpH KOMGiHOBAHOMY 3aCTOCYBAHHI MOPIBHAHO 3 LAMM llapaMeTpaMu npu
3acrocyBatHi MikporiHoHy okpemo.

*  Ouinuru PK CAB npu cymicuomy sactocysaHHi 3 LNG ta EE.

11. Muzaiin kniniunoro Bunpo6ysaHHs

Ue nocnimkens 6yno sigkputim MEPEXPECHUM JOCNIIKEHHSM 3 (D IKCOBAHOIO MOCHiOBHICTIO 38
[yACTIO 310pOBHX AOpOCTHX HKiHOK. [TawienTiB, aki Wwe He npuiiMany CTabinbHY cXemy fikyBaHHs
npenapatom MIkporinon, nepesoannm Ha MikporiHoH woHaiMexILe Ha 01 UMK TPHBATICTIO 2 |
AAEHb U1 OLIHKH NEPEHOCUMOCTI, Nic/s YOro HACTY AR 1epion BHBEJIEHHS MPENapaTy TPUBANICTIO 7
UTHIB (AKILO aKTHBHE JTIKYBaHHS He NPOBOAHNOCS), 4 NIOTIM NPONORXKYBANHM NiKyBAHHS B PAMKAX
Mepiony nikysauus 1. ITin uac [Tepiomy MiKyBaHHS | NauieHTH oTpUMyBany MikporiHoH omun paz
Ha aenb (QD) y aui 1-10. TTignocnignux TONPOCHH MPHHTHK 0 QOCHIAHULBKOrO MiRPO3ALTY BpaHLi
nepioro axg. Ilicis 3asepluients HeobxinHux BUMIpIoBaHE y 1-# mens, cy6'exti orpumanu nosy
MikporisoHy i oTpumann o oawiii ynakosui MixkporiHoHy pis npuiiomy Ha 2-#-8-if aui (BnOMa).
Y4aCHHMKH TIOBEPHYTHCA A0 JOCH ZHHIBLKOFO UEeHTpY Ha 8-H OeHb i 3anMiuanucs TaM 1o pauxy 1l-ro
st (2-ro nepiomy nikyeauns). Bpauui va 9-if zens Oynu Binibpani 3pazku kposi LA OLIHKH
nepenno3osol kounenTpauii LNG ta EE. YiosHoBaxewuit NEePCOHAN AOCTITHULLKOrO LEHTpY
BBO/IME CYO'€KTY M03y npenapaty MikporiHoH nicns 3a60py KpoBi Nepea 03010 Ta peecTpyBaE JAaTy
i yac BBeReHHS. BpaHui ra 10-it reus Binbupanu spaskH kpoei na LH, FSH, TIPOreCTEPOH, a TAKOMK
3pazky kposi Ha LNG Ta EE nepen moyarkom npuitomMy npenapary Ha PK. Cy6'extam BBoAHIN
lpenapaT MikporiHoH 3 noganbmuM 24-rogHHEIM cepifinnm 3a6opom kposi 3 PK mnst BH3HaueHHs
LNG Ta EE. Bpanui Ha 11-ii netis 3a6Hpanu 24-roguHuuii 3pasok LNG i EE PK, a Takox 3pazok
KpoBi nepen nozoto va LH, FSH i nporectepoH. Cy6'exTi 0TpHMYBAITH paHKOBY 103y Mikporinony
Ta nepiny 103y nepopansHoro npuitomy CAB 30 mr. [Ticna 11-ro aus yuacHuky 6ynu BunmUcaHi 3
1OCTIIIHHUBKOTO LIEHTPY 3 PELITOR TAGNETOK Mikporinody Ta tabnerok CAB ana npuifoMy Ha 12-
19-ii nni (8noma). Tpusanicts Ilepiogy | cramoeuna 10 xis (tinpku geHb 1-10 Mikporiton).




[1ix wac Iepiogy nikysasins 2 yuacHHkam Gyio 3aNpoNoHOBAHO MPUAMATH JOCHKYBaHi
mpenapati (Mikporinon + CAB) B ot i Tofi caMuii yac koxxHOro Hg 2 12 no 19 JeHb, YYacHHKH
MOBEPHYJIMCA 10 HABYANBHOIO LEHTPY Ha 19-ii fiens i sanumanuca s nigposgini no paHky 22-ro
s Bpanui Ha 20-# sens Synu Bini6pani 3pasku kposi s ouinky NepenIo30R0i KOHLUEHTpALTT
CAB, LNG Ta EE. Bpanui Ha 21-ii nens 8i6HpaIH 3pa3ku kposi Ha LH, FSH, TIPOTECTEPOH, a
raxosx 3pasknt PK Ha LNG, EE Ta CAB nepen npuiiomom npenapary. I1oTim cy6'exTd OTpuMyBanu
o3y Mikporinony Ta CAB, a Tako NpoXOAuIH 24-rouHHuil cepiituuii 3a6ip kpoei Ha PK ans
BrsHauenns LNG, EE ta CAB. Bpanui Ha 22-i xenb 3a6upany 24-rogunuuii 3pasok LNG, EE, i
CAB PK, a Takosx 3pa30K KpoBi nepeq 402010 Ha LH, FSH i nporectepon. [licas 3apepuenns
OUIHIOBAHHS Ha 22- JeHb YYaCHHKH Gyl BUNUCAHT 3 AOCILIHHLBKOrO (MAPO3RIMY. YyacHHLSIM,
AKi BUPILIHIIK IPOSIORIKYBATH NpuiiMaTh MikporiHoH Kk opanbHUH kKoHTpauentue (OC), 6yno
BanponoHorato 7 uis Ges Mikporinony (22-28-if ani), mpoTaArom axux OYIKY€ETbCS MEHCTDYALLA
BiAMIHK. YuacHuKH, AKi Nepeiuuin Ha MikporiHoH ana y4acTi B qocnigxeHHi Ta 6axanu
MOBEPHYTUCA 10 CBOro nonepeaboro (abo inwore) OC, He MatH 7-A€HHOTO BiILHOFO Bix
KOHTpaLennii nepiogy. 3aMicTs 1oro iM 6yno gopyueno PO3MoYaTH HACTYNHMIT LHKJ)
opuribanbHoro (abo inoro) OC Ha 22-i neus. TpupanicTs Hepiony 2 cranosuna 11 muis (oui 11-
21 Mikporinon +CAB). Cy6'ekTu noseptanics 1o A0CTIHHLBLKOIO UeHTpY 4epes 7-14 auis nicis
MPUHOMY OCTaHHBOT IO3H HOCIINMKYBAHOrO npenapary (28-35-i ani) Ansg HomanbiImx OUiHOK.

12. OcHoBHI KpuTepil BrIIOUEHHS

Y nocnipxenns Gynu Brnoueni 3n0posi xikku sikom i 18 no 45 POKIB BKIIIOYHO 3 iHAEKCOM Mack
rina { BMI) B Mexax sin 18 g0 30 kr/m2 (Brntouno) Ta Macoto Tina 250 kr (110 ¢ynTie) i <114 kr

(<250 dynris).




13. HocnimicyBaHuit ikapcwkuii 3aci6, cooci6 3aCTOCYBAHHI, cuna Aii

flikysanHs B gocmigxeHHi

(MikpoHiaoaaHuii)

NaKT03W MOHOMAPAT, Lenionosa
MIKpOXpUCTaniuHa, HNpoMEnoaa,
HaTPilo Naypuncynscar, Hatpilo
KPCCKapMEno3a, MarHiio cTeapar,
nnigkose nokputTst Opadry, Ginuis
0Y-5-28876

HaimenyBanHa nikapcbKoro 3acofy: |GSK1265744 MikparioH (eTurinecTpagion Ta
InesoHoprectpen)
Onunc nikapcsKol dopmu; 5SK1265744B TabneTku Mikporion MicTATL

HECTYIHI HEAKTWBHI iHTpeaicHTH:
IaKTo3u MoHoriApar,
KYKYPYA3sTHWA KpoXMar,
MOBIAOH, TANbK, MarHilo cTeapar,
caxapoia, nonieTMneHrikores,
kankLjito kapGonar, milepyH,
TWTaHY AIOKCKA, MirMEHT XOBTMIA
theMiHHwit okeug, sick MoHTab
ITiKONEBUA, BOAA OYMLLIEHA.

Mikapcbra dopma:

Tabnetka, sara 824 mr

Tabnetkm

Cvna(x) ogunmu4Hol gosuipisenn(u)
103y BaAHHS:

30 tr = 1 Tabnetka
Nosa =30 mr

Cuna = nesoHoprectpen 0,15 mr
Ta emvHinectpagion 0,03 mr

Cnocib sacrocyBarns/fosupoBkal
TpueanicTs:

MNepopasbHO 0AvH pas Ha noby

[lepopansHo ogyvH pas Ha foby

BKa3iBKkM W0A0 3aCTOCYBaHKA
nikapcbKoro 3acoby:

fo3a 3 240mn soau

fosa 3 240mn BogK

Bupo6Huk/mxepeno 3akynieni:

GlaxoSmithKline

Bayer {caiiT 4ns nokynku)

Homep cepil

Homep naprit: 132379360
CEPIA Ne: v/n
Sxiaknii Homep cepii: 132377654

CEPIS Ne: WEF66Z

Jlara 3akiH4eHHA TepMiHy
mpunatHocTi: 30 xoBTHA 2016
Oy

14. Tlpenapar nopiBusHus, 1033, crnoci6 34CTOCYBaHHA, CUia Iil

JTuB. myHkT #13

15. CynyTha Tepania

JlosBoneni npenapatu: [lapaueramon y nozax <2 r/iieHs N03BOIEHO BHKOPHCTOBYBAaTH OyIb-KOJIH
NpOTArOM JOCHUDKEHH. [HuIi CynyTHI npenapatu MOXyTh po3risaaTHcs B KOMHOMY KOHKPETHOMY
BHITAAKY AOCIIHUKOM MIC/a KOHCYAbTALil 3 Meguunum moHiTopoM GSK.

16. Kpurepil ouiHKH edekTHBHOCTI

IepBunni:

EdexruHicTs He oLiHIOBaTacs B hOMY ZoCHimKeHHi.

e Ilnowa nig KPHBOIO KKOHLEHTPALIA-4ACH Y II23Mi KPOBI NIPOTATOM iHTEpBaly N03yBaHH:
(AUC[0-t]) LNG Ta EE nicis upuitoMy Mikporisody 3 CAB Ta 6e3 CAB.

BropunHi:




!
!

* MakcumanbHa cniocTepe)xcysana KOHIEHTPAIliS B 1a3Mi (Cmax), koHLleHTpallia B mnasmi B
KIHL [HTepBany fo3ysaks (CT), Yac JOCAIHEHHS MAKCHMABHOT KOHLIEHTpaLii npenapary
(tmax) Ta nepopaneHuii Knipenc (CL/F) LNG Ta EE micis 3aCTOCYBaHHA TLABKM LIpenapaTy
MikporisoH Ta nicnsa sactrocysanHs npeniapaty Mikporinod 3 CAB.

* BusHauuru pisens LH ta FSH y cupoparui kposi Ha 1, 10, 11, 21 Ta 22-if gui.
* Busnavure pisens nporecrepony B cupoBartili kposi Ha 1-#, 10-#, 11-i, 21-i1 { 22-i1 ai.

¢ [lapamerpu CAB PK: AUC(0-t), Cmax, tmax, Ct i CL/F

17. Kputepii oiiHku Geanexu

[lapameTpu Gesnexn Ta MepeHOCHMOCTI, BXIIIOYaIouH Mo iymi peaxuit (TTP), kniniuni naboparopHi
aHalisu, enektpokapriorpamy (EKI) Ta OLIHKY 3KHTTEBO BAXUIMBHMX MOKAHUKIE,

18. CratvcTiHyHi MeToIH

OCHOBHOIO METOIO LILOMO AOCHIIMEHHS Gyno nponeMoOHCTPYBaTH BinCYTHICTS BIUTUBY
Oaratopasosux no3 CAB Ha PK [AUC(0-1)] LNG Ta EE. inx ouiuku 6y10 3acTocOBaHO niaxin
GioexsisanentHocTi ( BE) 3 BuKopucTaHHaMm MPOLEAYPH 2 0QHOCTOPOHHIX t-KpuTepiis Schuirmann 3
0=0,05 ang koxkHOro Teety. Bincyrnicts eexry cmia 6yno npoaemMoHCTpYBaTH, AKINO 90%
nosipuwuii inrepsan ( Cl) ax nna LNG, tax i gng EE CIIBBIAHOLUEHb FEOMETPHUHHX CepeaHiX 3a
METOMOM HafimeHIuMX kBaaparis ang AUC(0-t) 3HaxomuBes B Mexax 0,81 1,25.

Bci napamerpu PK 6ynu norapudmivso MepETBOPEHI, 33 BUHATKOM tmax. ITicns morapudbmivnoro
nepersopenns AUC(0-t), Cmax ra Ct EE Ta LNG 6ynu OKPEeMO MPOoaHaTi30BaHI 38 A0MOMOrO

Mojieni 3MilaHKX edexTis, B AKiM NiKyBaHHs Gyi0 (ixcoBaHHM edeKTOM, a CY6'eKT - BHNAAKOBUM
edexroM. BinHowenns cepennix FEOMETPUHHUX HaiimeHInX kBanpaTie (GLS) Ta nos'asaui 3 uumu
90% Cl 6ynu ouineni ana BiaminHocTed Mbk ROCNiLKYBaHUM NiikyBaHHaM (MikporiHon + CAB) ta
pedepenTrIM tikysanHsam (Mikporinou). Kouuentpauii LH, FSH i nporectepony B 060x nepionax
Oynu nepepaxosaui i nincyMoBaxi 3a pe3yAbTaTaMH JIKYBAHHA.




19. Hemorpadiuni nokasHuku IOCIi UKy BaHOT MOy AT (CTaTh, BiK,
paca ToIno)

Memorpadiuni aani Mixporinon QD| MikporitoH QD+ |  3aranom
{=20) CABmMrQD {N=20)
{(N=20)
Bix {pokis), CepepHe anauennn (SD) 26,5 (5,64) 26,5 (5,64) 26,5 (5,64)
Cratb, n {%)
KiHova: 20 (100) 20 {100) 20 (100)
Yorogiva: 0 0
BMI {kr/m?), Cepenne sHayenns (SD) 24,48 (3,196) | 24,48(3,196) | 24,48(31 96)
3picT (cm), CepenHe 3HaueHHs (SD) 163,13(6,347) | 163,13 (6,347) [ 163,13 (6,347)
Maca Tina (kr), CepeaHe sHauenHs (SD) 65,00 (8,992) | 65,09(8,992) | 65,00 (8,992)
EThiuna npuxanexHicts, n (%)
He icnarckroro ui natxoamepukaHcbkoro
NOXORBHHST 20 (100) 20 (100) 20 (100)
Paca, n (%)
ADpo-aMepuKaHCHKOro/athpUkaHCchKoro 2 (10) 2 (10) 2 (10)
MOXOPKEHHSA
BinoLikipi/eBponeicekoro noxoAkeHHA 18(90) 18 (90) 18 (30)

nepioay 2, aexs 21/neHs 22,

30 mr woaenHo

Mikporiton QD = nesonoprectpen 0,15 Mr Ta eTurinect
KAB 30 mr = nesoHoprectpen 0,15 Mr 1a eTunineg

a. OnuH cyb'exT Hapas apaku PD nepioay 2, AeHk 11 nepen fo3oio, ane bye Bigknukanui fo 36opy apaskis PD

pagion 0,03 mr oavH pas Ha RoBy, MikporiHon QD +
Tpagion 0,03 mr + nepopanshuii kaboTerpagip/GSKI285744

20. Pe3ynbrati eekTHRHOCTI

IPesysnTaTn (phapmaxkokineTuiin:

AUC(0-t), Cmax ta Ct nesoroprecipesny mics 3acTocyeaHHs Mikporidony + CAB 30 mr Gyau
NOPIBHAHHMMHU 31 3HAYEHHSMH, LLIO CIIOCTEIraNuCs Nicis 32CTOCYBAHHA TIbKH MikporiHony.




PestoMe hapMaKkoKiHEeTUMHIX NapaMeTpiB NeBOHOPrecTpeny B CTaUioOHapHOMY CTaHi B
Nnrasmi KpoBi Ta NOPIBHAHHA NIKyBaHHA
CepegHe reoMeTpuyHe CepegHe cniBBigHOLIEHHA
[95% CIj {CVb>%) GLS(90% CI)
lMapametp Mixporinon QD(=19) | Mikporiton QD+ CAB CAB 30mr npoTu
neBoHoprecTpeny mr QD(N=19) MikporiHoHy
774 87,0 1,12
ﬁﬁﬁg;) (hr. [64.5.92,9] 72,1, 105] (1,071, 18)
(39) (40)
6,86 7,20 1,05
gi’r‘};;) [5,84. 8,06] [6.28. 8,26] (0959,1. 15)
(34) (29)
Cr 241 2,59 1,07
(Hrfn) [1,98. 2,95] (2,08.3,22] (1,01,1,195)
(43) (47)
tmax! 1,00 (0,5-2,5) 1,00 (0,5-3,0) —
(roa)

1. Meniana (gjanazon)

Eo0Y

Mikporinon QD = nesonaprectpen 0,15 mr Ta eTukinectpagion 0,03 Mr oawn pas wa aoBy: MikporitoH QD +KAB 30 mr
= neaoHoprectpen 0,15 wr 1a etuninectpagion 0,03 mr + nepapanshuil kaboTerpasip/GSK 1265744 30 Mr oauH pas Ha

AUC(0-1), Cmax ta Ct eTuninectpagiony nicns 3actocyeants Mikporinony + CAB 30 mr 6ynu
MOPIBHAHHMMH 3i 3HAYCHHAMH, 1O CNOCTePiranues nicas 3aCTOCYBaHHA TiNbki Mikporinomy.




Pestome crauioHapHux qrapMaKkoKiHeTUYHUX NapamMeTpiB eTUHiNecTpagiony B nnasmi KpoRi

Ta NORIBHAHHA NiKYBaHHA
CepefHe reoMeTpuyHe CepegHe cniBBigHOWERHA
[95% CI] (CVb%) GLS(90% Cl)
Mapametp MikporiHoH MikporinoH QD+ CAB mr| Mikporiton + CAB 30mr
eTHHINecTpagiony QD(=19) QD(N=19) npotu MikporiHoHy
773 800
AUC(0-T)" 1,02
(roa’nrfian) [65(22)1 1] [69(289)1 6] (0968,1. 08)
86,2 79,5
Cmax ’ y 0,922
(i) [72'(‘;*8; 03] [68'?5332-8] (0,827. 1,03)
16,0 15,7
Cr1 g ' 1,00
[12,5, 20,4] [12,9,19,0] .
(nrfmn) (51) (40) (0,919; 1,10)
tmax? 1,00 1,50 _
(roa) {0,5-2,5) (0,5- 2,6

1. n=17 gna Mixporinouy Ta n= 18 gnn MikporiHony+ CAS

2. Megiana (gianasoH)
MikperiHon QD = nesoxoprectpen 0,15 mr 1a etuninectpagion 0,03 Mr ogwH paz Ha goby; MikporiHon QD +
CAB 30 mr = nesoHoprectpen 0,15 mr 1a etwHinectpagion 0,03 mr + nepopansHui
kaboTerpasip/GSK1285744 30 mr ogvH pa3 Ha poby




Pestome chapmakokiHeTM4HUX napaMeTpiB cTayioHapHoro ctaHy CAB y nnasmi Kposi nicnsa
CyMiCHOrO 3acToCyBaHHA 3 MIKPOriHOHOM
CepenHe reoMeTpuyHe
[95% Cl] (CVb%)
CAB Mikporinon QD+ CAB mr QD
napamerp (N=19)
AUC(0-1) 133
{rom " MKr/mn) [121 148]
Cmax {713, 8,59]
(MEr/Mm) (19)
Cr B3 sﬁael
{MKr/Mm) (24)
tmax 3,00
{ron)! (1,0-4,2)

1. MegiaHa (piana3zoH)
Mikporinon QD + KAB 30 mr = nesonoprectpen 0,15 mr ta eTuxinectpanion 0,03 Mr + nepopansHii
kaGoterpagip/GSK1265744 30 mr oguH pa3s Ha pody

PesynbTaTn dapmaxkoxunamiki T2 Giomapkepib:

He 6yno o4eBUAHOT pi3HHIL B cepeaHix KoHueHTpauisx LH, FSH Ta nporectepoHy npu
3acTocyBaHHI Tibkd MikporidoHy ta MikporiHoHy pazom 3 CAB.

21. PesynbraTy He3nexu

Tpunanusats cyb'ektis nosigomuian npo woxaiimedwe 1 [TP. Vei [P 6ynu cnabroi Ta nomipHot
inTencuBHocTi. ¥V gocnimkeHHi He 6yno 3apeccTpoBato xkoaHHX TabopaTOpPHUX BiaxuneHs 3/4
CTYNEHs THKKOCTI, NOB'I3aHUX 3 JIKYBAHHAM. Y NOCIIKEHHI He NOBIAOMIIAIOCA NPO cepito3Hi
noGiuni asuwa (CILA), neransii sunaaxu abo ixwni swagyuri CI. Haituacrime nosigomnsanocs
npo Taki HebGaxaHi ABHLIA, AK rofoBHHUi Gink (n=6 [30%]) Ta HynoTa (n=5 [25%]) 6e3 uiTkoro
3B'A3KY 3 O03yBaHHAM CAB,

Onpu cy6'exr Oys BuBenenuii 3 gocnimkennd yepes ITP. V Hel miarnocrypanu UTL, i Bona
norpeGysana sikysaHHs Tpumetonpumom. UTI He 6yna nos'a3ana 3 npuitoMoM HOCHIIXKYB2HOro
npenapary. Cy6'ext npunuuue npuiiom CAB i Oye BuBeneHuii 3 nocnimienns. [auienrui 6yno
[PEKOMEHIOBAHO MpOAOBKYBaTH npuiiMaTy Mikporidon sk 6axauui 3acid KoHTpauenii, i BOHa
MOBEPHYJIACS ¥ BiJUIINEHHS AT MOJANBIIOrO CIIOCTEPEKEHH.




[3BeeHHA Beix nobiyHMx peakuii 3a BuAaMu NikysaHHs (GesneyHa nonynsuis)

BawaHui TepMiH 33 KNacom CUCTEMH Mixporinon MikporiHon QD+ 3aranom
opraHie QD(=20) CAB mr QD(N=20} {N=20)

bY[b-AKA N0AIA, n (%) 8(40) 9 (45) 13 (65)
TopyweHHs 3 GoKy HepBoBoOi cUCTeMH, N (%)
["onosHuii Ginb 3(15) 4 (20) 6 (30
3anamopo4eHHs 2(10) 0 2(10)
Mirperb 0 1(5) 1 (5)
3 GOKy WNYHKOBO-KMILKOBOIO TPpakTy, N (%)
Hygota 4(20) 1(5) 5 (25)
BriosaHHs 0 1(5) 1(5)
Tuchekuii Ta iHBasil, n (%)
Hasodapunrit 1(5) 1(5) 2(10)
|HcheKLis BepXHIX AMXansHVX Wnaxis 1(5) 0 1(5)
[HhEKUTT CE4OBMBILHMX LUNAXIB 0 1(5) 1 (5)
3aranbHi po3naav i NopyleHHs y Micyi
BBefieHHA, n (%)
ACTeHIR 0 1(5) 1(5)
IpunonoAibHe 3axB0pIeBaHHA 0 1(5) 1 {5)
MopyLweHHs 3 GoKy WKipW Ta nigwKipHoT
KniT’oBMHM, n (%)
aKIEMa 1(5) 0 1(5)
Bucun 0 1(5) 1 {5}
Kpos Ta nimdatuna cuctema, n (%)

imchageHonaris 0 1(5) 1(5)




1EYOb-AKA MOAIA, n (%) 8(40) 9 (45) 13 (65)
MopyweHHn 3 60Ky ONOPHO-PYXOBOTO

anapary Ta Cnony4Hol TKaHUHu, n (%)

M'si30B0-CKeneTHUi Binb y rpyasx 1(5) 0 1(5)

pody

MOCTiKYBAaHOTO JlikapehbKoro 3acofy.

Mikporiton QD = nesoxoprectpen 0,15 mr Ta eTwdinecTpagion 0,03 Mr oguk pas Ha aoby Mikporinon QD + CAB 30 mr =
nesoHoprecTpen 0,15 Mr 1a etuHinectpagion 0,03 Mr + nepopansHuit kaboterpasipGSK1265744 30 mr oawk pas Ha

OJ1H NaLieHT NOBIAOMMB APO MirpeHb 2 CTYNeHs Yepes 5 IHIB micis npuitoMy OCTaHHBOI 103H
CAB. Mirpenn npoiiuina npubansuo uepes 28 rogun. [1P Baskanacs nos'asaHoro 3 npriomMom

No6iyHi peakuii, noB'A3aHi 3 NiKyBaHHAM, 3aNeXHO Big NikyBaHHsA (De3neyHa nonynsuin)

BaaHuit TepmiH Mikporidos QD+ 3aranom
3a KNacoM CHCTeMM OpraHiB MikporiHon QD CAB mr QD {N=20)
(=20) (N=20)
BYOb-AKA NOMIA, n (%) 0 1(5) 1(5)
MopywerHn 3 GOKY HEPBOBOI CUCTEMM, N
(%)
MirpeHb 0 1(5) 1(5)

OfIVH pa3 Ha aoby

Mixporinon QD = nesoHoprectpen 0,15 Mr a etwkinectpagion 0,03 mr oauH pas Ha foby; Mikporiton QD + CAB
30 mr = nesoxoprectpen 0,15 mr 1a etvinectpagion 0,03 Mr + nepopanshui kaboterpasip/GSK1265744 30 mr

22. BucHoBOK (3aKJ1104EHHA)

3 ICTOPHYHHMHU 3HAYEHHAMH.

¢ CninbHe 3aCTOCYBaHHS MOBTOPHOT o3n kaborerpasipy ( CAB) Ta nepopaibHOro
KOHTpaLenTHBY MikporiHOH He BNITHBANO Ha (apMaKoKiHeTHUHUH 1podinb
nesoroprectpeny (LNG) Ta etuninecrpaniony (EE).

e Kombinauis CAB ta LNG/EE no6pe nepeHocunacs 310poBUMH 100pOBOMBLAMH. 30KpeMa,
He cnocTepiranoca netaisHux punakie, CI5 abo kniHivHO 3HAYYIMX TeHOCHLIH Y
NiCAAI030BHX TAGOPATOPHUX BIAXHUIEHHAX, JKUTTEBO BAXUTMBUX fIOKa3HHKAX abo
nokasHukax EKI". Yci nofiuni seuuia Gynu Jerkoro ta noMipHOro cTymneHs TOKKOCTI.

» Crauionapui napamerpu PK naasmu kposi CAB B 1bomy focnimkeHH] 0yM nopiBHAHHHMH

e CywmicHe 3actocysanns CAB 3 MikporinoHoM ve Masto ¢apMakoJHHaMi9HOTO BILUIMBY Ha
LH, FSH ta nporecrepoH nopisHsHO 3 nMpuiioMoM Tineku MikporiHoHy.




3asgBHHK (BJACHHUK PEECTPALIIMHOIO OCBIIYEHHS)

(riianuc)

Kapen ['peiitzkep (Karen Grainger)
Biue-npesuaeHt, KepiBHHK BiAILTY HOPMATHBHO-IIPABOBOTO PErY/IIOBaHHA
BiiB Xenckep (ViiV Healthcare)

{Hlopsadox donoseno nosum dooamxom 30 32iono 3 Haxaszom MO3 Vrpainu Ne 1528 ¢io 27.06.2019 }

Ilepexniaa BHKOHAB:

Meme/pKep 3 peryJsSTOpHUX NMUTaHb Ta peecTpaitii
TOB IakcoCmiTKnsiin @apmacslotikainc Ykpaina
Mapunsako Jlroamuna




