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Non-Clinical Trial Report

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

Tivicay

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

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

1.2. Conducted trials

X Yes 0 No justify, if no

2. Pharmacology

2.1. Primary pharmacodynamics

A range of in vitro virology studies have been conducted to
determine the mechanism of action, antiviral activity, and the
potential for development of drug-resistance via mutations. In
accordance with ICH M4S Q&A (R4) a summary of these
studies is provided within the clinical virology section.
However, for the reviewer’s convenience, a brief summary of
the key findings from these studies is also provided below:

Mechanism of action: Integration of viral DNA into the host
chromosome of infected cells is an important step in the HIV
replication cycle and is facilitated by viral integrase protein.
Integration requires two metal-dependent consecutive steps in
the viral replication cycle: 3'-processing and strand transfer.
Viral cDNA is primed for integration in the cytoplasm by
integrase-mediated trimming of the 3'-ends of the viral cDNA.
Integrase remains bound to the viral cDNA ends in the pre-
integration complexes (PICs). Following nuclear translocation
of the PICs, integrase catalyzes the insertion of the viral cDNA
ends into the host chromosomes. Dolutegravir 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.

In vitro antiviral activity and potential resistance: DTG has
low nM activity against wildtype HIV-1 and HIV-2 in a variety
of cell lines, regardless of subtype. DTG has little activity
against non-HIV viruses, displaying the highest antiviral activity
against HCV. Human serum causes an approximately 75-fold
increase in the DTG ICso. DTG is additive or synergistic when
assayed in combination with other antiretroviral agents.

When HIV-1 Strain II1IB was passaged in the presence of DTG
for 112 days, viruses with a 4.1-fold maximum increase in ICsg
and S153Y or S153F substitutions in integrase polymorphic sites
were observed. Passage of the wildtype HIV-1 NL432 in the
presence of 6.4 nM DTG selected for E92Q (FC=3.1) and
G193E (FC=3.2) substitutions in the IN region on Day 56.
Passage of HIV-1 NL432 with Q148H, Q148K or Q148R RAL-
resistant mutations resulted in selection of additional mutations
and an increase in DTG FC. Passage of HIV-1 subtypes B and




A/G in TZM-bl cells selected for integrase mutations G118R
(FC=10) and R263K (FC=L1.5).

Comparative susceptibilities to DTG and RAL were obtained
from 60 RAL-resistant site directed HIV-1 mutants and 6 site
directed HIV-2 mutants. DTG retained activity against a vast
majority of these mutants. Additionally, susceptibilities to DTG
and RAL were determined for over 700 RAL-resistant clinical
isolates, with DTG retaining activity (<10 FC) against >90% of
them.

The dissociation of DTG, RAL and EVG from wildtype and
mutant IN proteins complexed with DNA was investigated to
obtain a better understanding of INT dissociation kinetics. DTG
demonstrated slower dissociation from all IN-DNA complexes
tested, including those with single and double residue IN
substitutions.

2.2. Secondary pharmacodynamics

DTG (up to 10 pM) was tested in vitro against a variety of
proteins which included 16 enzyme assays and 65 physiological
receptors and ion channels binding sites. DTG at 10 pM did not
significantly affect (defined as >50%) 80 of the 81 in vitro
assays. The only effect greater than 50% was a 64% inhibition
in the melanocortin (MC4) receptor binding assay. Inhibition at
10 uM was >100-fold above the free clinical Cmax for DTG
when administered 50 mg QD [Cmax = 3.7 pg/mL (~8.8 pM) and
because DTG is ~99% protein bound the free unbound
concentration was 0.037 pg/mL (0.088 uM). In an additional
study conducted to assess the potential for dolutegravir to bind
the melanocortin receptors MC1, MC3, MC4 and MCS5, similar
results were observed with ICsq values ranging from 5.31 to
56.1 uM with all exposure margins >60X.

No findings associated with MCC4R agonism or antagonism have
been observed in toxicity or clinical studies with DTG. No
significant effects on body weight in healthy or HIV-infected
subjects administered DTG have been observed to date. Taken
together, these data indicate a lack of apparent biological
activity at the melanocortin receptors.

2.3. Safety pharmacology

Neurobehavioral and pulmonary safety: No treatment-related
behavioral or overt pharmacological effects were noted in
conscious male rats at <500 mg/kg (the highest dose tested).
Systemic exposure at 500 mg/kg is estimated to be ~24X above
the expected human Cmax of dolutegravir administered 50 mg
QD, respectively, based on extrapolation from Day 1 exposure
in the rat 14 day toxicity study (87.1 pg/mL).

Single oral doses of DTG at <500 mg/kg did not produce any
effect on respiratory functional parameters in male rats when
monitored for up to 6 hours following dosing. Systemic
exposure at 500 mg/kg is estimated to be ~25X above the
expected human AUCy.24 of DTG administered 50 mg QD
(53.6 pg.h/mL), based on extrapolation from Day 1 exposure in
the rat 14 day toxicity study (1360 pg.h/mlL.).

Cardiovascular safety: In male monkeys, single oral doses of




DTG at doses up to 1000 mg/kg (Cmax = 20.1 pg/mL; AUCpo4 =
259 pg.h/mlL) had no effect on arterial blood pressures, heart
rate or electrocardiographic (ECG) parameters when monitored
for 24 hours after dosing at a Cmax ~5X above the expected
human Cpax of DTG when administered 50 mg QD.
Additionally, there were no treatment-related effects in ECG
parameters measured during the repeat dose monkey toxicity
studies up to 38 weeks at doses <1000 mg/kg/day.

The effect of a series of DTG concentrations (<8.38 pg/mL) on
hERG tail current was studied. An ICso could not be determined
as only 16.1% inhibition of hERG channel tail current occurred
at the highest concentration, 20 uM. The high dose (20 uM or
8.4 ng/mlL) is approximately 227X above the free Cmax obtained
with a 50 mg QD oral dose of dolutegravir (0.037 pg/mL for

50 mg QD based on 99% protein binding).

There were no findings from safety pharmacology studies that
indicate an unacceptable risk for oral administration of DTG to
patients in accordance with the proposed indication.
Additionally, a supratherapeutic clinical dose of DTG (250 mg
as a suspension, which achieved exposures ~3X higher than a
50 mg QD dose) was well tolerated and had no effect on cardiac
repolarization.

2.4. Pharmacodynamic interactions

A number of in vitro studies have been conducted with DTG in
combination with approved agents from all anti-HIV therapy
classes (e.g., nucleoside/nucleotide reverse transcriptase [RT]
inhibitors, non-nucleoside RT inhibitors and protease inhibitors)
and was shown to be additive or synergistic in all cases. These
studies are discussed as part of the virology discussion.

3. Pharmaceokinetics

3.1. Analytical procedures and
validation reports

In pharmacokinetic and toxicity studies, plasma DTG
concentrations were measured following protein precipitation
with chiral or achiral liquid chromatographic tandem mass
spectrometric (LC/MS/MS) methods. For toxicity and human
studies, the chiral and achiral methods used for analysis were
fully validated across each calibration range. All methods and
limits of quantification were adequate with regard to specificity
and sensitivity to support the pharmacokinetic analyses of DTG.
In investigations where ['*C]-DTG was used, determination of
the radioactivity in in vitro or in vivo biological samples was
carried out by either direct liquid scintillation counting (LSC) or
by LSC following combustion of the sample. For analysis of
radioactivity concentrations in tissues, quantitative whole body
autoradiography was used. The profiling and identification of
metabolites of DTG was performed using LC-MS™. Nuclear
magnetic resonance (NMR) methods were used to confirm
structures not confirmed by mass spectrometric methods.

3.2. Absorption

The nonclinical pharmacokinetics of DTG are characterized by
low plasma clearance and low volume of distribution.
Absorption was rapid with high oral bioavailability from a
solution formulation. In repeat oral administration studies,
systemic exposure to DTG was dissolution or solubility limited
leading to an increase that was less than proportional with dose.




Single dose: Following a single intravenous administration,
DTG exhibited low plasma clearance (<15% liver plasma flow)
in the rat, dog and monkey. The low steady state volume of
distribution reflects the restrictive high protein binding of the
compound. The terminal half-life in rats, dogs, and monkeys
was 5.2 to 6.2 hours.

DTG absorption from an oral solution was rapid, reaching peak
plasma concentrations within 2 hours with high oral
bioavailability (76 to 87%) in fasted rats and monkeys. When
DTG was administered as a suspension, the increase in systemic
exposure (Cmax and AUCy.) was less than proportional to the
increase in dose. The oral bioavailability of DTG from a
suspension formulation was lower (bioavailability range of 25%
to 52%) and suggested that the absorption is limited by
dissolution rate or solubility. Administration of DTG with food
to rats reduced exposure whereas in humans food effect is not
clinically significant.

Repeat dose toxicokinetics: The repeat dose toxicokinetics of
DTG were assessed as part of general toxicity, reproductive
toxicity and juvenile toxicity studies.

The increase in systemic exposure (Cmax and AUCq.24) to DTG
was less than proportional with the increase in dose during
repeated oral administration toxicity studies in mice, non-
pregnant rats, rabbits and monkeys. Differences (>2-fold) in
systemic exposure between single and repeated administration,
regardless of pregnancy status, or between the sexes were
generally not observed.

Higher systemic exposure to DTG was observed in pre-weaning
rat pups (Day 13 post partum) compared to juvenile rats on Day
32 post partum. Because DTG is primarily metabolized by
uridine glucuronosyl transferase (UGT) in the rat, this difference
reflects the early differential expression of UGT in the rat. No
apparent sex-related differences (>2-fold) in systemic exposure
were observed in juvenile rats.

3.3. Distribution

DTG has high passive membrane permeability, is highly protein
bound and is widely distributed. DTG crosses the placental
barrier and is secreted into the milk of lactating rats.

Protein binding and blood cell association: The in vitro
protein binding of DTG was high (=99%) across species (rat,
monkey and human) and similar to an ex-vivo assessment
(>99%) in plasma from healthy human subjects. The association
of DTG-related material with blood cellular components was
minimal.

Efflux mediated transport and cell membrane permeability:
In vitro, DTG was a substrate for the human efflux transporters
P-glycoprotein (P-gp) and human breast cancer resistance
protein (BCRP). DTG was determined to have high passive
membrane permeability (333 nm/s at pH 7.4). The absorptive




membrane permeabilities also were high in the presence of
FaSSIF at pH 7.4 and pH 5.5 (P7.4[abs] value of 253 nm/s and a
Ps 5[abs) value of 265 nm/s, respectively). Based on solubility and
permeability determinations, DTG sodium is classified as a
Biopharmaceutics Classification System (BCS) Class 2 drug.

Tissue distribution: After a single oral dose of ['*C]-DTG,
radioactivity was widely, but not highly distributed in a similar
pattern between male Lister Hooded partially pigmented rats and
pregnant Sprague Dawley rats. Radioactivity in tissues
generally peaked 4 to 6 hours post dose with concentrations
typically less than those in blood. The concentration of
radioactivity in the brain was low (~2% of the blood radiocarbon
concentration) due in part to restrictive protein binding. By 28
days post dose, only bone and pigmented skin contained
quantifiable concentrations of radioactivity. Radioactivity was
not associated with melanin in the uveal tract, lowering the
concern for a phototoxicity liability. DTG crossed the placental
barrier but appeared to exert no adverse effects on fetal
development. Radioactivity rapidly equilibrated to fetal tissues
with fetal tissue to fetal blood ratios generally higher than
corresponding maternal tissue to blood ratios. DTG
concentrations in fetal bone marrow exceeded those in fetal
blood.

In lactating rats at 10 days post partum, radioactivity was
detected in milk at concentrations typically higher than blood,
with unchanged DTG constituting most (97% to 83%) of the
drug-related material. These results suggested that pre-weaned
pups were exposed to DTG by nursing in the pre- and post-natal
development study.

3.4. Metabolism

The predominant circulating component in the nonclinical
species and humans is unchanged DTG and there were no
human plasma metabolites representing >10% total drug-related
material - the threshold for further consideration in nonclinical
species ICH Topic M3 (R2). The main metabolic route in each
species and humans was by conjugation to form the ether
glucuronide (M3). The drug metabolism in animal species used
for toxicology testing was relevant to the safety assessment of
DTG for human use.

In vitro biotransformation: The in vitro metabolic turnover of
DTG was low (<10%), indicating low intrinsic clearance
consistent with the low plasma clearance. The primary
biotransformation common to all species was glucuronidation to
form the ether glucuronide (M3) that also was observed in vivo.
Other common metabolic products included a glucose conjugate
(M2) and an N-dealkylated product (M1). The generation of a
glutathione or cysteine conjugate through oxidative
defluorination and microsomal binding with rat, monkey and
human liver microsomes suggested evidence for the formation
of an electrophilic metabolic intermediate by bioactivation in
vitro. However, in vivo in mice, rats, monkeys and humans,
these metabolic products have represented only a small fraction
of the metabolic clearance.




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

In vivo: In vivo, absorbed [*“C]-DTG was extensively
metabolized in male and female mice, rats and monkeys.
Metabolic profiles in nonclinical species were qualitatively
similar to humans, with adequate coverage for the circulating
human metabolites in at least one nonclinical species.

Plasma metabolic profile: DTG was the predominant
component in plasma of mice, rats, monkeys and humans with
the glucuronide as the principal metabolite. No metabolite was
present in the plasma at concentrations greater than 10% of
parent or drug-related material. In humans, the steady state
plasma metabolic profile of DTG was similar to the single dose
metabolic profile, indicating data obtained after single dose
administration was an adequate predictor of the profile at steady
state. Based on the kinetics of DTG in animals, the systemic
exposures to DTG and circulating metabolites found in the
nonclinical metabolism studies adequately reflected exposures in
the toxicity studies. No disproportionate human metabolites
were noted.

Biotransformation: The predominant biotransformation
product in mice, rats and humans was an ether glucuronide
(M3). The glucuronide metabolite was formed in approximately
equal proportions with a glucose conjugate (M?2) in monkeys.
These conjugated metabolites, M2 and M3, are not
pharmacologically active because they disrupt the two-metal
binding capability of the carbamoyl pyridone motif of DTG
thereby completely abrogating any antiviral activity resulting
from the active site binding to the integrase enzyme. Although
these conjugates were the primary constituents of the drug-
related material in bile of the nonclinical species, they were not
observed in the feces of animals or humans. Thus, these DTG
conjugates are likely deconjugated in the intestine by host or
bacterial enzymes after secretion in the bile to reform DTG. In
animals, fecal metabolites were not quantifiable, but in human
fecal samples, an N-dealkylation product (M1) and a product of
oxidative defluorination with cysteine addition (M13) was
quantifiable at less than 2% of the dose.

DTG constituted a very small percentage of drug-related
material in the urine (<0.7%) and bile (<0.3%) in mice, rats and
monkeys or in urine of humans. The primary components of rat
urine, but represented to a smaller extent in mouse and monkey
urine, were products of oxidation at the benzylic carbon (M7)
and its hydrolysis to an N-dealkylation product (M1). These
components also represented notable products in human urine.
Following co-administration of DTG and efavirenz (an approved
NNRTI) to healthy human volunteers, an increase of DTG
glucuronide (M3) was noted as compared to the metabolic
profile of DTG given alone.




In mice, rats, monkeys and humans, the oxidative defluorination
with glutathione or cysteine addition was present, indicating the
formation of an electrophilic arene oxide intermediate. Except
in mice, these products were a small fractional part of the overall
clearance.

Following repeat oral administration of DTG for 10 days to male
and female juvenile rats or to healthy human volunteers, no
evidence for the in vivo metabolic conversion of DTG to any of
its stereoisomers was observed. No notable qualitative
differences in the metabolic profile between male and female
animals were observed.

3.5. Elimination

Fecal excretion of radioactivity consisted primarily of
unchanged DTG and was the predominant route of elimination
of administered radioactivity in all species. Following oral
administration of ['*C]-DTG, urinary excretion of radioactivity
was greater in humans (approximately 32%) than in animals
(£6%), which is consistent with the hypothesis of a higher
moelecular weight threshold for biliary secretion in humans.

Excretion of administered radioactivity was essentially complete
in all species and was eliminated quicker in animals than in
humans, consistent with the longer half-life and gastrointestinal
transit time in humans. The radiolabel location was
metabolically stable with no notable sequestration or covalent
binding of DTG to plasma or excreta. Biliary excretion in
animals accounted for the major portion of the absorbed dose
and represented the predominant excretion route for DTG
glucuronide. Thus, DTG conjugates are deconjugated in the
intestine, after secretion in the bile, to reform DTG allowing it to
be available for enterohepatic circulation.

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 DTG. However, a series of in vitro studies
have been conducted to help evaluate the mechanisms and drug
interaction potential of DTG, and, except for sensitive organic
cation transporter (OCT)2 substrates (e.g., dofetilide,
pilsicainide), dolutegravir has a low propensity to cause drug
interactions based on in vitro results. DTG is a substrate of P-gp
and BCRP, but inhibition of these transporters is unlikely to
affect absorption of dolutegravir to a clinically relevant extent.

Potential effect of co-administered agents on DTG: In vitro
and in vivo, DTG is primarily metabolized by UGT1A1 with a
notable contribution from cytochrome P450 (CYP)3A4.
UGT1A3 and 1A9 were minor glucuronidation pathways.
Therefore, drugs that are strong inducers of UGT1A1 or
CYP3A4 may decrease DTG plasma concentrations. Although
drugs that inhibit UGT1A1 and CYP3A4 may increase DTG
plasma concentrations, based on the clinical interaction study
with atazanavir, a potent UGT1A1 and CYP3A4 inhibitor, any
increases in DTG coneentrations are not expected to be
clinically meaningful. Although DTG is a substrate for efflux
transporters, no notable effect on DTG pharmacokinetics was




observed in humans following co-administration with
lopinavir/ritonavir, inhibitors of the efflux transporters P-gp and
BCRP. DTG was not a substrate for the uptake transports,
OATP1B1, OATP1B3 and OCT1 and therefore inhibitors or
these transporters are unlikely to impact the disposition of DTG.
These data, together with the rapid absorption in humans, low to
moderate pharmacokinetic variability and high intrinsic
permeability suggests a low potential for drug interactions with
BCRP and P-gp inhibitors that would result in clinically
significant changes to DTG exposure.

Effect of dolutegravir on co-administered agents: In vitro,
DTG was noted to have little or no inductive effects on the
human Pregnane X receptor (PXR) on CYP1A2, 2B6 or 3A4
mRNA (as determined by the increase in mRNA relative to
vehicle control). DTG demonstrated little or no inhibition (ICs¢
values >30 uM) in vitro on the transporters BCRP, bile salt
export pump (BSEP), multidrug resistance protein (MRP) 2,
MRP4, organic anion transporting polypeptide (OATP) 1B1,
OATPIB3, OCT1, OCT3, equilibrative nucleoside transporter
(ENT) 4 and P-gp, or the enzymes CYP1A2, 2A6, 2B6, 2C8,
2C9,2C19,2D6, 3A4, UGT1A1 or 2B7, demonstrating a low
propensity to cause drug interactions through modulation of
these systems. DTG glucuronide (M3) did not inhibit MRP2,
thus, inhibition of biliary clearance of bilirubin glucuronides or
glucuronide conjugates of co-administered drugs is not
expected. In vitro DTG did not alter the paracellular
permeability of the probe substrate Lucifer yellow, nor did it
alter transport of metformin across the Caco2 cells up to
concentrations of 100 uM, suggesting that DTG is unlikely to
alter the permeability of these compounds across the intestinal
lumen.

As a weak inhibitor of UGT1A1, DTG has the potential to
interfere with the conjugation of bilirubin which could resultin a
mild increase in total or unconjugated bilirubin on prolonged
treatment with DTG. Because bilirubin has low solubility and
low permeability, it is transported to the UGT1A1 enzymatic
site by hepatic uptake transporter OATP1B1. Since DTG has
high permeability and does not rely on transport to the enzyme
site, this favors rapid access by DTG to UGT1Al, although the
affinity of bilirubin for UGT1A1 is higher than that of DTG.

In vitro, DTG inhibited OAT1 and OAT3 with ICso values of
2.12 uM and 1.97 uM, respectively; however, in vivo, no
notable changes in plasma concentrations of the OAT substrates
tenofovir or p~aminohippurate were observed in healthy subject
Phase 1 studies. MRP2 and MRP4 are anion transporters
responsible for the transport of anions (e.g., tenofovir) from the
renal tubule to the urine with MRP4 as the predominate
transporter for tenofovir excretion. DTG did not inhibit MRP2
and weakly inhibited MRP4 (ICsq value of 84 nM) with a 50-
fold unbound Cmax value less than the K estimate. Furthermore,
polymorphic MRP4 that decreased tenofovir renal clearance by
15% also increased plasma tenofovir concentrations by 32%,




which was not observed in the drug interaction study assessing
the impact of DTG on tenofovir PK. In addition, a physiological
based pharmacokinetic (PBPK) mechanistic kidney model
{(Simcyp v,12 R1) developed for steady state concentrations of
tenofovir (300 mg once daily) predicts that co-administration of
DTG at 50 mg once daily would result in a minimal decrease in
tenofovir renal clearance with no notable change in tenofovir
exposure within the proximal tubule cells of the kidney. Based
on these collective data, no clinically significant interaction with
tenofovir by DTG at the renal tubule is expected.

In vitro, DTG inhibited the basolateral renal OCT2 (ICso =

1.9 uM) and the renal apical transporters, multidrug and toxin
extrusion transporter (MATE) 1 (ICso = 6.34 uM) and MATE2-
K (ICso = 24.8 pM) which provides a mechanistic basis for the
non-pathological mild serum creatinine increases observed in
¢clinical studies, Because DTG inhibits OCT2, but only weakly
OCT1, and both OCT1 and OCT2 are equally expressed in rat
proximal tubules, this effect on creatinine was not observed in
rats. In a clinical drug interaction study with metformin, a
substrate of OCT2 and MATE], DTG increased metformin
AUC exposure by 79% and 145% after QD and BID dosing,
respectively. These data indicate caution should be used due to
the potential for a drug interaction in vivo when DTG is co-
administered with cationic compounds that have a narrow
therapeutic index drugs and in which a significant part of their
clearance is by renal proximal tubule secretion by OCT2. DTG
is contraindicated for co-administration with the OCT2
substrates dofetilide and pilsicainide because they possess
narrow therapeutic indices that present the potential for toxicity
due to higher exposure. DTG has a low potential to affect the
transport of MATE2-K substrates with a 50-fold unbound Cinax
value less than the K; estimate.

Folate transport: In vitro, DTG did not inhibit human proton-
coupled folate transporter (PCFT) and reduced folate carrier
(RFC), but DTG did demonstrate 36.0% inhibition of FRa-
mediated endocytosis of folic acid at 37.3 pM. However, the
observed inhibition of FRa-mediated endocytosis of folic acid
was not projected to be clinically-relevant.

3.7. Other pharmacokinetic studies

N/A

4, Toxicology

4.1. Single-dose toxicity

Single dose oral acute toxicity studies have not been conducted
in rats or monkeys with DTG; 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 DTG to rats
at <1000 mg/kg/day in the 4 week toxicity study. DTG was not
tolerated at doses 2300 mg/kg/day in the 14 day monkey toxicity
study and resulted in severe gastrointestinal intolerance leading
to morbidity and mortality.




A single dose TK study in dogs was conducted at doses up to
500 mg/kg. DTG was not tolerated and resulted in vomiting at

doses 2150 mg/kg.

4.2. Repeated dose toxicity

The toxicity of repeated oral gavage doses of DTG has been
assessed in rats and monkeys in studies of up to 26 and 38
weeks, respectively.

Principal treatment-related effects of DTG in rats and monkeys
were related to gastrointestinal toxicity. The NOAEL in the 26
week rat toxicity study was 50 mg/kg/day (Day 180 gender
mean Cmax =47 pg/mL, AUCp24 =765 pg.h/mL). Systemic
exposure at the NOAEL is ~14X above the expected human
exposure for a 50 mg QD. The NOAEL in the 38 week monkey
toxicity study was 15 mg/kg/day (Day 270 gender mean Cyax =
5.1 pg/ml., AUCq.24 = 39 pg.h/mL). Systemic exposure (AUC)
at the NOAEL is ~0.7X the expected human exposure for a 50
mg QD. However, it should be noted that the exposure margins
at the NOAEL in the monkey are greater when compared on a
mg/m? basis.

Drug-related morbidity and mortality occurred in monkeys when
DTG was administered at doses 250 mg/kg/day. Signs of GI
effects (emesis, diarrhea) were observed at these doses. Body
weight loss and the morbidity/mortality were considered
secondary to profound dehydration due to GI intolerance as a
result of local drug administration and not systemic toxicity.

Treatment related mortality/morbidity: In a 14 day study, one
female monkey given 1000 mg/kg/day died on Day 13 after
experiencing daily emesis and diarrhea. This animal’s condition
deteriorated over the dosing phase and the moribund condition
was considered secondary to treatment-related effects on the
digestive tract (emesis, diarrhea, ulcer in colon) and resultant
significant changes in blood electrolytes. This animal’s
systemic exposure (AUCq.24) on Day 1 was 277 pg.h/mL.
Gender mean Day 14 exposure (AUCy-24) at 1000 mg/kg/day
was 360 ug.h/ml., which corresponds to 7X above the expected
human exposure for a 50 mg QD dose.

In a 38 week monkey toxicity study, two males in the high dose
group (50 mg/kg/day) died or were euthanized on Days 59/55
after signs of gastrointestinal intolerance which consisted of
diarrhea and emesis and subsequent body weight loss.

Gastrointestinal effects: The primary finding from repeat dose
toxicity studies with DTG up to 26 weeks in rats and 38 weeks
in monkeys was GI toxicity. In monkeys, the most sensitive
species, GI toxicity was characterized primarily by vomiting,
diarrhea and associated mortality as well as gastrointestinal
lesions, and by gastric lesions in the rat. In both species, these
effects were observed at progressively lower doses with
increased study duration. The GI toxicity is believed to be the
result of local drug administration at the mucosal surface of the
gut following oral dosing rather than systemic toxicity. The fact
that affected animals had comparable exposures to animals at




dose levels which were not affected is supportive of the
conclusion that the GI toxicity is due to the larger local exposure
in the GI tract in those dose groups. Therefore, mg/kg or mg/m>
metrics are appropriate determinates of safety cover for this
toxicity because it is not based on systemic exposure. Dermal
and ocular irritancy studies in rabbits indicate DTG is a mild
irritant, and GI toxicity may be a class effect of integrase
inhibitors, as raltegravir (a marketed integrase inhibitor) caused
trritation to GI mucosal surfaces in rodents.

In rats, hemorrhage was observed in the lamina propria of the
mucosa at 1000 mg/kg/day in the 4 week toxicity study and was
reversible following a 4 week recovery period. The NOAEL was
100 mg/kg/day. Exposure (end of study, gender mean) at

100 mg/kg/day was 752 pg.h/mL, which corresponds to ~14X
above the expected human exposure for a 50 mg QD dose. The
NOAEL (100 mg/kg/day) is 100X the human mg/kg equivalent
dose (based on 50 kg human) and ~18X the human mg/m?
equivalent dose for a clinical dose of 50 mg QD. In the 26 week
rat toxicity study, hemorrhage in the glandular stomach mucosa
occurred in one male at the end of the 17 week dosing period
and one male at the end of the 26 week dosing period in the

500 mg/kg/day group. No adverse findings were observed at the
end of a 4 week recovery period. The NOAEL was

50 mg/kg/day. Exposure (end of study, gender mean) at

50 mg/kg/day was 765 ng.h/mL, which corresponds to ~14X
above the expected human exposure for a 50 mg QD dose. The
NOAEL (50 mg/kg/day) is 50X the human mg/kg equivalent
dose (based on 50 kg human) and 9X the human mg/m?
equivalent dose for a clinical dose of 50 mg QD.

Irritation of the gastrointestinal tract consisting of epithelial
atrophy and mucosal hemorrhage in the stomach and lower GI
tract (cecum, colon and/or rectum) was noted in monkeys given
>300 mg/kg/day in the 14 day toxicity study. The NOAEL was
100 mg/kg/day. Exposure (end of study, gender mean) at

100 mg/kg/day was 190 pg.h/mL which corresponds to ~4X
above the expected human exposure for a 50 mg QD dose. The
NOAEL (100 mg/kg/day) is 100X the human mg/kg equivalent
dose (based on 50 kg human) and 35X the human mg/m?
equivalent dose for a clinical dose of 50 mg QD.

In the 4 week monkey toxicity study, histopathological changes
of the GI tract occurred at 100 mg/kg/day and consisted of slight
inflammatory cell infiltration in the lamina propria of the cecum,
‘|colon and rectum in both sexes; slight cell debris from the crypts
of the cecum and colon in males; and atrophy of the mucosal
epithelium of the cecum and colon. This dose was associated
with clinical signs of vomiting, diarrhea and body weight loss.
The NOAEL was 50 mg/kg/day. Exposure (end of study,
gender mean) at 50 mg/kg/day was 132 pg.h/mL which
corresponds to ~2X above the expected human exposure for a
50 mg QD dose. The NOAEL (50 mg/kg/day) is 50X the human
mg/kg equivalent dose (based on 50 kg human) and 18X the
human mg/m? equivalent dose for a clinical dose of 50 mg QD.




In the 38 week monkey toxicity study, the 50 mg/kg/day dose
was reduced to 30 mg/kg/day on Day 70 for the remainder of the
study due to GI intolerance. Inthe 17 week evaluation of the

38 week monkey study, slight mononuclear cell infiltration and
hemorrhage in the lamina propria in the cecum and colon were
noted in the animal that was euthanized on Day 55. Abnormal
feces (observed through Day 131) associated with decreased
food consumption and decreased body weight was noted in the
50/30 mg/kg/day group. At the end of the 38 week dosing
period, one female in the 50/30 mg/kg/day group had adverse
findings in the stomach consisting of multifocal mononuclear
cell infiltration and slight hemorrhage in the lamina propria,
very slight multifocal erosions and mulitifocal epithelial
regeneration. At the end of a 4 week recovery period, multifocal
mononuclear cell infiltration and very slight hemorrhage in the
lamina propria and multifocal epithelial regeneration in the
stomach were observed in one female. However, the changes in
this animal were of lesser severity and there were no active
erosions, suggesting recovery of changes upon cessation of
treatment. Both animals with stomach lesions had
diarrhea/vomiting prior to the dose reduction (50/30 mg/kg/day),
but did not have clinical observations of toxicity following the
dose reduction. Exposures at end of study for the two affected
females were lower compared to the other animals in this dose
group (AUCp24 = 43.5 to 48.8 pg.h/mL versus gender mean for
50/30 mg/kg/day group of 61.7 pg.h/mL) and overlapped with
exposures at 15 mg/kg/day (AUCy24 range = 25.8 to

54.0 pg.h/mL). This observation is consistent with a local GI
toxicity as opposed to a systemic effect.

The NOAEL for the 38 week dosing period was 15 mg/kg/day
(Day 270 gender mean AUCo-24 and Cmax 0f 39 pg.h/mL and

5.1 pg/ml, respectively), which corresponds to 0.7X and 1.4X
the human AUC and Cnax exposure, respectively, for a 50 mg
QD dose. The NOAEL for the 38 week dosing pertod

(15 mg/kg/day) is 15X the human mg/kg equivalent dose (based
on 50 kg human) and 5X the human mg/m? equivalent dose for a
50 mg QD dose. The NOAEL for the 17 week interim
evaluation was also 15 mg/kg/day; thus, there was not a decrease
in the NOAEL from 17 weeks of dosing to 38 weeks of dosing.
Nonclinical evidence for GI toxicity with DTG (including
vomiting, diarrhea and gastric/colonic erosions) did not translate
into significant findings for DTG in double blinded randomized
clinical trials.

Nongclinical evidence for GI toxicity with DTG (including
vomiting, diarrhea and gastric/colonic erosions) did not translate
into significant findings for DTG in double blinded randomized
clinical trials.

Hepatic effects: Hepatocellular single cell necrosis and diffuse

hepatocellular hypertrophy and/or vacuolation occurred in male
monkeys given 1000 mg/kg/day in the 14 day study. Additional
changes included transient ALT increases at =300 mg/kg/day,




increased AST, bilirubin, YGTP and triglycerides at

1000 mg/kg/day, and decreased total cholesterol at

1000 mg/kg/day. The NOAEL was 100 mg/kg/day. Exposure
(end of study, gender mean) at 100 mg/kg/day was 190 fig.h/mL
which corresponds to ~4X above the expected human exposure
for a 50 mg QD dose. In the 38 week monkey toxicity study,
liver findings were restricted to increased AST (2.5X) and
bilirubin (2.8X) in the moribund animal in the 50 mg/kg/day
group (euthanized on Day 55). The findings in the 38 week
study were considered secondary to the moribund condition.
Exposure (end of study, gender mean) at the

NOAEL (15 mg/kg/day) was 39 pg.h/ml which corresponds to
~0.7X the expected human exposure for a 50 mg QD dose. No
treatment-related adverse effects on liver were observed in rats
in studies up to 26 weeks.

Human subjects were carefully monitored for liver effects, and
cumulative data to date suggests an acceptable hepatic safety
profile for DTG similar to that observed for other antiretroviral
anchor drugs.

Renal effects: In the 14 day rat study, there were statistically
significant increases in urine specific gravity in males given

500 mg/kg/day and in females given >50 mg/kg/day. Because
no treatment-related microscopic findings were observed in the
kidneys, the change was not considered toxicologically
significant. In the 4 week rat study there was an increased
incidence of urine protein and increased urine specific gravity in
animals given 1000 mg/kg/day, however, there were no related
changes in blood chemistry or microscopic findings, and none of
these changes occurred in the rat 26 week study at up to

500 mg/kg/day (Day 180 AUC at 500 mg/kg/day =

1558 pg.h/mlL which corresponds to ~29X above the expected
human exposure for a 50 mg QD dose).

Renal tubule dilatation occurred in monkeys given

1000 mg/kg/day in the 14 day study. BUN and creatinine were
increased while serum sodium and chloride were decreased in
these monkeys. In the 38 week monkey toxicity study, renal
findings were restricted to increased BUN (12.5X) and
creatinine (3.7X), and slight kidney dilatation of distal renal
tubules and cellular and hyaline casts in the moribund animal in
the 50 mg/kg/day group (euthanized on Day 55). These findings
(in both the 14 day and 38 week monkey toxicity studies) were
considered secondary to the moribund condition related to GI
toxicity. The NOAEL in the 38 week toxicity study was

15 mg/kg/day. Exposure (end of study, gender mean) at

15 mg/kg/day was 39 pg.h/mL which corresponds to ~0.7X the
expected human exposure for a 50 mg QD dose.

Analyses of adverse events from the Renal Systems Organ Class
in clinical studies do not suggest that DTG has an adverse effect
on renal function. There was a low incidence of renal
impairment or failure, and these events were more likely a
consequence of underlying disease, co-morbid conditions and




concurrent drugs (e.g., tenofovir disoproxil fumarate), and were
not thought to be related to DTG treatment.

Mild elevations of creatinine are expected for DTG. These are
related to a likely benign effect on creatinine secretion with
blockade of the OCT2 receptor, and do not progress on
continued treatment with DTG. A higher incidence of dipstick
proteinuria was noted in efavirenz controlled studies but not in a
raltegravir controlled study. However, quantitative measures of
proteinuria showed no difference between DTG and either
efavirenz or raltegravir based combination antiretroviral therapy.

Bone marrow and lymph node effects: In the 14 day monkey
study, hematologic changes included mild changes in
reticulocyte counts (males given =300 mg/kg/day) and red cell
counts (females given 1000 mg/kg/day) that were statistically
but not biologically significant. In males given 300 mg/kg/day,
mean reticulocyte counts were increased during Week 1 and
were minimally decreased in the absence of an effect on red cell
mass parameters during Week 2. In females given

1000 mg/kg/day, a mild transient decrease in the RBC count
(0.90X control mean in Week 1 and 0.97X control mean in
Week 2) was associated with minimal changes in reticulocyte
counts that included increases in 2 of 3 females during Week 2.
These hematologic changes were not associated with a change in
bone marrow nucleated cell count. There was microscopic
evidence of gelatinous bone marrow and atrophy of the white
pulp in the spleen in monkeys given 1000 mg/kg/day, and a
decrease in the paracortical lymphocytes of the submandibular
and/or mesenteric [ymph nodes in monkeys given

2300 mg/kg/day. The NOAEL was 100 mg/kg/day. Exposure
(end of study, gender mean) at 100 mg/kg/day was 190 pg.h/mL
which corresponds to ~4X above the expected human exposure
for 2 50 mg QD dose.

The hematology changes in the 14 day study were associated
with moribundity, but were also relatively mild (RBC count
~0.91X in Week 1 and 0.88X in Week 4) and were associated
with regenerative responses indicated by the increased
reticulocyte counts in most animals. Importantly, these changes
were not associated with changes in marrow total nucleated cell
counts because the only decrease was observed in one male
given 1000 mg/kg/day who had no change in red cell mass at
any time point but a decrease in total WBC (~0.43X) in Week 2
that associated with a neutrophilic leukocytosis and increased
fibrinogen in that animal. The peripheral regenerative response
(reticulocytosis), combined with the lack of an effect on total
nucleated cell counts in animals with red cell mass effects
indicate the absence of an effect on erythropoiesis in the 14 day
study. The microscopic diagnoses in bone marrow (gelatinous
bone marrow) identified in two females and one male were only
associated with a decreased total nucleated cell count in the
male. Furthermore, this effect was limited to a non-tolerated
dose and was not observed in studies of longer duration.




In the 4 week monkey study, decreased RBCs (0.91X) were
observed in females given 100 mg/kg/day, with no correlating
histopathology findings. The NOAEL was 50 mg/kg/day.
Exposure (end of study, gender mean) at 50 mg/kg/day was

132 pg.h/mL which corresponds to ~2X above the expected
human exposure for a 50 mg QD dose. No treatment-related
adverse effects on bone marrow and lymph nodes were observed
in non-moribund animals in the 9 month monkey toxicity study
at doses <50/30 mg/kg/day.

No treatment-related adverse effects on bone marrow or lymph
nodes were observed in rats in studies up to 26 weeks.

In summary, the hematology changes observed in monkey
toxicity studies are confined to those dose groups that had
evidence of GI illness (including GI atrophy and hemorrhage),
body weight loss and/or anorexia, and are secondary rather than
direct effects of DTG. Bone marrow changes in the most
affected animals are secondary to moribundity as well. The
changes in the affected animals are consistent with
inflammation, blood loss and protein/nutrient deficits caused by
the gastrointestinal effects. There were no consistent
hematology changes at doses below the NOAELSs and there were
no bone marrow effects in any animals, except those with
gastrointestinal effects.

A review of hematology laboratory data from clinical trials
revealed no signal for bone marrow or lymph node toxicity
caused by DTG.

4.3, Genotoxicity:

- Invitro

- In vivo (including an additional
assessment of toxicokinetics)

DTG did not cause gene mutations or chromosomal damage in
two definitive in vitro tests (bacterial mutation assay and mouse
lymphoma L5178Y cell assay), or in an in vivo oral rat
micronucleus test. Therefore, based on these data, DTG does not
pose a genetic toxicity risk to humans.

4.4, Carcinogenicity:

- Long-term studies

- Short-term or medium-term studies
- Additional studies

The carcinogenic potential of DTG 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 were 7.5, 25 or

500 mg/kg/day in CD-1 mice and 2, 10 or 50 mg/kg/day in
Sprague Dawley rats, administered via oral gavage once daily in
a vehicle of 0.5% HPMC and 0.1% Tween 80 (a water control
group was also included). The high dose in each study was
based on saturation of absorption and concern for GI effects
over the course of 2 years. Dose spacing was based on AUC.

DTG was not carcinogenic to mice at doses up to 500 mg/kg/day
or rats at doses up to 50 mg/kg/day following oral administration
for 104 consecutive weeks. In both species, DTG administration
had no effect on survival, there were no treatment-related
clinical signs, and there were no neoplastic or non-neoplastic
findings attributed to DTG.

The NOAEL for non-neoplastic findings after chronic oral
administration was the high dose of 500 mg/kg/day for mice and
50 mg/kg/day for rats. When compared to the expected human




exposure for a 50 mg QD dose, the systemic exposures were
~20X higher for mice and ~17X higher for rats.




4.5. Reproductive and early
embryonic development toxicity:

- Effect on fertility and early
embryonic development

- Embryotoxicity

- Prenatal and postnatal toxicity

- Studies in which the drug is
administered to offspring (immature
animals) and/or the long-term action is
evaluated

Fertility and embryo-fetal development: There were no effects
on fertility or early embryonic development in rats orally
administered DTG at <1000 mg/kg/day in males or females. The
NOAEL was 1000 mg/kg/day, which corresponds to ~33X above
the expected human exposure for a 50 mg QD, based on gender
averaged mean exposures achieved in the 4 week rat toxicity
study.

In a rat whole embryo culture study, no DTG effects were
observed on visceral yolk sac size, embryo size, somite number,
visceral yolk sac morphology or embryo morphology. No adverse
effects on fetal development were observed in pregnant rats
orally administered DTG at <1000 mg/kg/day. The NOAEL for
maternal and fetal toxicity was 1000 mg/kg/day, which
corresponds to ~38X above the expected human exposure for a
50 mg QD dose.

In an embryofetal development study in rabbits, DTG was orally
administered at 40, 200 or 1000 mg/kg/day to pregnant rabbits.
Suppressed body weight gain (13.6% on gestation Day 19),
decreased food consumption (up to 53%) and scant or no
feces/urine associated with the decreased food consumption were
noted in the 1000 mg/kg/day dams. The NOAEL was

200 mg/kg/day for maternal general toxicity (~0.27X the
expected human exposure for a 50 mg QD dose) and

1000 mg/kg/day for maternal reproductive function and
embryofetal development (0.56X the expected human exposure
for a 50 mg QD dose).

In summary, animal data does not indicate direct or indirect
harmful effects with respect to reproductive toxicity when DTG
is used in accordance with dosing information in the product
label.

Pre- and postnatal development: In a pre- and post-natal
development study, DTG was administered to female rats at
doses of 5, 50 or 1000 mg/kg/day from Day 6 of gestation to Day
20 of lactation. Suppressed body weight gain and decreased food
consumption were noted in dams (Fo) in the 1000 mg/kg/day
group during the lactation period, which were associated with
mild decreases in body weights in the offspring in the

1000 mg/kg/day group from pre-weaning until adolescence.
There were no adverse effects on maternal pregnancy, parturition,
lactation or offspring (F\) survival, behavioural or reproductive
function. The NOAEL for maternal reproductive function was
1000 mg/kg/day (~32X above the expected human exposure for a
50 mg QD dose based on exposures achieved in female rats in the
4 week toxicity study). Due to the decreased body weights of the
offspring observed at higher doses, the NOAEL for pre- and post-
natal development of the offspring (F1) was 50 mg/kg/day. At
this dose, the expected human exposure is ~25X above a 50 mg
QD dose (extrapolated from gender mean exposures achieved in




the rat 14 day toxicity study). Based on the fact that effects on
offspring body weights were noted at doses where maternal
toxicity was observed, and the presence of considerable safety
margins expected at the proposed clinical doses, there is minimal
risk for adverse effects on post-natal development in offspring of
mothers receiving DTG.

DTG is excreted in the milk of lactating rats. Following oral
administration (50 mg/kg) to lactating rats on Day 10 post-
partum, total radiocarbon concentrations in milk were up to 2-
fold greater than those in maternal blood. The metabolite profile
of milk indicated that parent DTG represented more than 95% of
the total radiocarbon, consistent with the findings in plasma from
female rats in an earlier study. These data suggest that F;
offspring in the pre- and post-natal toxicity study were exposed to
the drug via the milk. Following oral administration of DTG

(50 mg/kg) to pregnant rats on Day 18 post-conception, DTG-
related material was found, by QWBA analysis, to be widely
distributed to the fetuses over the 24 hour sampling period.
These data indicate that DTG is able to cross the placental
barrier.

Juvenile Toxicity Studies: A juvenile toxicity study in rats was
conducted with DTG at oral doses of 0.5, 2 or 75 mg/kg/day from
Days 4 to 66 post-partum (pp). Two pre-weanling deaths were
considered test article-related at 75 mg/kg/day. Over the pre-
weaning treatment period (Days 4 to 21 pp), mean body weight
gain was decreased (0.86X control mean gain) for males and
females in the 75 mg/kg/day group and the decrease persisted
throughout the entire study for females during the post-weaning
period. There were no test article-related differences among the
groups for the age at which offspring attained physical signs of
sexual maturation (vaginal opening or balano-preputial skinfold
separation). There were no changes considered related to DTG
administration in stage-dependent evaluation of spermatogenesis.
There were no test article-related effects on T-cell-dependent
antibody response (TDAR) measured on Day 67, and no effects
on lymphocyte subsets (T-cells, both CD4 and CD8 subsets, and
B-cells) and CD4 or CD8 T-cell receptor VP usage in peripheral
blood. Therefore, the NOAEL in juvenile rats was 2 mg/kg/day
(Day 32 pp gender mean AUCo.24 = 90 pg.h/mL and Crax =

7.6 ug/mL).

4.6. Local tolerability

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

4,7, Additional toxicity studies:

- Antigenicity (antibody production)

- Immunotoxicity

- Investigation of mechanisms of action
- Drug dependence

- Toxicity of metabolites

Immunotoxicity assessment in adults: Because the intended
patient population is HIV-infected patients, a T-cell-dependent
antibody response (TDAR) study was conducted in rats to
evaluate immunotoxicity potential. Oral administration of DTG
at doses up to 1000 mg/kg/day for 1 month had no effect on




- Toxicity of impurities
- Other

keyhole limpet hemocyanin (KLH) antibody titers in rats, thereby
demonstrating no immunosuppressive effect of DTG on a TDAR
{exposure ~33X above the expected human exposure for a 50 mg
QD dose based on exposures achieved in the rat 4 week toxicity
study). Furthermore, there were no signs of immunotoxicity
from general toxicology study findings or clinical safety data.
Therefore, there is a negligible risk of immunotoxicity potential
to adult patient populations treated with DTG.

Immunotoxicity assessment in juveniles: A concern for
immunotoxicity potential was theorized for juveniles based on a
publication demonstrating that two HIV integrase inhibitor
compounds (p8 [SCITEP] and p10 [1.-708,906]) have activity on
recombination activating gene (RAG1/2) and therefore may
affect T- and B-cell repertoire development. To address the
potential effects of DTG on RAG1/2, immunotoxicity endpoints
(TDAR, immunophenotyping and TCRV usage) were added to
the definitive rat juvenile toxicity study. There were no test
article-related effects on immunologic competence as measured
by TDAR, and no effects on lymphocyte subset counts (T-cells,
both CD4 and CD8 subsets, and B-cells) and CD4 or CD8 T-cell
receptor V[ usage in peripheral blood. Histopathology of
immunologic organs (spleen, thymus, lymph nodes) and
hematology evaluation revealed no effects. The NOAEL for
immunotoxicity endpoints was 75 mg/kg/day. These results
provided a robust nonclinical assessment of potential
developmental immunotoxicologic effects and suggest no
unusual drug-specific risk of developmental immunotoxicity in
juvenile animals.

Phototoxicity: In the absorption spectrum for DTG, the main
peak in the UVA/UVB region is at 258 nm (outside the range of
concern), and there are minor peaks at 309, 321 and 335 nm, with
a tail extension to 395 nm. A whole body autoradiography
(WBA) study in pigmented rats following a single oral
administration of ['*C]-DTG (sodium salt) demonstrated wide
tissue distribution of drug-related material without significant
retention in skin or eyes.

In the Neutral Red Uptake assay using Balb/c 3T3 fibroblasts,
DTG was phototoxic when tested up to the limit of solubility in
primary vehicle (7.93 mg/mlL, the maximum dose formulated in
DMSO). However, in an in vivo study using Long-Evans
pigmented rats, DTG showed no evidence of cutaneous
phototoxicity at doses up to 1000 mg/kg/day for 3 days.

No drug-related toxicity has been identified in the eye or skin
during repeat dose oral toxicity studies of up to 6 months in the
Sprague Dawley rat or 38 weeks in the cynomolgus monkey.
Potential toxic effects on the eye and skin were assessed during
these studies by ophthalmoscopy, macroscopic and microscopic
examination. The Sponsor has conducted an extensive review of

the clinical safety data and concluded that DTG is not phototoxic




in human patients taking therapeutic doses for extended
durations. The extent of exposure of DTG in the combined key
Phase IIb and Phase III clinical studies is equal to approximately
1595.9 patient years. Out of a database of 1572 subjects (ISS
safety population), only 2 subjects (82 and 55), both from the
USA and both from Phase IIb Study ING112276, SPRING-1 who
received DTG, reported photosensitivity as an adverse reaction.
Both of the affected subjects were white males and the reactions
were not thought related to DTG, which was continued in both
cases. The time to onset of 688 days or 107 makes a relationship
to DTG unlikely, especially as the sites were in areas that would
have had exposure to sunlight. There were no reports of
photosensitivity from any subjects treated with DTG in the Phase
ITT program. Therefore, there is minimal risk for phototoxicity
from oral treatment with DTG.

Impurities and excipients: For DTG there are no specified
impurities in the proposed Drug Substance Specification that
exceed the 0.15% w/w ICH qualification threshold.

An assessment of the route of synthesis for dolutegravir has been
conducted to determine whether any impurities might be present
in final drug product which are known or suspected DNA-
reactive mutagens. Clinically, where dolutegravir will be
administered in tablets up to 100 mg/day, there are no impurities
of mutagenic concern present at a level that would exceed the
threshold of toxicological concern (TTC) as defined by the
CHMP guidelines on the limits of genotoxic impurities (i.¢.,
>1.5 ng/day [EMEA CHMP/SWP/5199/02].

5. Conclusions on non-clinical study

Nonclinical studies have demonstrated that dolutegravir has low
nanomolar activity against wild type HIV-1 in a variety of cells
lines, regardless of subtype, and is additive or synergistic when
assayed in combination with other antiretroviral agents. Passage
of various HIV-1 strains and subtypes led to isolation of
mutations with fold-change increases in ICsp of 3.1 (E92Q), 3.2
(G193E), and <4.1 (8153Y or S153F). Comparative
susceptibilities to dolutegravir and RAL were obtained from 60
RAL-resistant site directed HIV-1 mutants and 6 site directed
HIV-2 mutants. Dolutegravir retained activity against a vast
majority of these mutants. Additionally, susceptibilities to
dolutegravir and RAL were determined for over 700 RAL-
resistant clinical isolates, with dolutegravir retaining activity (<10
FC) against >90% of them. To obtain a better understanding of
INI dissociation kinetics and assist in understanding
dolutegravir’s distinct resistance profile and resistance
mechanisms, the dissociation of dolutegravir, RAL, and EVG
from wild type and mutant IN proteins complexed with DNA was
investigated. Dolutegravir demonstrated overall substantially
slower dissociation from IN-DNA complexes tested, including
those with single and double residue IN substitutions.

Secondary and safety pharmacology: DTG was generally
inactive against a panel of enzymes, receptors, ion channels,




transporters, and functional tissue assays and is unlikely to have
any significant off-target pharmacological activity. There were no
findings from safety pharmacology studies that would indicate an
unacceptable risk for oral administration of dolutegravir to
patients in accordance with the proposed indication.

Pharmacokineties: The nonclinical pharmacokinetics of
dolutegravir were similar across the primary species (mouse, rat
and monkey) used for safety pharmacological and toxicological
evaluation. In each species, plasma clearance was low, relative to
liver plasma flow. The nonclinical protein binding of
dolutegravir across species was high (>99%) and not different
from the in vitro and ex vivo assessment in human plasma.
Absorption was rapid and extensive from solution but was
limited by solubility from suspensions and tablet formulations.
The increase in exposure to dolutegravir generally was less than
proportional to the increase in dose in toxicological evaluations.
The absorbed dose was extensively metabolized in each species,
with dolutegravir the predominant drug-related component in
plasma which is also consistent with observations in humans.
DTG was highly permeable and widely distributed to tissues of
the rat, including crossing the placental barrier and secretion into
milk of nursing rats. After an oral dose, dolutegravir was
extensively metabolized, secreted in bile and eliminated in feces.
The major metabolites were an ether glucuronide and a product
of oxidation which was converted to an N-dealkylated product.
In humans, the biotransformation of dolutegravir was mediated
predominantly by UGT1A1 with CYP3A4 contributing to a
lesser extent. No disproportionate human metabolites were
observed and the selection of the species for toxicity testing was
validated. DTG demonstrated weak or no induction potential and
inhibition potential of UGT (UGT1A1 and 2B7) or CYP
(CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6 and 3A4) enzymes
following in vitro incubations. Dolutegravir was a substrate for
efflux transporters (P-gp and BCRP) but due to its high
permeability, absorption is not expected to be affected by efflux
transporter inhibitors. In the clinic dolutegravir inhibited the
renal transporter OCT2 as determined by an increase in exposure
of co-administered metformin, but no notable inhibition of other
transporters was observed. Dolutegravir is contraindicated for
co-administration with the OCT2 substrate dofetilide because of
the potential for toxicity due to higher exposure. Other than
sensitive OCT2 substrates with narrow therapeutic ranges,
inhibition of metabolism or transporters of co-administered drugs
by these aforementioned mechanisms is not expected.

Toxicolegy: The primary finding from repeat dose toxicity
studies with DTG up to 26 wecks in rats and 38 weeks in
monkeys was GI toxicity. In monkeys, the most sensitive
species, GI toxicity was characterized primarily by vomiting,
diarrhea and associated mortality as well as gastrointestinal
lesions, and by gastric lesions in the rat. In both species, these




effects were observed at progressively lower doses with increased
study duration. The GI toxicity is believed to be the result of
local drug administration at the mucosal surface of the gut
following oral dosing, rather than systemic toxicity. The fact that
affected animals had comparable exposures to animals at dose
levels which were not affected is supportive of the conclusion
that the GI toxicity is due to the larger local exposure in the GI
tract in those dose groups. Therefore, mg/kg or mg/m? metrics
are appropriate determinates of safety cover for this toxicity
because it is not based on systemic exposure. The NOAEL for
the 38 week monkey toxicity study (15 mg/kg/day) is 15X and
7.5X the human mg/kg equivalent dose (based on 50 kg human)
and 5X the human mg/m? equivalent dose for a 50 mg QD dose.
GI toxicity in animals did not translate to an increased risk for
clinical adverse events at DTG doses of 50 mg QD.

DTG was not genotoxic in a battery of in vitro tests and an in
vivo rat micronucleus assay and was not carcinogenic in 2 year
rat and mouse carcinogenicity studies.

Dolutegravir had no effects on male or female fertility in rats and
no effect on embryofetal development in pregnant rats or rabbits.
Animal data does not indicate direct or indirect harmful effects
with respect to reproductive toxicity when used in accordance
with dosing information in the product label. ‘
Dolutegravir administration resulted in suppressed body weight
gain and decreased food consumption in a pre- and postnatal
development study in rat dams (F0) receiving 1000 mg/k/g/day.
Decreased body weights were noted in the subsequent generation
(F1) in the 1000 mg/kg group from pre-weaning until
adolescence. The NOAEL for maternal general toxicity (F0) and
pre- and postnatal development of the offspring (F1) was

50 mg/kg/day due to the decreased body weights of the offspring
(~25X above the expected human exposure for a 50 mg QD),
extrapolated from gender mean exposures achieved in the rat 14
day toxicity study). Based on the fact that effects on offspring
body weights were noted at doses where maternal toxicity was
observed, and the presence of considerable exposure margins
expected at the proposed clinical doses, there is minimal risk for
adverse effects on postnatal development in offspring of mothers
receiving dolutegravir.

In a juvenile toxicity study in rats dolutegravir administration
resulted in two preweanling deaths at 75 mg/kg/day. Over the
preweaning treatment period, mean body weight gain was
decreased in this group and the decrease persisted throughout the
entire study for females during the postweaning period. There
were no test article-related differences among the groups for the
age at which offspring attained physical signs of sexual
maturation (vaginal opening or balano-preputial skinfold
separation) and no treatment related changes in stage-dependent
evaluation of spermatogenesis. There were no new target organs




identified in juveniles compared to adults and the NOAEL in
juvenile rats was 2 mg/kg/day. This study supports the clinical
use of dolutegravir in pediatric populations.

DTG was not immunotoxic, as assessed by TDAR, in adult rats at
doses <1000 mg/kg/day. Injuvenile rats, there were no test
article-related effects on TDAR, and no effects on lymphocyte
subsets (T cells, both CD4 and CD8 subsets, and B cells) and
CD4 or CD8 T cell receptor VP usage in peripheral blood.
The safety of dolutegravir has been established in a
comprehensive programme of nonclinical studies and during
extensive clinical usage. The principal treatment-related effect of
DTG was GI toxicity observed in repeat dose toxicity studies in
rats and monkeys. In general, the systemic exposures at the
NOAEL in animal toxicity studies are approximately at parity
than the expected clinical exposures. No data have been
generated and no nonclinical information has come to light over
the last five years that would alter the initial conclusions
regarding the safety of dolutegravir based on nonclinical data, or
the benefit-risk evaluation for dolutegravir tablets when
prescribed under the recommended therapeutic dosage regimen.

The safety of dolutegravir has been established in a
comprehensive programme of nonclinical studies and during
extensive clinical usage. The principal treatment-related effect of
DTG was GI toxicity observed in repeat dose toxicity studies in
rats and monkeys. Data from these nonclinical studies support
the clinical use of DTG for the treatment of HIV-1 in accordance
with the proposed dose regimen. '
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3BIT NPo AOKJIIHIYHI OCTIZKEHH

1. Hazea aikapcokozo 3acoby (3a
Hanenocmi — HoMep
peccmpaninnozo noceiouenis)

Tisikei

I.1. Tun nikapcwvkozo 3acooy,
30 AKUM RPOBOOUIACA ADO
HAAHYEMBCA Peccmpanin

Jlikapcekuii 3acib 3a MOBHUM JIOCKE (ABTOHOMHE JIOCHE)

1.2. Ilpoeedeni oocnidxcenns

X Tak o Hi  sxumo Hi, o0I1pyHTYBaTH

2. Dapmaronozin

2.1. Tlepsunna
dapmakoaunamika

JUist BU3HAUSHHS MeXaHi3My Jiii, IPOTHBIPYCHOT aKTHBHOCTI Ta MOTEHI{ ATy
PO3BUTKY PE3UCTEHTHOCTI JI0 MpenapaTy BHACIIIOK MyTailiii OyJio
MPOBEICHO HU3KY BIPYCOIOTIYHUX JOCIIIKEHb in vitro. BiamoigHo 10
ICH M4S Q&A (R4) pe3tome 1HX J0CHI/DKEHDb PEJCTABICHO B PO3/iI
KJTiHIYHOT Bipyconorii. OHaK /Uis 3py4HOCTI pelleH3eHTa HHKYE TAaKOXK
HABOJIUTBCS KOPOTKE PE3IOME OCHOBHHX Pe3yJIbTATIB IHX JOCIIIKEHb:

Mexanism aii: [nterpauis Bipycnoi JIHK B xpomocomy indikoBanux
KJIITHH Xa3siHa € BaXJIMBHM KpPOKOM y 1ukni perutikaitii BIJI ta
NoJermyeThes BipycHuM OikoM iHTerpaszoro. [HTerpauist motpedye J1BOX
MOCITIJOBHUX €TaIiB, fKi 3a/IeXaTh Bijl METAJIB, B UKJIi BIpyCHOI
perutikauii: 3’ -nmpouecuHr i nepeHoc ganmora. Bipycua kJITHK
THIMIKOETHCS IS IHTErpallii B IHTOIUIA3MY 3a JIOTIOMOTOI0
OIOCEPEe/IKOBAHOI0 1HTErpa3ok0 TpUMiHTy 3 -KiHng BipycHoi k/IHK.
InTrepasa sajmiaeThes 38°13aH010 3 KiHsiMu BipycHol k/[HK B
nepeninTerpaniiinux komrexcax (I11K). ITicis syrepuoi Tpanciokanii
IIK, inTerpasa karanizye BcTaBky KinuiB BipycHoi k/IHK B xpomocomu
xaszsina. Jlonmyrerpasip npuruiuye BlJI-interpasy, 38’ s3yo4ncs 3
AKTUBHHMM LEHTPOM (DepMEeHTY 1HTerpaszu Ta OJIOKYIOUH eTar iHTerpaii
perpogipycuoi JIHK, sikuii € ocnoBHEM Jutst nukity perutikamii BIJL

IporusipycHa akTHBHICTS in Vitro Ta moreHuiiina pe3HCTEeHTHICTD:
DTG mae vu3bky aktuBHicts (nM) npotu BlJI-1 aukoro tuny i BUUI-2 y
PI3HMX KJIITHHHHX JiHIAX, He3anexHo Big niaruny. DTG mae HezHauHy
AKTHBHICTB NPOTH BipyciB, He noB’a3anux i3 BIJI, nemonctpyioun
HaiiBuIy npotusipycHy aktuBHicTE npotu BI'C. V npucytnocri
CHPOBATKH KPOBI JIFOJIMHH CIIOCTEPIracThes 301IbIIEHHS KOHIIEH TPl
DTG npubnuzno y 75 pasis, o 6;10Kye KINTHHHI GYHKIIT HATOJIOBHHY
(ICsp). Ilix wac ananizy 6yno 3pobieHo BUCHOBOK 11po Te, mio DTG mae
anuTUBHY ab0 CHHEpriuHy A0 y MOEIHAHHI 3 IHIITUMH
AHTHPETPOBIPYCHHMH NperapaTamMu.

ITporsirom 112-nennoro nacaxy mramy BIJI-1 I1IB y npucytnocti DTG
Oy BUSIBIICHI BIPYCH 3 MAKCHMAJILHUAM 30ibIIeHHAM Y 4,1 pa3a KijabKocTi
myTanii mpu [Cso npenapary Ta 3 3aminamu y no3uiisx resa S153Y abo
S153F y noniMopduux caiirax interpasu. Ilacax mramy NL432 BIJI-1
JUKOro Tumy B npucyTHocTi 6,4 HM DTG npu3BoauB 10 cenexitii 3aMiHu
E92Q (KI=3,1) Ta G193E (KI=3,2) B obnacTi inTerpasu cranom Ha JleHn
56. Ilacax mramy NL432 BlJI-1 3 RAL-pe3ucTeHTHEMH MyTallisMH




Q148H, Q148K abo Q148R npu3roaMB [0 cenekIii JOAaTKOBHX MyTalliif
ta 36insmenns KI DTG. Tlacax miaTunie B ta A/G BIJI-1 y xnitunax
TZM-bl upsr3sogue ao cexexuii mytauiit G118R (KI=10) and R263K
(KI=1,5) y reui inTerpasmu.

PesynsTaTi IMoz0 NopiBHIEHOT HyTANBOCTI Ko DTG i RAL 6ynun
oTpeMaHi 3 BukopuctaaaM 60 BIJI-1 MyTanTHUX 130JIATIB, PE3HCTEHTHHX
o RAL, i 6 BIJI-2 myranTHux caliT-cipsamosanex izonsarie. DTG 36epir
AKTHBHICTE IIPOTH IlepeBaxkHO] OinpmocTi nux MytanTiB. Kpim Toro,
yyTinusicTs A0 DTG i RAL BusHawanacs as 6inem Hixk 700 RAL-
PE3UCTEHTHHX KJIiHIYHUX i30M4TIB 3 AKTHBHICTIO, 1[0 30epiracthes no DTG
(KI<10) y >90 % 3 Hux.

Jing xpaimoro po3yMiHHA KiHeTHkM Jayconianii INI 6yna BupgeHa
nucouiauis DTG, RAL ta EVG 3 6inkiB AHKOrO THIY Ta MyTaHTHHX OGiIKiB
inTerpasy, 38’a3anol 3 JITHK. DTG nponeMoHCTpyBaB IIOBLIBHIIITY
Jucoliariio 3 ycix gocnimxypanux komiuekcis IH-JTHK, Bxiouno 3
KOMIUTEKCaMH 3 OJTHHM Ta ABOMa 3aMilICHHAMH 3alHILKIB iHTerpasi.

2.2. Bropuuna
dapmaxkoanianika

DTG (y xonuentpauinx zo 10 MxM) nocniiukyBsans B yMoBax in vitro
11010 pi3HUX OiNkiB, 30kpeMa 16 (epMEHTHHX aHaNi3iB Ta 65 AILTHOK

3B’ A3yBaHHA 3 Pi310MOriyHUMH pellerrTopaMu Ta ioHHUMH KaHanamu. DTG
npu koHuernTpanii 10 MkM He cyTTeBO BILIMBaB (BH3HA4YaeThCS AK 250 %)
y 80 3 81 in-vitro ananizis. €xunrnM edexrom iHribyranus pumie 50 %
OyJo iHribypanns Ha 64% 3B’A3yBaHHA 3 PELENTOPOM MENAHOKOPTHHY
(MC4). IuriGypanns ope koHueHTpanii 10 MxM npubausso B 100 pazis
BHINE 33 KIiHIYHHHA NoKa3HAK Cmax BUIBHOTO He3B s13aHoro DTG npu
BBeJieHHI npenapaty B 1031 50 Mr 1 p/Il [Cmax = 3,7 Mxr/Mn (~8,8 MxM),
DTG 3p’sa3yeThea 3 Olikamu Ha ~99 %, To0TO, KOHIIEHTpALiL BIIBHOTO
He3s’ azagoro DTG cranosuts 0,037 Mmrr/mi (0,088 MxM). ¥V
JIOJATKOBOMY JOCIHiIKEHHI, IPOBEACHOMY JUIS OLIIHKY 3JJaTHOCTL
JONyTerpaBipy 3B’ A3yBaTH penentopy Menanokopraay MC1, MC3, MC4
ta MC5, 6yt oTpuMani nofidui pesyasraTy 31 3Ha4eHHAMHE [Cs0 B -
nmianasoni Bifg 5,31 mo 56,1 MkM 3 ycima MexxaMu excrrozunii >60 pasis.

VY nocnimxennsax TokcuuHocTi DTG abo xiniyaux focnimxenHax DTG ne
Oys10 OTpHMAaHO JaHKX IIOAQ aroHI3My UM aHTAroHI3My IIOJO PEUeIrTopa
MC4R. 3Ha4HOTO BIUIHBY Ha Macy Tina y 3uopoBux ado BlJI-iH¢ikoBaHuX
nanienTis, axi orpuMysanu DTG, noci e cioctepiranocs. Li nani pazom
BKa3yIOTh Ha BiICYTHICTH SBHOT OioJIoriyHol akTHBHOCTI INOJO PeLEeNnTopiB
MEJIAHOKOPTHHY.

2.3, ®apmaxonoriuni
JocIKe s De3meunocTi

Heiiponoeeainkosa Ta jieredesa Gesnexa: JXogHHX NOB’A3aHKX 3
JiKyBaHHAM MMOBEAIHKOBHX ab0 BUpaXeHHX (hapMaKoNOrivHUX eexTiB He
Bi3HAYAIOCH ¥ CAMIIIB IYPIB, 10 3HAXOAUINCS Y CBIIOMOCTI, IIpH
BBEICHHI npenapaty B fo3ax <500 mr/xr (6yna gocnigkena HalBHINA
no3a). Y 14-mernomy nocmimkessi TokcuaHocTi (87,1 Mxr/mi),
IIPOBEICHOMY Ha IMypax, IPYHTYIOUHCH Ha eKcTpanoisnii nadux 3 Jaa 1
BINIMBY, OYN0 3p00NeHo BUCHOBOK IIPO T€, IO CHCTEMHA €KCIIO3HLIIs
npenaparty B 103i 500 Mr/kr riepesuinye B ~24 pasu odikyBaHy €KCIIO3HLiIO
y moauHE NPpH Crax HOIyTErpaBipy, 110 BBOAUTHES B 1031 50 Mr 1 p/n,
BINIIOBITHO.

Ilepopansni pasosi mo3u DTG <500 Mr/kr He BrMBainH Ha ¢GyHKIIOHANBHI
IIapaMeTPH pecliipaTOpHOTO TPAKTY Y CaMIliB IypiB IPOTAroM yChOro
MOHITOPHHAT'Y, TPHBAIICTE SKOTO CKIIaNa 6 FOIHH Iicjas fo3yBaHHA. ¥ 14-
JeHHOMY gociimkeHni TokcaarocTi (1360 Mxr.rog/mi), npoBesieHOMy Ha
Imypax, [pyHTYIOUHCE Ha eKcTpanonsnil zauux 3 [[as 1 BinuBy, Oymo
3po0JIEH0 BUCHOBOK IIPO T€, L0 CHCTEMHA eKCIIO3UILis Ipenapary B 403i




500 Mr/kr nepeBHIyE B ~25 paziB 04iKyBaHy €KCIIO3HLIIO Y JIOZUHH MIPH
AUCp.24 DTG, w10 BeopuTees B no3i 50 mr 1 p/x (53,6 Mxr.ron/min).

besneka 3acTocyBaHHS JiKapebKOro 3acofy JAaA cepreBo-cy uARol
cucrema: Y caMuiB Makak DTG, mo BROARTECS IEpOpaNBEHO B Pa30BHX
nozax g0 1000 mr/kr (Cpax = 20,1 Mxr/ma, AUCp.24 = 259 Mxr.roa/Mmn), He
BINIMBAB Ha [IOKA3HAKM apTEPIambHOTO THCKY, YaCTOTY CEepIieBOTO PHTMY
abo enexrpokapaiorpadiuni (EKI") mapameTpH mij yac mpoBeAeHHA
MOHITOPHHTY NPOTATOM 24 TOMMH IIicis BBEeIEHHS npenapary IpH Cmax fKa
Oyna B ~5 pazis BHIIE 32 0UiKyBaHY ¥ MOAUHEH Crax DTG, 1m0 BBOIUTHECS B
zmo3i 50 mr 1 p/n. Kpim Toro, npenapar He YHHUB JKOJIHOTO BILTHBY,

IIOR’ I3aHOTO 3 JIiKyBaHHAM, Ha mapamerpr EKT', BuMipsni min gac
[POBENEHHA JOCIKEHb TOKCHYHOI Ail penapary IpH 6araropasoBoMy
BBeJIeHH] MakakaM y go3ax <1000 mr/kr/mno0y nporaromM 38 THXHIB.

Byno BuBueHO BIUIKE cepii koHnenTpaniit DTG (8,38 mxr/mi) Ha
CIITOBHI CTPYM y KaHanax, UI0 KOAYIOThCS TeHOM Kali€BUX KaHAIiB
monunu (hERG). Tloxazauk ICse He Moxe OyTH BU3HAUEHUH, OCKITBEKH
IIpH MaKkcuManbHil koHnenTpartii 20 MxM BinOyBaeThea MPUTHIYeHHS
crniyoBoro crpymy B hERG kananax sume uva 16,1 %. Koruesrpartis
mpemnapary, o BBOIUTLCA Y Bucokiit no3i (20 MxM abo 8,4 Mxr/mi), Oyna
npubnu3Ho y 227 pasis BULE Cmax HE 3B 32HOTO 3 OIIKaMH ILTa3MH KPOBI
Ipernapary, sika 6y/a oTpuMaHa Ha TJi BBEICHHA JOAyTerpapipy y mo3i

50 mr 1 p/n (3Baxkarogu Ha Te, 1o npenapat Ha 99 % 3B’ a3yeThes 3
Oinkamu, KoHIEHTpalisa cranosmia 0,037 MKI/MII IIpH BBEACHHI Ipenapary
B 1031 50 mr 1 p/n).

Y dapmaxomorigHux JociimkxeHHsx 6e3nednocti He Oy JaHKuX, 100
BKa3yBalll Ha HENPHAHATHUN pH3KK epopankHoro BBeneHHs DTG
MarieHTaM BiOMOBIIHO A0 3aNpONOHOBAHOIO NoKazadHs. KpiM Toro,
HayIrepaneBTHYHa KninivHa no3a DTG (250 Mr y Burisami cycuensii, 3a
SKO1 JOCAraeThes Ais B ~3 pasu BULIE, Hix npu 4031 50 mr 1 p/n), xobpe
IiepeHOCHIacyd i He BINIHBAJIA Ha PENOIIAPH3aLlil0 IUIyHOUYKIB CEPIIA.

2.4. apmakoguHamiuni
B3acMonil

Husky in-vitro nocnimxens 6yno nposeneno 3 DTG y kom6inarii 31
CXBAJICHUMH IIpenapataMH Bcix knacip anTH-BlJI-tepamii (manpuxnag,
HYKJIEO3HAHI/HYKIeOTHIH] 1HTi0ITOpH 3BOPOTHOI TpancKkpumraszu [37T],
HeHykneo3uaHi inribitopu 3T Ta iHribiropu mpoteasw), i 6yno nokasaHo,
IO MIpEenapaT y BCiX BUIAAKAX Ma€ afUTHBHY ad0 CHHEPTidHY Jil0.
PesynpTaTi IMX TOCIIPKEHE PO3MIANAIOTECA ¥ MeKax OOTOBOPEHHS
pe3yJIBTATIB, OTPHMAHHAX Y BIPYCOJOTIIHHX JOCHHKEHHIX.

3. Papmaroxinemira

3.1. AnaniTrHani MeTooqHKH TA
3BiTH Moo X Bagigamii

V nmocnipxeHHEsX dapMaKkoKiHETHKH Ta TOKCHIHOCTI KoHUIeHTpanili DTG B
IUTa3Mi KpOBi BEMIPIOBAIH IIicyIs OcapKeHHs O1IKiB MeTOHaMH XipalbHOL
abo axipansHOI pimuHHOI XpomaTtorpadil 3 TAHIEMHOIO Mac-
criekTpoMerpieto (PX/MC/MC). Hdns mociimxeHb TOKCHUHOCTI Ta
KIIHIMHAX JOCIIKEeHD XipalibHi Ta axipalbHi MeTOIH, BUKOPHCTAHI s
aganisy, OyJIH IIOBHICTIO BaiZOBaH] ¥ MeXXaxX KOXKHOIO Jiana3oHy
KaniOpyBanHsa. Yci METOH Ta TpaHUYHI 3HAUEHHS KiJIBKICHOTO
BH3HAYEHHS Bi/ITOBIIa)Id BEUMOraM IIIOJ0 CHEIM(IMHOCTI Ta My TIHBOCT],
mob nixTeepauTy dapmaxokineruyni aHanizu DTG.

Y mociimKeBHsX, y aKuX sukopucrosysamd [*C]-DTG, Bu3navcHHs
pazioakTUBHOCTI OiomorivHuX 3pa3KiB in vitro abo in vivo IpoBOIHUIH
NpPAMHM METOJOM PiIMHHOIO cIMHTHIIHHOro Bu3HaueHHs (LSC) abo




metozoM LSC micns cnamoBanusa 3paszka. s aHanizy 00’ eMHOT
PamioaKTHBHOCTI B TKAHHHAX BUKOPHCTOBYBAIM KUIBKICHY
ayropagiorpadito Besoro Tina. Ilpodimosanus Ta inenTudikaniro
metabomnitiB DTG nposouna 3a gonoMoroo PX-MC". Mertonu snepHoro
MarHiTHOro pe3oHaHcy (FIMP) BEKOpHCTOBYBaTHCA A MINTBEPIKECHHS
CTPYKTYD, HE MIATBEPIKEHHX Mac-CIIEKTPOMETPHYHEMH METOJIAMH.

3.2. BcmokTyBanasA

Hoxniniuna dpapmarokineraka DTG xapakTepH3yeThCs HUSBKUM
INIA3MOBHM KIIIPEHCOM Ta HU3BKHM 0bcsroM posnoginy. Ilpemapat
mBHAKO abcopOyBaBcs 3 BHCOKOIO OI0ZOCTYNHICTIO IIPH IIEPOPaNnbHOMY
3aCTOCYBaHHI y BHTJLSIL PO3UHHY. Y NOCHIJDKEHHSX 3a IIOBTOPHHX
nepopalbHUX BBEJEHb CHCTeMHa ekcnosuuia DTG obmexysanacs
PO3UMHEHHIM ab0 pOIYMHHICTIO, IO IPU3BOAMIO [0 NiABHILEHHS, SIKE
OyJI0 MEHIIUM, Hi’K IpolopuiiHo 36inbmIeHHIO JO3H.

3 ogHokpaTHoI0 J03010: [licnsa ogHOPa3OBOro BHY TPILIHEOBEHHOD
BeeneHHs DTG nponeMOHCTpyBaB HH3BKMIH IIa3MOBHI KiipeHc (<15 %
IEUiHKOBOrO [IOTOKY ILIA3MHK) ¥ LIypa, cobaku Ta Makaku. Husskuit obear
PO3IONIUTY B PIBHOBAXKHOMY CTaHi Biiobpaxae oOMeiKeHe CHIIbHE

3B’ sA3yBaHHA 3 Oinkamu npenapaty. Kinneswuit nepioy HamiBBHBEIEHHS Y
1ypis, cobak Ta MaKak CTaHOBUB 5,2—6,2 TOIHUHH.

V¥ wypiB ta Makak BeMokTyBauHst DTG Hatne 3 nepopalbHOTO PO3UAHY
BiZOYBANOCS MIBUIKO, MIKOBi KOHUEHTpPALIl B IJIa3Mi JOCATATHCA IPOTAIOM
2 roJIMH 3 BHCOKOIO NepopanbHoio OiogocrynHictio (76—87 %). Ilpu
seegenni DTG y surnsai cycnensii 361IbImeHH CHCTEMHOT €KCITO3HNIT
(Cmax Ta AUCp.) Oyo MeHII Hixk mpornopiiine 361 MEINeHHIO D03H.
IMepopansua 6ioaocrynnicrs DTG i3 cycnensii 6yna Huxgoro (fianasoxn
OlogoctymnHocTi Bix 25 % mo 52 %), o Ro3BONSIE IPHITYCTHTH, 11O
BCMOKTYBaHHS 0DOMeXeHe MBHUAKICTIO pO3YHHEHHS 200 DO3UHHHICTIO.
Beenenus DTG 3 Tixero y mypie 3HMKYBAJIO €KCIIO3UIIII0, BOJAHOYAC Y
TIOJeH BIUIMB 1Ki Ha EKCIIO3HINIC He Ma€ KIIHIYHOT 3HAYYIIOCTI.

TokcHKOKIHEeTHKA NIPH BBEACHH]I MOBTOPHHX 03: TOKCHKOKIHETHKA IIpH
BBejIeHH] moBTopHHUX H03 DTG ouiHoBaNacs B Mexax JOCHIKEHD
3aranbsHoOl TOKCHYHOCTI, pelpoyKTHBHOT TOKCHTHOCTI Ta TOKCHYHOI il
Iipenapary Ha HeCTaTeBO3PLINX TBAPHH.

[Tix gyac npoBeieHH QOCHIIKEHb TOKCHYHOCT] IIiC)Is TOBTOPHOTO
NepOpalbHOTO BBEICHHS IIpenapaTy MHIIaM, HEBATITHUM LIypaM,
KpoJukaM Ta Makaxam 30insmenss ciucTeMHO Aii (Crax T2 AUC24) DTG
OyJ10 MEHIIUM, HijK IponopuiiHumM 36iNbIIeHHIO N03W. BinMinHoCTeH
(OimeI HIXC Y 2 pa3H) Y CHCTEMHOMY BILUIHBI IpenapaTy MiX OJHOpa3oBHM
Ta 6araTopa3oBHM BBEACHHAM, HE3AJIEIKHO BiJl cTATyCy BAriTHOCTI 4H CTATI
TBApHH, K MIPABUIIO, HE CIIOCTEPIranocs.

Binemmii cucremuuii sinnue DTG crnioctepiraBes y moToMcTRa Iy piB A0
pinnydenus (Jlens 13 micns nonoris) y HOpiBHAHHI 3 HECTATEBO3PITMMHE
mrypamu y Hens 32 ricis ronoris, Ockineku DTG nepesaskso
MeTaboli3yeThes YpHAHH-TIIIOKY poHo3unTpanchepasoto (UGT) B
oprauiami 1y pis, us BigMiHHICTB BifioGpaxae paHHIO audepeHIiaIbHY
excrnpecito UGT B opragiami nrypie. ¥ HecTaTeBO3pinux NIypis He
CIIOCTEPITaNiocs sRHUX CTATEBHX BiAMIHHOCTEH (OUIBII HIX y 2 pasn) ¥y
CHCTEMHOMY BILITHBI.

3.3. Posnonain

DTG mac Brcoky macuBHy MeMOpaHHY IPOHHKHICTB, BUCOKY 3B’ A3yBaJbHY
3JaTHiCTh 3 OilkamMu Ta Imupokui posnoaur. Y mrypiB DTG npoHukae




yepes IaleHTapHHi 6ap’ep Ta BUAUIIETECS Y MOJIOKO Mif yac (a3n
TMAKTALIL.

3p’s3yBanHs 3 6iKaMH Ta 3B'A30K 3 POPMEHHMH €JIEMEHTAMM KPOBI:
3p’a3ysanns DTG 3 6inkamu in vitro 6yno sucokum (299 %) y Beix
JOCIDKYBaHMX BIJIE (1TypiB, Makak Ta mozeit) i noAibHUM 0 OIIHKH eX-
vivo (>99 %) y mitasmi 3m0poBuX JIoAel. 3B’ 130K MaTepialiB, OB’ A3aHUX
iz DTG, 3 kIiTHHHAMY KOMITOHEHTaMH KpoBi OyB MiHiMabHHH.

EdarokcHRii TpaHCHOPT Ta NPOHUKHICTDL KIITHHHOI 060sioaKkH: In vitro
DTG Oys cyGerpaToM ans epIIIOKCEUX TpaHCIIOPTEPIB p-TIIIKONPOTETHY
(P-gp) y monuAu Ta OiJIKa pe3HCTEHTHOCTI paky MonouHoi 3ano3u (BCRP)
y NMOAUHU. byio BeranorneHo, o DTG Mae BHCOKY nacnBHY MeMOpaHHy
npouuxsicts (333 um/c npu pH 7,4). Abcopbniiina npoHHKHICTE MeMOpar
TaKoX OyJia BHCOKOIO IpH iMiranii KumkoBoro coxy Harme (FaSSIF) npu
pH 7,4 Ta pH 5,5 (npu P7,4(a6c) craHoBUNA 253 HM/C, a npH Ps s[ase] —

265 um/c, BixnoBigHo). Ha nincTasi BU3HAYEHHS PO3YHHHOCT] Ta
npouuksocti DTG Hatpito HanexuTs Do npenapaTy knacy 2 3rigHo 3
BiodhapMauesTununowo cuctemoro wiacubikanii (BCS).

Posnoain y Tkanunax: [licis BBesieHHs nepopanbHOi pa3oBol T03H
[“C]-DTG cnocTepirascsa mupokuit, ane He CHIBHHMN pO3MOILI
PafioaKTHBHOCTI 32 aHAIOIIYHOK CXEMOIO ¥ CaMI[iB YaCTKOBO
MrMEHTOBAHKX KAMIOIIOHHUX Iy piB Jlicrepa Ta BariTHUX IIypiB JMiHi{
Coper-Zloyni. PanioakTHBHICTE ¥ TKaHHHAaX 3a3BHYaH gocsaraia
MaKCHMyMYy depe3 4-6 roIuH Mic/A BBEICHHS NO3H 3 KOHIEHTpaisIMy,
3a3BHYal, MEHITHMY, HIK ¥ kpoBi. KoHLeHTpanisa pafioakTHBHOCTI B
TOJIOBHOMY MO3KY Oyna HH3BKOI0 {~ 2 % Bif KoHIEeHTpaLil
PagioaKTHBHOTO BYIJICILIIO B KPOBI) 4ACTKORO Uepe3 0OMEKEHE 3B’ I3y BaHHS
3 Oinkamu. Yepes 28 HiB micnsg BBeIeHHA cllocTepiranncs BUMIpIOBaHi
KOHIIEHTpaNii pafioakTBHOCTI, IIOB’A3aH1 TINIBKHE 3 KICTKOBOO TKAHHHOIO
Ta MIrMeHTOBAHOK IKipoK. PanioaxTHBEicTh Oyna noB’d3aHa 3
MeJIaHIHOM B YBEAIbHOMY TPaKTi, IO 3HWKYE 32HEIIOKOEHHS MIONO
¢ororoxcrunocti. DTG nponukae vepes manerrapHuit 6ap’ep, ane, Ak
BHSBIJIOCS, HE YMHHUTE HeOaXkaHOTO BIUIHBY Ha PO3BHTOK IJIONA.
PanioakTHBHICTS MIBHAKO BpIBHOBaXCYBajlacs B TKAaHMHAX 1104, IPHEOMY
CIIBBIIHOMEHHS TKAHWH IUI0AA IO KPOBi MI0/a 3a3BHYaH BHIIE, HIK
BiIIIOBiHE CIIiBBITHOIICHHA MATEPHHCHKHX TKAHHH J0 KpPOBI.
Konnentpanii DTG y kicTkoOBOMY MO3KY ILIOZA NEPEBHIILYBaIH
KOHIeHTpauil y kpopi nmmoza.

V mypie iy yac ¢asu naxtanii gepez 10 nuis micns nosnoris
pamioakTuBHicTh Oysa BISBJIEHA B MOJIOLI B KOHIIGHTpAIIisX, IO 3a3BHYail
IIEPEBUINYIOTH KOHIEHTpALiIo B Kpogi, pudyoMy Heaminenni DTG
cTaHOBHB Oinblry yacTHHY (Bif 97% mo 83%) moB’s3aHoro 3 mpenapaTom
marepiany. Lli pesynerati cBinuats npo Bume DTG y notomcTsa 1o
BiJUTy4YeHHS Yepes JIaKTallllo y AOCHiHKeHH] IIpe- Ta IOCTHATANIBHOTO
DO3BHIKY.

3.4, MeTtaboaizm

[TepeBaXXHUM LUPKYIIOIOYHM KOMIIOHEHTOM Y BH/IB TBAPHH Ta Y JOJIEH €
Hesminenuii DTG; ne 6yJio BusBIeHO MeTaOONITIB IIa3MH KPOBI JTIOMHH,
110 CTaHOBIATE > 10% ycBoro NoB’43aHOI0 3 IpenaparoM

Marepiary — IIOpOTrOBHH PiBEHB € MPEAMETOM UL NOAILIIONO PO3TILATY
y pugie TBapuH 3a Hacranopamu I[CH M3 (R2). OcHOBHMM IIIIAXOM
MeTaboIi3My KOXHOTO BUAY TBapHH i JRoauHY Gyna peaxuis KOH'Ioraltii 3
yTBOpeHHsaM ebipy rmokyponimy (M3). Meraboiizm npenaparty Y TBapHH,




SIKI BAKOPHCTOBYIOTHCS IJISl TOKCHKOJIOTTIHHX AOCHII’KEHb, MaE 3HAUEHHS
s otinku 6esnexs DTG amns 3acTocyBaHHA y JEOIMHH.

BioTpancdopmariia B yMoBax in vitro: Meraboniuumit obopor DTG in
vitro 6ye HH3BKHM (<10%), 1110 BKa3ye Ha HUABbKAH BHYTpPIMIHii KiipeHc,
110 BiANOBIZIAE HU3BKOMY ILIA3MOBOMY KllipeHcy. OCHOBHOIO
GioTpancopmaniero, 3aranbHOK IS BCiX BUAIB, OyNa MoKy poHi3anis 3
yTBOpeHHsM edipy riroxyponiny (M3), o Takox crioctepiramocs B
yMOBax in vivo. IHmmi nmommpeHi npoxyKTd MeTaboi3My BKIIOYaITH

koH 1orat rioko3u (M2) ta N-meankinsoranmit mpoxyxt (M1). YTeopeHH:
KOH’IOraTy 3 r'iiyTarionoM ado 1ucreiHoOM BHACTINOK OKUCHOTO
nedTopyBaHHS Ta MIKPOCOMaIIBHOTO 3B’ I3YBaHHA 3 MiKpOCOMaMH NEYiHKH
IIypiB, MAKAK Ta JTIOJHHH CBiAIHTE PO YTBOPEHHS eNeKTpodibHOr0
MeTaboIiYHOTO MPOMIKHOTO MPOAYKTY BHACIIAOK 010aKTHBAII] in vitro.
Onnax in vivo y MuIneH, mypi, Makak Ta jiroxe Ii npoaykTH
MeTaboNi3My CTAaHOBHIIH JIKINE HEBENTUKY YacTUHY MeTaboNiYHoro
KIIipeHey.

ITicnst inxy6anii DTG 3 kpiokoHCepBOBaHHMH I'€IAaTOLUTAMH LIYDA,
cobaky, MaKaKy Ta JIOJHHH in vitro He BinOyJocs moMiTHOTO
MeTaboniynoro nepersopeHHs DTG y 6yap-axuii 3 10ro MOXIMBHX
CTEpEoi3oMEPIB.

B ymoBax in vivo: ITicns Bemoxtysarms [M*C]-DTG, ymosax in vivo
Bim0yBaBcs Horo inTeHCHBHHE MeTaboJi3M y caMIliB Ta caMHLIb MHIIEH,
mypie Ta Makak, Meraboniyui npodini y BuaiB TRapuH OyiIH cxoxi 3a
KIZILKICHUMHE ITapameTpaMy o 11podiniB y mogeit, 3 qocTaTHiM
OXOINICHHAM LHPKYJIFOIOUHX JIFOICHKIX MeTaboiTiB nprHaiMHI B OJHOTO
BHJLy TBapHH.

MeTta6oaiuauii npodine y mrasmi: DTG 6yB nepeBaxHIM KOMIIOHEHTOM
y IIa3Mi KpoBi MHIIEH, My piB, MaKak Ta JIOJeH 3 TIIOKYPOHITOM SK
OCHOBHHM MeTabonitom. MertabomniTn He Oy IpUCYTHI Y mna3Mi IpH
KOHIIEHTpallisX, o nepeBuinyoTh 10% Bix BUXimHOrO Marepiany abo
IIOB’13aHOTO 3 [IpenapaToM Martepiany. Y mozeit Merabonidnmii npodine
DTG y nmnasmi xpori y piBHoBakOMy cTaHi OyB aHanoriaNH 00
MeTaboyiuHoro npodimo ofHOpa3oBoi JO3H, IO BKa3ye Ha Te, 0 JaHi,
OTpUMaHI TiC/IA BBEACHHS OQHOPa30Bo] 103H, € JOCTATHIM IPOrHOCTHYHHM
(hakTopoM mpodiro y piBHOBakHOMY cTali. 3 ornsany Ha kiHeTHKy DTG y
TBApHH, CHCTEMHA eKcro3uilis DTG Ta nmupkymoroui MeTaboniT, BUABIAEH]
y HOKNMIHIYHHEX JOCTiMKeHHIX MeTaboi3zMy, JOCTaTHROKO Mipolo
BimoOpaxae BINIMB Y JOCHimKeHHsIX TokcHuHocTl. Komgmux
HENMpOIopUifHUX MeTabOoMITIB ¥ JIIOAUHH 3a3HAYeHO He OyIro.

Biorpancdopmanis: Ilepepaxxaum nmpoxykrom biotpancdopmanii y
muIeit, urypis Ta nogeit 6ys edip rnrokyponiny (M3). ¥V Makak
MeTaboiT ITIIOKYPOHINY YTBOPIOBABCS MPUOIH3HO y PiBHAX NPONOPLIAX 3
xon’1oraroM rinokosn (M2). 1i kon’roroeani Meraboiitu, M2 Ta M3, He ¢
(hapMaKoJIOriHO AKTUBHMMH, OCKINEKH BOHH IIOPYLTYIOTh 3AATHICTE
JIBOMETANIUHOrO 3B’ 13yBaHHs Kapbamoin-nipuaonosoro Motupy DTG, Tum
CAMUM JIOBHICTIO CKAaCOBYIOUH GYIb-KY TIPOTHBIPYCHY aKTHBHICTb, 1110
BHHHKAE BHACIIJOK 3B’ I3yBaHHA AKTHBHOTO LIEHTPY 3 (hepMEHTOM
inTerpasu. Xoua Lii KOH’orari 0yJHu OCHOBHHMH KOMIOHCHTAMH
IIOB’I33HOTO 3 IPENapaToM MaTepiany y XOBYi BUJIB TBADHH, BOHH He
crocrepiraiucs v kani Teapul abo mopeit. Otike, ni kor’oratu DTG,




iMOBIpHO, JEKOH’IOTYIOTECS ¥ KHIIKIBHUKY epMeHTaMu rocnoaaps abo
baxTepiit micng cekpenii y sxoBui ans nepersopeHus DTG. Y Teapun
MeTabOoITH KAy He IiI/IaBaTuCs KiBKiCHOMY BU3HAYEHHIO, alle Y 3paskax
KaJly MOAUHHU NpoxyKT N-aeankizyeaHas (M1) Ta IpoLyKT OKMCHOTO
JebTopyRaHHS 3 AoAaBaHHAM 1ucTeiny (M13) niggapaBcs KITEKICHOMY
BH3HAYEHHIO Ha piBHi MeHIne Hix 2% J03H.

DTG cTaHOBUE Jiy>Ke HEBEIMKY BIACOTKOBY 9aCTKY IIOB’S3aHOIO 3
IpenapaToM Marepiany y cedi (<0,7%) 1a »xoui (<0,3%) y Mumieii, 1mgypis
Ta Makak abo y cedi ;noneif. OCHOBHUMHE KOMITOHEHTAMH Ceyi Iy piB,
[IPEICTABIEHAMM MEHIIIOIO MipOIO B cedi MuIUeit Ta Makak, OyJIH IpOyKTH
OKMCJICHHS Ha GeH3mIoBoMy Byrieni (M7) Ta Horo riipoisy JI0 IpoIyKTy
N-peankimypanas (M1). 1]i KOMIOHEHTH TaK0K CTAHOBHIH IIOMIiTHI
IponyKTH Yy cedi iomuuu. Ilicns cymyTHBOTO 3actocysands DTG Ta
edasipen3y (cxsaneroro HHI3T) spoposumMu nodporonsusmu 6yno
BizzHaveHo 306inpleHHs riokyporiny DTG (M3) y nopisHaHHI 3
Metaboniueum npodinem DTG, sxuif 3acTOCOBYBaBcd y MOHOTEpaii.

Y Muiei, mypis, MaKax Ta JIOAEH cnocTepiranocs okucHe AedTopyBaHHA
3 JOMABAHHAM I[Ny TaTiOHY ab0 IIMCTETHY, IO BKa3ye Ha yTBOPEHHS
enekTpodiibHOro NPOMIKHOTO IPOAYKTY apeHokcHny. Kpim Muineii, ni
IPOIYKTH CTAHOBHUIH HEBENUKY YacTKy Y 3aTalbHOMY KIIpeHcl.

ITicia noeTopHOro nepopansHoro BeegeHHs DTG npotarom 10 nuis
CaMLM i caMHIISIM HEecTaTeBO3PiMUX IMypiB abo 310poBUM JOOPOBOIBLLM
He Oyno BHABICHO JKOJHHX 03HaK Merabosiudoro neperpopeHHs DTG in
vivo y 6yap-skuit 3 ioro crepeoizomepib. IIoMITHHX AKICHEX
BiAMIHHOCTEH y MeTaboniuHoMy Ipodiii MixK caMIIMHA Ta CAMHIIIMHA
TBApHH HE CTIoCTepiranocs.

3.5. BuBenenus

Exckperis pagi0akTHBHOCTI 3 KAJIOM CKIAIANAC IePEBANKHO 3
HeaMminenoro DTG 1a Oyna mepeBa)XHHM MUIIXOM BHBEISHHS BBEACHOI
paioakTuBHOCTI ¥ Beix Buis, Ilicns nepopansuoro Beenenns [M*C)-DTG
EKCKpellis palioaKkTHBHOCTI 3 CEHeI0 Y JIIoAei Oyia BHINOO (IIpHOIN3HO
32%), Hix y TBapuH (<6%), MO Y3roIPKYEThCS 3 TiIIOTE30I0 IPo OibIn
BUCOKHMH IOPIiI MOJIEKYIsIPHOT MacH IS ceKpellii 3 JKOBUIO ¥ JIOJACH.

Exckpenia BBeneno] palioakTHBHOCTI OyIa NpakTHYHO IIOBHOIO ¥ BCiX
BHIIB Ta BUBOJIHIIACA Y TRAPHH IMIBHJLIE, HiX Y MOAeH, N0 Y3roMKY€ETECA 3
OiNBII TPHBATHM HEPioOM HANIBBHBEEHHS Ta YaCOM TPaH3UTY depes3
IITYHKOBO-KUIIKOBHH TpakT y moje#t. Micle po3TantyBaHHs
pagioakTHBHOI MiTKH Oyno meraboniuHo cTabinpHHM, IIpH HEOMY He OyJio
IIOMITHOI cekBecTpalil abo xoBanenTHoro 3B’ a3yBanns DTG 3 mia3Molo
a00 excKpeMeHTaMH, BHBEIeHHs 3 #OBUIO Y TBAPHH CTAHOBHIIO OLIbIIY
YACTHHY HOTJIHHEHOT 103K T4 OY0 MepeBaXHUM IIIAXOM BUBCACHHS
rmokypoHiny DTG. Orxe, xor’torard DTG ekoH’I0TyIOTECS B
KHIMKIBHAKY TiCNs ceKpelil 3 MOoBto, o 3abe3neyye goctynHicts DTG
JUISL €EHTEPOreNaTHYHOL IIHPKYJISILii.

3.6. PapmakoKineTHIHi
p3aemofil (goxminiuni)

CrenianbHuX JOKTIHIYHHX JOCIiAKEHE HE IPOBOAMIIOCS JUIS OLlIHKH
MOJKJIMBUX B3a€EMOJiH MK JiKapchKHMU 3ac00aMH, AKI MOXYTh OJHOHACHO
3actocoByBaTHCA 3 DTG. Opnax 6yno nposelcHO HH3KY JOCTIIKEHD in
Vitro 14 ONiHKH MeXaHi3MiB Ta MOMCUIHBO] B32EMOJI] MixX JTIKAPCHKHMH
sacobamu Ta DTG, Ta, 32 BUHATKOM 9y TIHBHX CyOCTpaTiB TpaHCIIopTepa
opratiynux karionis (OCT)2 (mampuxnan, noderninin, nincikainin),
JIONTyTEerpasip Ma€ HU3BKY 3MATHICTH CIPHYHHATH B3a€MOJI] 3 IHIMAMM
JKapchKMMH 3aco0aMH Ha 1ifcTasi pe3yisTaTiB in vitro. DTG e




cy6erpatom P-gp tTa BCRP, ane inribyBanHsa IUX TPaHCIOPTEPIB HaBpsa
YH BILTHHE Ha abcopOuiro HonyTerpaBipy KIiHIYHO 3HAYHOKO MipOXo.

Mo:xxauBnii BOJAMB iHIHX JikapcebKnX 3ac06is Ha DTG npu
OHOYACHOMY 3acTOCYBaHHI: B yMoBax in vitro Ta in vivo DTG
nepeBakHo Metabomnizyerscs i3odepmenTom UGT1AL, npu oMy 3HAUHY
y4acTs y #oro Merabojismi Bifirpae i3ogepmenT nuroxpomy P450
(CYP)3A4. Isopepment UGT1A3 1a 1A9 € He3HAYHNMH NUIIXaMH
rmokypoHizanii. Tomy npenapaTs, IKi € CHTEHAMH IHAYKTOpPaMH
i3otepmentis UGT1A1 abo CYP3A4 MOXyTh 3HHXKYBATH KOHIIEHTpAIT
DTG p nnasmi xposi. Xowa, mikapceki 3acobu, gki iHriOyroTh
izopepmentit UGT1A1 i CYP3A4, MOXyTh NIJBHILYBATH KOHIEHTpanii
DTG e nnasmi kpoBi, alie 3a pe3yJibTaTaMy KiliHi4HOT0 MOCHiIKeHHS
mikapcbkof B3aeMoJil 3 aTazanaBipoM, IOTYKHUM iHribiTopoM
isoepmentis UGTIAL 1 CYP3 A4, ne ouikyeThbes, O Oy AB-SIKi
migBHINeRHA KoHueHTpaniit DTG 6yayTs xiiHivHO 3HavynMMe. Xoda
DTG € cybeTparoM Hiis ehIEOKCHHX TPAHCIIOPTEPIB, XKOAHOTO 3HAYHOI'O
BILIUBY Ha (apMmakokineTnky DTG He criocTepiranocs y MOAMHH Iic/s
OHOYACHOTO 3aCTOCYBAaHHS NpErapaTy 3 JTONiHARipOM/PUTOHABIpOM,
inribiropamu edurrokcHux TpancnoptepiB P-gp Ta BCRP. DTG ne 6ys
cyberpaTtoM ans iHribysauus tpancnoptepis, OATP1B1, OATPIB3 Ta
OCT1, Tomy manoiiMoBipHO, 10 iHriGiTopH ab0 TpaHCIOPTEPH BILIMHYTh
Ha posnoxin DTG. L} naui, a Takox MIBHKE BCMOKTYBaHHS IpenapaTy y
JIIONWHH, HU35Ka a00 noMipHa dapMakoKiHeTH Ha BapiabenbHICTh Ta
BHCOKA BIlacHa NPOHUKHICTH BKA3YIOTh Ha HU3BKHUH IIOTEHIIIaN B3aEMOAil
mixapeskux 3acobiB 3 igribitopamu BCRP ta P-gp, 110 Moxe IpH3BecTH 10
KIiHI9HO 3HauyinuX 3Mi# excrosuiii DTG.

Bnaue posyrerpasipy Ha inmi gixapeski 3aco0u npH 0THOYACHOMY
3acTocyBaHHi: B ymoBax in vitro 6yno 3a3naveno, mo DTG we mMae abo
Mae 3Ha9HUi IHAyKTHBHII edeKT Ha nperHaH-X-petentop goguny (PXR)
Ha MPHK CYP1A2, 2B6 abo 3A4 (Bn3HAYAETHCS MIIBUILCHHAM
koHueHTpanii MPHK mozno kxorTpomo y BHTIsAl 0oCHOBH). B yMmoBax in
vitro 6yno moxasaso, mo DTG yunuB He3HauHy iHridylouy airo abo He
YHHHB XOOHHUX iHriOyrounx edekTtis (3HaveHHa [Cso >30 MxM) Ha
Tpancroprepu BCRP, 6inkn-TpancnopTepu coneif XXOBYHUX KUCIOT
(BSEP), bisnky MHOXKUHHOT Nikapchkol pe3ucrenTHOcTi (MRP),
TpaHCIOpTHHI nojinentyy opragiyaux a"ioHiB (OATP) 1B1, OATP1BS3,
OCT1, OCT3, BpiBnoBaXylounii Hyxineosunumil Tpancnoprep (ENT)
miatuny 4 Ta P-gp abo ¢epmentn CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19,
2D6, 3A4, UGT1A1 abo 2B7, neMOHCTPYIOUHM HH3BKY 3/aTHICTh
CIPHYHHATH B3aEMOJIII 3 IHUIHMH JIIKapChKHMH 3acobaMHu ITij gac
MoIyoBaHHs uX cucreM. ['mokyporig DTG (M3) re inriGysas 6inox
MRP2, oTxke, iHribysanns biniapHoro KnipeHcy INIIOKypOHiniB Oinipy6iny
a00 KOH’I0TaTiB IMIOKYPOHITY 3 0IHOYACHO 3aCTOCOBYBAaHHMH
MKapchKUMM IIpenaparaMu He odikyerbesd. In vitro DTG e 3MiHioBaB
TIApalEeTIONPHY MIPOHHKHICTh MapkepHOro cybceTparty Jlionudepy
JKOBTOIO Ta He 3MIHIOBAaB TpPaHCIOPT MeThopMiHy Yepes KTy Caco2 1o
xoHuenTpanii 100 MxM, o go3sonse npunyctuty, o DTG
MaNORMOBIPHO 3MiHHTEL IPOHHUKHICTE LIMX CIIOJIYK Yepe3 NPOCBIT
KHMIOKIBHHKA.

Sk cnabxuit inribitop UGT1A1 DTG Mae noTeHIian NepermKoKaTh
npornecy koH’rorauil 6inmipy06iHy, 110 MOKE CIPAYHHSITH JIETKE IIiABUIIECHHS
piBHJ 3ara’bHOro abo HeKOH IoroBaHoro OinipyObiHy OpH TpUBAIOMY




mixyBauti DTG. Ockinpku 6inipy6in Mae HH3bKY pPO3YHHHICTE i HUBBKY
IIPOHHUKHICTb, BiH lepeHocHTEC B epmenTaTuBHY Ainaaky UGT1Al 3a
Jonomorox TpaHcnoprepa saxomnenus OATP1B1. Ockinsxu DTG mae
BHCOKY TIDOHMKHICTS 1 He 3aJIeXUTh Bifl TPAaHCHOPTY B GepPMEHTATHRHY
IiNgHKY, Oe cupuse mpagkoMy goctyny DTG no UGT1A1l, xoua
crniopianenicTs OutipyOiny o UGT1A1 Bure B nopieasng: 3 DTG.

B ymoBax in vitro DTG inri6ysas OAT1 ta OAT3 npu snauennax ICso
2,12 mxM T1a 1,97 MxM, BiamoBigHO, OMHAK B YMOBaX in vivo 3HAUHI 3MiHH
koHueHTpauii cyderpatie OAT TeHodoBipy abo nmapa-aMiHorinypary y
Ina3Mi KpoBi He criocTepiranucs B gociimxennsx Pasu 1 3a yyactio
310poBHX ao0OpoBonbliB. binku MRP2 ta MRP4 € Tpancnoprepamu
aHiOHIB, fAKi BIAMOBINAIOTE 32 TPAaHCIIOPT aHiOHIB (HanpHuKiIaj, TeHohoBip)
3 HUPKOBHX KaHaNBLIB ¥ cedy, IpH ikoMy MRP4 BucTynae ocHoBHEM
OlIXOM-TpaHcopTepoM y Ipoueci ekckpellii TeHodosipy. DTG ne
inridysas MRP2 i cnado inridysas MRP4 (3Hauenns ICso — 84 MxM), 3
50-KpaTHUM 3MEHIIEHHAM 3HaueHHA Cmax HE3B’A3aHO]1 dpaxmii y
nopiBHSHHI 3 oniHioBanuM 3HaveHHIM Ki. Kpim Toro, monimopduuit 6inox
MRP4, sxnii 3MeHIIyBaB HUPKOBHIL KilipeHe TeHo(oRBIpy Ha 15 %, Takox
IiZBUINYBaB KOHIEHTpalii TeHo(oBIpy B mia3mi kpoBi Ha 32 %, yoro He
CIIOCTEPIraJIocs ¥ HOCHiAMeHH] B3aeMOIil JikapchbKHX 3aco0iB, i yac
axoro ouiHoBam By DTG na ®K renodosipy. Kpim Toro,
diziomoriuno obrpyHTOBaNa thapMaxokineTinyHa Mozens (PBPK)
MexaHizMmy Aif mpenapary Ha diyHkIio HEpok (Simcyp v,12 R1),
po3pobiieHa AJs OLIHKH PiBHOBRXHHX KOHIEHTpanii TeHodoBipy (300 mr
OJ1MH pa3 Ha 100Y), 103BONSLE MPUIYCTHTH, L0 CYITYTHE 3aCTOCYBAHH
DTG y nosi 50 Mr oxuH pa3 Ha Ko0y MOe IPH3BECTH OO MiHIMATSHOTO
3MEHINEHHS] HEPKOBOI'O KIIIpEHCY TeHO(OBIPY 3 HE3HAYHOIO 3MIHOO
BILTHBY TEHOQOBIpY B KJIITHHAX NPOKCHMANLHHX KaHANBIIB HHpoK. Ha
migeransi IUX 00’ eNHaHMX JAHMX KJIHIYHO 3Hady@a B3aemojis DTG ta
TeHO(OBIPY B HUPKOBHX KAHATBINX HE IIPOTHO3YETEC.

B ymogax in vitro DTG inribyras ba3zonaTepansHUiH TPaHCIIOPTED
oprauiuuux KaTioHiB y Hupkax 2 (OCT2) (ICso = 1,9 MxM) Ta anikanbHi
TPAHCIIOPTEPH ¥ HAPKaX, TPAHCIIOPTEP, L0 BHBOIUTE Pi3Hi JIKapChKi
pedoBunH T2 TokeuHd (MATE) 1 (ICs0 = 6,34 MxM) Ta MATE2-K

(ICso = 24,8 MxM), sikuit 3abe3nedye OCHOBY MeXaHi3My HEIIATOIIOTIYHOTO
HE3HAYHOI'O MMiIBHINECHHA PIBHIB KPEATHHIHY B CHpPOBaTLi KPORI, 1110
criocTepiranocs y Kiiniyaux gocnigxennsax. Ockinsku DTG inrifye
OCT2 i cnabo iaridye Tinexu OCT1, a OCT1 i OCT2 ozHakoBo
eKCIIPECYIOTECS B IPOKCHMAaNbHUX KQHANBIAX HUPOK LIYPIB, TAKHIl BIUIHB
Ha PiBHI KpeaTHHiHy Y IIYpiB He criocTepirascs. Y KIiHIYHOMY
JochimKenHi likapehkoi B3aemoil 3 meTdopMminom, cyderpary OCT2 ta
MATE]I, DTG 36insiyBas AUC mMerdopminy Ha 79% Tta 145% nicns
npuitoMy 1 p/n ta 2 p/z, BiznosigHo. i gani Bka3yioTs Ha Te, 1O CIIA
OyTH 00epeKHEMH Yepes MOXUIHBY B3a€EMOJIIIO IIKapChKHUX 3acobiB B
ymoBax in vivo, xonu DTG BBOAKRTECA CHINBHO 3 KATIOHHHMH CIIOTYKaMH,
K1 MICTATHCA B JIIKAPCHKHX Mperaparax 3 By3bKHM TEpaneBTHIHUM
NianasoHOM i B AKHX 3HAYHA YACTHHA 1X KIipeHCY 3AIHCHIETHCS TIIISIXOM
cexkpenii OCT?2 B npoxcumansHi kanansili HEpok. DTG npoTunoxasanuit
IS CYIYTHBOTO 3acTocyBaHHg 3 cyocTparamu OCT2, noderniiIoM i
TincikaiHigoM, OCKiINEKH BOHH MaiOTh BY3bKHIl TepaleBTHUHUH Aiana3oH,
32BKH YOMY MOMUIHBHE PO3BHTOK TOKCUYHOCTI IIPH BHMIIH eKCIO3UIil
npenapary. DTG mae HU3bKHIT IOTEHIial BINMBY Ha TPAHCIIOPT
cyberpatiB MATE2-K 3 50-kpataum 3MeHIneHHsIM 3Ha9eHHs Cmax




He3B’ s3anoi ppakuii y nopiBHAHHI 3 OLIHIOBAaHUM 3HadeHHAM K.

Tpaucnopt ¢ouatis: In vitro DTG He inrifysae npoToH-3B’ a3anui
Tpaucnoprep ¢onaris moxruu (PCFT) 1 TpaHcmopTep BiTHOBIEHUX
¢ounaris (RFC), ane DTG npomemonctpyeas 36,0% inriGysauns FoR-
OIIOCEpeAKOBAHOI0 CHAOIMTO3Y (oNieR0l KHCIOTH TIPH KOHIEHTPALi]
npenapary 37,3 MxM, [Ipore inribypanns FRa-onocepenkoBaHoro
eHI0UUTO3Y (HONiEBOT KUCIOTH, 1O CIOCTEepiraeThes, He OYJI0 BH3HAHO
KIHIMHO 3HAYYIHM.

3.7. inni papmakokinernuni
DOCIHIHEHHS

H/3

4, Toxcuroaoziuni 0ocriddicetua

4.1, Toxcuunicrs y pasi
O/THOPA30BOT0 BREAEIHS

Hocnimxenns roctpoi Tokcuunocti DTG nicns nepopambHoOro BBeIeHHs
IIpenapary B pa3oBHX J03aX IIypaM abo MakakaM He IPOBOIMIIN; OJHAK
IOTEHIIHHY roCTpY TOKCHYHICTh OLIHIOBANH B HOCIHiKEHHAX 3
faraTopa3oBUM BBEJEHHAM IpenapaTy pH DOCATHEHH] HaHO1IbII
MOJKNIHBOI CHCTEMHOT €KCIIO3HMILIT, HA MiACTAaBl HACHYEHHS BCMOKTYBaHHA
(urypa) abo HaiiBHIOl A03K (MaKakH), IO NEPEHOCHTRCA, Y 4-THXKHEBOMY
JOCHiKEHH] TOKCHYHOCTI KNIHIYHUX CIIOCTEPEKCHb HebaxaHuX ABUIL
micias BeeaeHHa DTG mypam y nosi <1000 Mr/kr/no0y He Bigsnaganocs. Y
14-pgennoMy mocligKeHHi TokcHYHocTi Ha Makakax DTG y mozax

2300 Mr/kr/noby He niepeHoCHBCs TBApHHAMH, OCKINBKH IIpenapaT
COPHYUHSB TSKKY HENEPEHOCHMICTD 3 GOKY LINUTYHKOBO-KHLIKOBOI'O TPAKTY
3 ITOJANBIIHMY YCKJIATHEHHAMH Ta CMEPTENIbHUMH HaclliAKaMH.

VY mocnimxeHH] TOKCHYHOT /il pa3oBHX J032, IpOBeJeHHX Ha coDakax,
npemnapar BBoAMIK B no3ax 10 500 mr/xr. DTG npu BBeAeHHI B Bo3aX
>150 MI/Kr HE NEPEeHOCHBCS TBAPHHAMH T2 CIPHYHHAB OIIKOBaHHAL.

4.2. ToxcH4HicTD ¥ pasi
MOBTOPHHX BBeleHb

ToxcuunicTh micns HaraTopazoBoro mepopansHoro BeeaeHHs 103 DTG
yepe3 30H OLIHIOBANH Y INYPIB Ta MaKaK y JOCIIIKEHHAX TPHBAIICTIO J0
26 Ta 38 TIKHIB, BIITOBIHO.

OcHoeHi edexTH, cripyunHeHi 3acTocyBanism DTG y mypiB Ta Makak,
OyJIn OB’ s13aHi 3 TOKCAYHICTIO 3 HOKY IITYHKORO-KHIIKOBOTO TPAaKTY.
NOAEL y 26-TH>XHEBOMY AOCTiXeHHI TOKCHIHOCT] Y ITypiB cTAaHOBUIIA
50 mr/xr/no6y (Ha 180 menn cepenne sHaveHHA Cmax 3 ypaxyBaHHIM CTaTi
= 47 mxr/mn, AUCo24 = 765 mMxr.rog/mi). [Ipu NOAEL cucremua
€KCIIO3HIis IIpenapary ~ B 14 pa3is nepeBuInye o4iKyBaRy eKCIIOZHIIO Y
JTIOJIVIHH TIPK BBeJleHH] npenapaty y nosi 50 mr 1 p/a. NOAEL y 38-
THIKHEBOMY JOCJIKeHHI TOKCHYHOCTI ¥ MaKkak cTaHoBmia 15 mMr/xr/moly
(ua 270 mens cepente 3HaueHHS Cimax 3 YpaxyBaHHsAM cTati = 5,1 MKr/M,
AUCq24 = 39 mxr.roa/mn). Ilpu NOAEL cucremna excriozuuis (AUC)
npenapary Binnosimae ~0,7 pasa odixyBaHoI eKCIIO3HIUT y JIONNHH NIPH
peJleHHi penapary B 103i 50 Mr 1 p/g. OpHak, cnif 3a3HavHTH, 10 Y
Makak inTepsan excrosunii npy NOAEL 6yB mupinnM y nopiBHAHHI 3
TaKHM y NIepepaxyHKy Ha MI/m>.

3axXBOPIOBAHICTS T4 CMEPTHICTS, OB’ A3aHi 3 IIpenapaToM, CIIOCTepirantnucs
y Maxax micig Beegenns DTG y nosax 250 mr/xr/mno6y. Ilpn BBeneHHI IHX
J103 OyJI0 BHABIICHO sIBYIIA 3 OOKY IMUTYHKORO-KHIIKOBOI'G TPAKTY
(Gmosauus, giapes). BTpaTa Macu Tifla Ta 3aXBOpPIOBAHICTE/CMEPTHICTD
Tmicis MicIeBOro 3acTOCyBaHHA npenapary Oynu BU3HaHI BTOPHHHUMH IT0
BiIHOIEHHIO 1O 3HAYHOrO 3HEBOJHEHHS, OB’ I38HOTO 3 HENEPEHOCHMICTIO
3 6OKY IUIYHKOBO-KHIIIKOBOI'O TPAKTY, i HE € NMPOABaMH CHCTEMHO]
"TOKCUYHOCTI.




CmepTHicTH/3aXBOPIOBAHICTD, OB’ A3aHi 3 JiKyBaHHsaM: Y 14-neHHOMY
TOOCIIZKEHH] OJ(HA CAMHIT MaKaku, ska orpuMysana 1000 mr/xkr/noby,
noMepJia Ha 13-it neHs micns moaeHHoro OmosaHHA Ta fiapei. Ctan niel
TBapPHHH [IOTipIIYBaBCA IPOTATOM YCBOTO EPiOny H03YBAHHA i
aroHaNbLHHN cTaH OyB po3liHeHHH K 00yYMOBNCHHH Ai€I0 HA TpaBHHH
TpakT (ONIOBaHHS, Jiapes, BUpa3ka B TOBCTIH KHIMII) Ta CIPAYHHEH] 1AM
3HAYHUMH 3MiHaMH elleKTponiTiB kpoBl. CHcremua excrozunis (AUCo.24)
y uiel Teapunu y Iens 1 crasoeuna 277 mMxr.rog/mn. CepenHe 3HaUeHHS
eKCIIO3HLIT 3 ypaxyBaHHsaM cTaTi y denn 14 (AUCq.24) npu no3i

1000 mr/kr/no6y cranosuno 360 Mkr.rog/mi, mo y 7 pasis mepeBUIIye
OUiKyBaHY EKCIIO3HILIO0 Y JIOAWHH NPH BBEACHHI npenapary B 103i 50 Mr
1 p/n.

Y 38-THKHEBOMY JOCTI/DKEHH] TOKCHYHOCTI Ha MaKaKax J[Ba caMIli y IpyImi
3 BECOKOI0 103010 (50 Mr/kr/noby) nomepnu abo Oynu nignaHi epTaHasii Ha
59/55 neHp nicns NoABM 03HAK HENEpPeHOCHMOCTI 3 OOKY IIUTYHKOBO-
KHIUKOBOTO TPAKTY, fAKi CKJiananucs 3 tiapei Ta OmoBaHHs, a TAKOK
IoAaNbINoi BTpaTH MacH Tina,

EdexTn 3 60Ky MUIYHKOBO-KHIIKOBOI0 TPAKTY: OCHOBHEMH
pe3yJpTaTaMH JOCIIIPKEHE TOKCHYHOCTI IIPH IIOBTOPHOMY BBelieHHI DTG
IpOTAroM 26 THKHIB ¥ LIypiB Ta 38 TUXKHIB y Makak OyJa TOKCHYHICTE 3
DoKXy IUTYHKOBQ-KUIIKOBOrO TpakTy. Y MaKak, Hailbinein 4y TauBoro
BANY, TOKCHYHICTH 3 60ky HIKT xapaxTepusyBanacs nepeBakHO
OIMIOBaHHSM, JIlapecto Ta OB’ A3aHOI0 3 HUIMH CMEPTHICTIO, 8 TaK0XK
YP@KEHHAMH ILTYHKOBO-KHINKOBOTO TPAKTY, & ¥ N{yPiB — ypakeHHAMHE
HITyHKa. Y 000X BHAIB Li eheKTH cnocTepiranucs py 103ax, o
IOCTYIIOBO 3HMIKYIOTBCH, 31 30UIBIIEHHAM TPHBAIOCTI JOCIIIKCHHA,
BakaeTbes, mo ToxkcuuHicTs 3 6oxy IIIKT € pesynsraTom MicneBoro
BBEJIEHHA IIpellapaTy Ha IIOBEPXHi CIH30B0T OOOJOHKA KUIITKIBHUKA IIiCIS
IIEPOPAIIBHOrO IIPUHOMY, a He cHcTeMHO! TOKCHIHOCTI. JlaHi cTOoCOBHO
TOTO, 1110 B YPaXXEHUX TBapHH OyJIM CIIBCTaBHI PiBHI €KCIIO3MMII 3
TBAPHHAMM TIPY PiBHAX NI03, 3a IKUX TBAPHHHA HE [IOCTPaXKAAIH,
HiATBEP/PKYHOTHh BACHOBOK, MO TOKCHYHICTE 3 60Ky 1IIKT 3ymoBneHa
cuabpHimmM MicueBuM BueoM Y IIIKT y mux rpynax gosyBanus. Tomy
IOKAa3HUKH MI/KT 260 MI/M? € BiIHOBIHKHMH [IOKa3HUKaMH Ge3NeKH s
11ie1 TOKCHYHOCTI, OCKIJTBKY BOHA HE IPYHTYETHCA Ha CHCTEMHIH
excrmoauii. JocnimkeHHd moapasHeHHs WKIpH Ta O4eH Y KpOJIMKIB
moxasany, mo DTG € cnabxum noxpasHUKoM, a ToKCHUHICTE 3 Goxy LIIKT
Moxe 6yTH KacoBUM eekToM iHribiTopiB iHTErpasH, OCKiNbKH
pajrrerpasip (3apeecTpoBanuit iIHTIOITOP IHTErpa3y) CIPUYHHSB
noapasHerHs cnu3oBoi obononku IIKT y rpusysis.

V 1mypiB y 4-TH3XHEBOMY JOCTIIDKEHH] TOKCHYHOCTI IIPH 1031

1000 Mr/xr/mofy crocTepiranucs KpOBOBHIIHBH Y BIIACHIH ITACTHHII
cnu30Boi 060m0HKH, sxi 6ynia 000poTHI mics 4-THXKHEBOTO nepiody
signoenenns. NOAEL cranosuna 100 mMr/kr/noby. 3HadeHHs excro3unii
(Ha MOMEHT 3aBepIIeHH TOCHiIKEHHS, 3 ypaXyBaHHAM CTATi) IpX A03i
100 mr/xr/moby craHoBHIO 752 MKI.rojymi, wo y 14 pasis nepeBuulye
OuiKyBaHy eKCIIO3HII0 ¥ JIOAHHE NP BBENEHH] npenapary B 503t 50 Mr
1 p/m. NOAEL (100 mr/xr/no6y) ctanosuts 100X exBiBaneHTHY n03Y M1
TIOAMHY B MI/KT (3 po3paxyHKy 50 kr MacH Tina moaunx) Ta ~18X
eKBIBATIEHTHY O3y JJIs JIOJHHH B Mr/M? 19 KaiHigHOT Ho31 rpenapary
50 mr 1 p/n. 'V 26-TiKHEBOMY JOCILIKEHHI TOKCHYHOCTI Ha Iy pax




KPOBOBHIIHBHY Y CHH30Bi# 060JO0HII 3aJI03ACTOTO LUTYHKA CrioOcTepirandcs
B OJTHOTO CaMIIsl HAIIpHKIHII 17-THXHEBOTO Ta B OJHOTO CaMIls HANPHKIHITI
26-TMKHEBOIO TIepioNy BBeJeHHS mpenapary B rpyni 500 mr/xr/noby.
Hanpukinii 4-THXHEBOTO ITEPiOY BiJHOBIEHHS XOIHUX HETATHRHUX
mmposiBiB He crocTepiranoca. NOAEL cranosuna 50 mr/kr/moby.
3Ha"eHHd eKCHO3HII] (Ha MOMEHT 3aBEpIICHHA NOCIIDKEHHS, 3
YpaxyBaHHAM CTaTi) IpH 1031 S0 Mr/kr/no0y cTaHOBHIO 765 MKI.TOI/MII,
o y 14 pazie nepeBHInye O4iKyBaHy €KCIIO3MIIK Y JIOAAHY IPH BBEJICHHI
npenapary B 103i 50 mr 1 p/n. NOAEL (50 mr/kr/noby) cranoruts 50X
€KBiBaJEHTHY JIO3Y N4 JIOJUHU B MIVKT (3 po3paxyHKy 50 kr Macu Tina
moMHEK) Ta 9X eKBiBaNeATHY 03y I JIOAMHEY B MI/M> U KITHIYHOT
no3u npenapary S50 mr 1 p/z.

[TogpasHeHHs MUTyHKOBO-KHIIKOBOTO TPAKTY, IO CKIanaeTbes 3 arpodii
eMITENIIO Ta KPOBOBHIIWBY CIIH30BOI 0GOJIOHKH Y ILTYHKY Ta HHDKHIX
Bimainax IIIKT (cninma kuinka, TOBCTa KHIIKA Ta/abo NpsMa KUIIkKa), 0yo
Bil3HAYEHO ¥ MaKak, fKi OTpHMYyBalH Npenapar y Xo3i 2300 Mr/kr/noby y
14-genromy pocnimienHi TokcnuHoceti. NOAEL craHoBHna

100 mMr/kr/zo6y. 3HaveHHA €KCIO3HUIT (Ha MOMEHT 3aBepLIEHHS
IOOCITIJDKEHHA, 3 YpaxyBaHHAM craTi) npu xo3i 100 Mr/kr/noby craHoBHIO
190 Mxr.rog/mi, mo y 4 pasu NepeBHILY € O4iKyBaHy eKCIO3UIIIo ¥
JIOMHHM IIPH BBEJECHHI npenapary B 1o3i 50 mr 1 p/u. NOAEL

(100 Mr/xr/mo6y) cranoputs 100X exBiBanedTHY A03Y IV JTIOAMHH B MIYKD
(3 po3paxysky 50 kr macu Tina JmoanHK) Ta 35X eKBIBaNEHTHY 103y AN
JTFOMMHY B MI/M? I7s KiiHiuHOi mo3u npenapary 50 mr 1 p/a.

Y 4-THXHEBOMY AOCIiIKeHHI TOKCHIHOCTI Ha MaKaKax IicTONAaTOIOrigHI
amigy IIIKT einOyearmces npu xo3i 100 Mr/xr/no0y Ta mondramu y
He3HauHii 3ananpHiil KATHEHIA IHGLNbTpauil y BIacHIH MIacTHHIT
CIIH30BOI 0O0JIOHKH cHinoi, TOBCTOI Ta IpsSMOi KHIIKH B 000X CTaTeH;
He3HadHi (parMeHTH KIITHH Y KPHIITaX CHillO]l Ta TOBCTO! KANIKK Y CaMIliB;
arpodii emitenixo cnu3opoi odbononku cininoi Ta ToBcTol kumkH. Ilg nosa
Oyna nop’s3aHa 3 KIiHIYHAMHE O3HaKaMH GIIOBaHHS, Jiapel Ta BTpaTH MacH
tina. NOAEL cranoenna 50 Mr/kr/nofy. 3HadeHHs excriosHuii (Ha
MOMEHT 3aBepIIeHHS AOCTIKEHHS, 3 YPaxyBaHHSM CTaTi) IIpH 1031

50 mr/xr/mo6y cranoBmno 132 MKr.rog/mi, mo y 2 pasu nepeBHInye
ouiKyBaHy €KCIIO3MILIIO Y JIEOMUHH IPH BBEJECHHI Npenapary B 1031 50 mr

1 p/n. NOAEL (50 Mr/xr/noby) cranoBuTs 50X eKBIBANEHTHY A03Y LT
MIOIUHE B MI/KT (3 po3paxyHky 50 Kr MacH Tina monuuu) ta 18X
CKBiBAJIEHTHY JI03Yy U1 MIOAMHHE B MI/M [UIS KIIiHIYHOT 1034 IIpenapaty

50 mr 1 p/m.

V 38-THXXKHeBOMY JOCHiHKEeHH] TOKCHYHOCTI Ha Makakax Jo3y

50 mr/xr/noby Gyno samkero no 30 mr/kr/noby y deus 70 no kinHng
IOCIimKeHHs yepe3 HenepenocuMicTs 3 6oky IIIKT. Ilix wac 17-Ti:xHEBOL
OLIHKH 3 8-THXKHEBOTO JOCIIIKEHHS Ha MaKakax y TBapHHH, Ky 6yIo
mignano esranasii y Jeus 55, 6yn0 Big3HaYeHO He3HAUHY IH(NBTpaIio
MOHOHYK/ICApPHEMH KJIITHHAMH Ta KPOBOBHJIHB Y BIIACHIH miacTuHUi
CIIH30B0I 000JIOHKH cinof Ta NpsAMol KMIIKK. Y IpyIli BBEIEHHS
npenapary B 103i 50/30 mr/kr/no6y Gysm Bij3HaueH] BiOXUIEHHS Bi
HOpMH Kany (3a nepion ao Jus 131), mop’si3aHi 31 3MEHIIEHHAM
CIIOXKMBAHHA DKI Ta 3HIKeHHAM Macy Tina. Hanpukinni 38-TxHeBoro
nepioxy BBeAeHHS penapary B oxuiel camuui B rpymi 50/30 Mr/kr/noby
OyJId BUSABIEHI HETATHBHI IIPOSBH Y HUTYHKY Y BUDIIAAL MyILTHGOKAIBHOT
imthinsTpanii MOHOHYJIEapHHMHU KIIITHHAMHU Td HEBENMKOI0 KPOBOBHIIHBY




¥ BIACHIH INACTHHII CIN30B0I 000JIOHKH, IyKe HEBETHKHX
MyIBTH(hOKAIBHHX €p03ill Ta MyNbTH(GOKANBHOT perenepauii enireniro.
Hanpuxinni 4-THXHEBOro IIEpioy BLOHOBNEHHS B OJIHIET caMuIli
criocTepiramacd MynsTHGOKATBHA 1HMINBTpallil MOEOHYKJICapHHMHU
KITTHHAMH Ta Jy)Ke He3HAYHHI KPOBOBIIINB y BIacHiH ruiacTHAI
CIH30B0T OGOIIOHKH, & TAKOX MYNbTH(OKATEHA pereHepalis eniTenio.
Opuak 3MiHH Y 1i€1 TBAPHHHA OYJIA MeHII BHpaXkeHi Ta He 0YI0 aKTHBHHX
epOo3ift, 1Mo CBiAMHTEH PO BiHOBJIEHHS CIPHYHHEHNX 3MIH IicIs
IIpUIIHHEHHS JiKyBaHHs. Y 000X TBapHH 3 ypaXeHHAMM IIYHKA
crocTepiranacs niapes/Omopanaa 1o 3mvxeHHs gozu (50/30 mr/kr/noby),
ase Iicas 3HWKEHHA JI03H KIIHIYHAX IPOSRIB TOKCHYHOCT] He
cocTepiranocsa. 3HaUeHHS €KCIIO3UIiT HA MOMEHT 3aBepILEHH
JIOCIIDKEHHS IS JBOX YPaKeHHX caMHUp OyJIH HIDKYe Y TOPIBHAHHI 3
inmmmMu TBapuHaMu i€l rpynu nosysanEa (AUCo.24 = Bin 43,5 1o

48,8 MKr.rozi/MJI Y HOpIBHAHHI 3 CEPEAHIM 3HAYEHHAM 3a CTATTIO JI
rpynn nosyBanHa S50/30 mr/kr/no0y Ha piBHi 61,7 MKr.ron/mn) Ta
IEPEKPHBATUCS 3HAYEHHAMM €KCIIO3HII] pH fo3i 15 Mr/kr/noby (mianasoHn
AUCp.24 = Bin 25,8 no 54,0 mxr.rop/mn). Lle cnocTepesxeHHs Biamosinae
micuesiit TokcrmuHocTi i IUKT Ha BinMiHy BiJi CHCTEMHOTO BILTHBY.

NOAEL y 38-trxxHeBOMY nepioii 3acTOCYBaHHS cTaHOBHIA 15 Mr/kr/mody
(Ha 270 neHs cepemne 3Ha4eHH AUC24 Ta Ciax 3 ypaxyBaHHAM CTarTi
cTaHoswiIo 39 Mxr.rog/mn ta 5,1 Mxr/Mn, Bignoeigno), moy 0,7 ta 1,4
pasa BHIIE 32 ekcro3unio v JuoguHd AUC ta Cmax, BIANOBIIHO, TIPH
BBezieHHi npernapaty B 1031 S0 Mr 1 p/n. NOAEL nns 38-TuxkseBOro
nepioxy 3actocypanud (15 mr/kr/nody) cranosuts 15X ekBiBaleHTHY H03Y
IUTSE TFOMHHE B MIYKT (3 po3paxyHky 50 Kr MacH Tina momuHn) 1a 5X
eKBIBATEHTHY N03Y HJL1 JUOLHHH B MI/M? JUL1 o34 ipenapaty 50 mr 1 p/o.
NOAEL ans 17-TroxseBol IPOMIXKHOT OIIHKYM TAKOXK CTAHOBHIIA

15 mr/kr/mo0y; otixe, 3umxenns NOAEL 3 17 TrkHIB 3acToCyBaHH IO

38 TIKHIB 3acTOCYBaHHS He BiAOyBanocs.

Hoxminiyki gadi mono rokcrarocri DTG ana HIKT (3okpema 6inosaHHS,
Iiapero Ta epo3ik0 NUIYHKa/TOBCTO! KHINKH) He IPU3BENHN J0 3HaYyIIHX
pesyneTaTiB 3acTocyBanHsa DTG y moABIHHMX CIINTHX paHAOMI30BaHHX
KIIHIYHEX J0CHHKeHHAX.

Howriniyni gani moxe Toxcwynocti DTG g HIKT (3okpema OmosaHHs,
Jiapero Ta epo3ir0 MUTYHKa/TOBCTOI KHIUKE) He IPH3BENH N0 HATYIIHX
peaynpraris 3acTocyBanHs DTG y moaBiifHEX CIIIMHX paHJOMi30BaHHX
KIIHIYHHX JOCHIKEHHSX.

Bnuns na newinky: Y caMmuis Makak, sxi orpumysand 1000 mr/xr/noby y
14-meHHOMY JOCTIIKEHH], CIIOCTEpiraBesl HEKPO3 OKPEMHX I'€NaTOLMTIB Ta
mudyaHa renaronemonapHa rineprpodis ta/abo pakyomizanis. JomaTkosi
3MIiHH BKITIOYATH THMYacoBe NiapuineHHs pisHa AJIT npu mosi

>300 mr/xr/noby, nipsumienss piens ACT, 6inipy6iny, yI T® ta
TpUriinepuaais npy Ko3i 1000 Mr/xr/no0y Ta 3HMKEHHS 3arajlbHOrO
xosnecrepruy npu 1o3i 1000 mr/kr/no6y. NOAEL crasosuna

100 Mmr/xr/moby. 3maueHHs eKCIO3HLIT (HA MOMEHT 3aBEPILIEHHS
MOCIHiKEHHS, 3 ypaxyBauHam crarti) npu no3i 100 Mr/xr/noby cranosuno
190 MKr.roz/Mi, o y 4 pasu epeBUIIyE O4iKyBaHY EKCIIO3HLIIO Y
TMOIHUHE TIpU BBEACHHI penapary B 103i 50 Mr 1 p/n. ¥V 38-rmxHeBoMy
JOCHiJKeHH] TOKCUYHOCTI Ha MaKaKax pe3yJbTaTH IS BIUIMBY Ha IETiHKY
oOmMexypanucs miasuineHuaM pisesa ACT (y 2,5 paza) Ta 6inipy6iny (y

2,8 paza) v TRApHH, 110 HOMHPAIOTE, Y IpyIn 50 Mr/xr/noly (migmanmx




eBTaHazil Ha 55-it nens). Pesynsrati 38-THXXKHEBOrO JOCIHLIKEHHS OYIIH
posiineni 1k 00yMOBIIeHI aTOHANEHUM CTaHOM. 3HAYeHH:A eKCIIO3HUil (Ha
MOMEHT 3aBepIIIeHHs IOCTiMKeHH s, 3 ypaxyBanHaM ctati) npa NOAEL
(15 Mr/xr/no6y) ctaHoBHIO 39 MKr.IoX/MII, 10O cTaHOBHTE 0,7 odikyBanol
eKCIO3MIil Y JIFOMHHH TIPH BBEAEHHI mpenaparty B no3i SO0mr 1 p/o. Y
JOCII[KCHHAX Ha IMypaxX TPUBATICTIO 0 26 TIXKHIB He crnocTepiraiocs
TIOB’3aHOTO 3 JIIKYBaHHAM HECIIPHSTIMBOTO BILMMBY Ha IIEUiHKY.

VY mopelt npoBoJUIIOCS peTenbHE CIOCTEPeXeHHS 33 BINIMBOM Ha IEUIHKY,
1 HaKOIIM4YeH! Ha CHOTOHI JiaHi CBiIHaTh PO NPHIHATHUE npodims
6esnexn DTG pnst newinky, aHANOTIYHUAM IS IHITHX aHTHPETPOBIPYCHUX
SAKIpHHX [IPENaparis.

Bruus Ha Hupkn: Y 14-1eHHOMY NOCHi/KEHH] Ha Iypax clocTepiranocs
CTATUCTHYHO 3HAaYyIIe 301NbIICHHS IHTOMOL Bark ceui y caMIliB, ski
OTpHMYRAIK Tpenapart y 1o3i 500 Mr/kr/noby, 1 y caMuIIb, sIKi OTPHMYBaIH
no3y =50 mr/xr/moby. OckinbkH y HEpKax He OYNO BHABICHO
MIKpOCKOIIIYHMX 3MiH, IIOB’3aHAX i3 JIKyBaHHAM, i 3MIHH He DyH
BH3HAHI TOKCHKONOTTYHO 3HAYYIIUMH. Y 4-THIKHEBOMY AOCIiIKEHHI Ha
IIypax crocrepiranocs 30inplueHHs piBHs Ginka B cedi Ta 3G1nbeHHs
IIHTOMOI Bar cedi y TBapHH, aKi otpuMysann 1000 mr/xr/nody, onHax He
OyJ10 BHABJIEHO )KOIHMX 3MIH y OloxXiMiuHOMY CKNami KpoBi 4H
MIKpOCKOIIIYHEX 3MiH; JKOJHA 3 IIUX 3MIH He Biabynacs y mypis
26-THXHEBOTO [OCHiAxeHHd IpH go3ax ao 500 mr/kr/moby (AUC Ha
180-i1 menp npu mo3i 500 mMr/kr/noby = 1558 Mxr.rog/mn, mo y 29 pasis
IePEBUIITYE OUiKyBaHy €KCIO3HIIO ¥ JIFO/IMHH NP BBEEHHI Npenapary B
no3i 50 mr 1 p/n.

V¥ 14-nennoMy jpociipkeHHi y Makak, axi orpaMyBanu 1000 mr/xr/nody,
CIIOCTEepiragocs po3IIHPeHH HAPKOBHX KaHANBIIB. PiBeHE a30Ty
ceyopnny Kpoei (BUN) Ta kpeatuHiny OyNH IIiZBHUINEHUMY, a piBeHB
HATpiIO Ta XIOPUAY ¥ CHPOBATLi OyiIH 3HMKECHUMH y IIUX MaKkak.

Y 38-Tu3KHEBOMY JOCHIJUKEHH] TOKCHYHOCT! HAa MaKakaX pe3yNnbTaTH
BILTMBY Ha HUPKH 00MexyBamucs miasuuieHuM pisaem BUN (y 12,5 paza)
Ta KpeaTHHiHy (v 3,7 pa3a), a TAK0K HE3HAYHUM PO3IIHPEHHAM
JTHCTAIBHHUX HUPKOBHX KaHaJbIIB, a TAKOXK KJIITHHHHMH Ta rialiHOBYMH
IWTHAPAMA Y TBAPHH, IO IOMUPAIOTh, ¥ IPYI 3aCTOCYBaHHSI

50 mr/xr/poby (ninmanux esranasii Ha 55-i nens). Lli pesynsrath (Sk B
14-nenniomy, Tax i 38-THXHEBOMY HOCHIIKEHHIX TOKCHYHOCTI Ha
Maxakax) OyJIH po3IliHeHi sk 00yMOBAeH] aroHaNbHIM CTAHOM CTOCOBHO
toxcuunocti g HIKT. NOAEL y 38-TmxHeBOMY JOCHiTKeHH1
TOKCHYHOCTI cTaHoBuIa 15 Mr/kr/moby. 3HaueHHs eKcro3uLii (Ha MOMEHT
3aBeplIeHHs JOCHIDKEeHH s, 3 ypaxyBaHHiIM cTaTi) mpH 1o3i 15 Mr/kr/noby
CTAHOBMIIO 39 MKC.roj/MiI, 10 CTAHOBUTE ~0,7 ouikyBaHoi ekcrio3urii y
JIOIMMHH IIPH BBeJIeHHI Ipenapary B 1o3i 50 mr 1 p/n.

Ananizu HebaxxaHuX ABUIY 3 GOKY HHPOK 32 KIIaCOM CHCTEMH OPraHiB y
KJIIHIYHKX NOCNIIPKEHHAX He ¢BixuaTs npo Te, mo DTG ynHuTh
HECHpPHAT/HBHI Brums Ha ¢yHkiiio Hupok. Criocrepiranacs HU3bKA
yacToTa nopyiueHns ¢yHKUil Hupok abo HUPKOBOI HEAOCTATHOCTI Ta It
SIBHINQA, IMOBipHiIe, Oy HACTiTKOM OCHOBHOI'O 3aXBOPIOBAaHHS, CYNyTHIX
3aXBOPIOBaHE 1 CYNYTHIX Hpenaparis (HalpHKIaj, TeHohoBipy
IM30IPOKCHIY (GyMapar) i He BBaXKaIHCA OB’ I3aHMMH 3 JIIKYBaHHAM
DTG.




ITpu 3acTocyBanni DTG ouikyeThca He3HAUHE MINBHINEHHS KPEATHHIHY.
Ie mipBHImeH s OB sI3aHe 3 MOMIpPHMM BIUTHBOM Ha CEKPELiI0 KpeaTHHiHY
npu 6aokani perentopa OCT2 i BiACYTHICTIO IPOTPECYBAHHS IIPH
nponoskenHi Jikyeanus DTG. binbmma gactoTa npoteidypii 3a
JIOIIOMOT0I0 TECT-CMYKOK Oyna Big3HadeHa B JOCIIKCHHTX,
KOHTPONBOBaHUX e(haBipeH30M, Ha BIMIHY BiJl IOCHIDKEHb,
KOHTPOJIbOBAaHUX pajTerpapipoM. OmHAaK 3a KiSIbKiCHUMH ITOKA3HAKAMH
poreinypii He 6yno pizauni Mix DTG Ta koMOIHOBaHOO
AHTHPETPOBIPYCHOIO TEPAIIIEI0 HA OCHORI edasipeH3y abo panrerpasipy.

Bruiine Ha KicTrkosHii Mo30k Ta Jimdarnuui Byzau: YV 14-neHnomy
JIOCJIJKEeHH] Ha MaKakaxX reMaroJJoriyHi 3MiHH BKITIOYANH He3HauH1 3MIHH
KIIBKOCTI peTHKyJIOUHTIB (caMmii, axi otpumysann =300 Mr/kr/noby) ta
epUTPOUATIE (caMumi, axi oTpumyBanu 1000 Mr/kr/noby), saxi Oynn
CTAaTHCTHYHO, ane He 0i0NOrivHO 3HAYYIMUMH. VY CaMIliB, KL OTPHMYBAIH
300 mr/kr/no0ly, cepenHs KiNbKICTh PETHKYJIOLHTIB 301nbIMIaca Ha 1-my
TH(HI Ta MiHIMAJNILHO 3HH3WIIACS 34 BLACYTHOCTI BIUIMBY Ha MapaMeTpH
MACH €PHTPOLUTIB Ha 2-My THXHi. Y caMHIlb, SKi OTPHMYBAIH

1000 mr/xr/no0y He3HayHe TPaH3UTOPHE 3MEHINEHHS KiJIBKOCTI
eputporuTis (0,90 cepemHEOro KOHTPONBLHOTO 3HAYEHHS Ha 1-My THOKHI Ta
0,97 cepenHBOr0 KOHTPOIBHOTO 3HAYEHHS HA 2-MY TIDKHI) OyJI0 0B’ A3aHO
3 MiHIMJIBHHMH 3MiHAMH KiJIBKOCT] PETHKYJIOLIHTIB, SKi BKIIOYaIH
30inpmeHna y 2 i3 3 camuup Ha 2-my TiokHi. 111 remaTonoriuHi 3MiHH He
OyJIH ITOB’A3aHi 31 3MIHOIO KiJIBKOCTI AAPOBMICHUX KIILITHH KICTKOBOTO
Mo3Ky. Crocrepiraiucs MiKpOCKOIIUH]I O3HAKH JKEIATHHO3HOIO
KIiCTKOBOI'O MO3KY Ta arpodii 6iyof mynbnu B cenesinni y Makax, gki
orpumysaiu 1000 mr/kr/nofy, Ta 3MEHIIEHHS NiINBHOCT] TIM(pOIUTIB y
TapaKOpTHKAJIBHINA 30H] i JHIKHBOIIENETHNX Ta/ab0 Me3eHTepialbHIX
mMQATHYHMX BY3JiB ¥ MaKak, ki orpuMyBani =300 mr/kr/nody. NOAEL
cranosuia 100 Mr/kr/goby. 3HaueHHA eKcrmo3HuIlil (Ha MOMEHT
3aBepILIESHHS JOCIIKCHHS, 3 ypaxyBaHHIM cTati) npx 11031 100 Mr/kr/noby
cTadoBHIO 190 MKr.TOz/MI, INO ¥ 4 pa3yu NepeBHINYe OYiKyBaHy
EKCITO3MILIO Y JIIOJHHH NIpH BBEAEHHI Ipenapaty B 1o3i 50 mr 1 p/n.

I'emaTosoriuni 3Minu y 14-geHHoMy DochimxernHi Oynu noB’s3aHi 3i
CTAHOM aroHii, age Taxox OyJIM BLAHOCHO HEBEIHKUMH (KUTLKICTD
eputpouuTis ~0,91 Ha 1-my TikHI Ta 0,88 Ha 4-My THXKHI) Ta OymH
IIOB’513aHi 3 PETeHEPATUBHUMH PEAKIIISIMH, [TPO SAKi CBITYHUTE 301MBIUEHHS
KIJIBKOCT] pETHKYNOLHTIB y 6inbocTi TBapuH. BasiyBo BIIZHAYHTH, 1O
i 3MiHH He 6yJIH 0B’ s13aHi 31 3MiHaMH B 3aranbHilf KiNBKOCTI JKMBHX
SAPOBMICHHX KJIITHH KiCTKOBOTO MO3KY, OCKINIBKH €IHHE SHHKEHHA
crrocrepiranocs B 0HOro camid, mo orpumysas 1000 Mr/kr/noby, y sikoro
He Oy/o 3MiH y Maci epHTPONHMTIB B ®OJHUHR MOMEHT ydacy, aine 6yio
3HUKEHHs 3aranbHol KinbkocTi efixonuris (~0,43 pasa) Ha 2-My TIDKHI,
o OyJI0 10OB’43aHO 3 HEHTPO(iIeHHM JIEHKONHMTO30M Ta I ABHLIEHHAM
pieus ¢iOpuHoreHy y uiel Teapunu. Ilepudepuusa pereHepaTHBHa
peaxuisa (peTHKYIIONUTO3) Y IOENHAHHI 3 BIACYTHICTIO BIUIHBY Ha 3arajbHy
KiJbKiCTh SAPOBMICHUX KIITHH Y TBAPHH 3 BILIHBOM Ha Macy €pHTPOLIMTIB
BKa3ye Ha BiJICYTHICTE BIINIUBY Ha epuTponoe3 y 14-1eHHOMY JIOCTI[KEHH].
Mixpockoniugi fiarHo3u B KicTKOBOMY MO3KY (3KeJIaTMHO3HHH KiCTKOBHH
MO30K), BUSBIIEH] ¥ ABOX CAaMHIb TA OXHOTO camIs, OyIH OB’ A3aHi nuiIe
31 SHHIKEHHSM 3araipHol KiNsKoeTl SIpoBMICHHX KIITHH y caMuiB. Kpim
TOTO, e edeKT 06MeKyBaBcs HEEPEHOCHMOIO 103010 Ta He
crocTepiraBes y JOCHiKeHHAX OLILIIO] TPHBANOCTI.




Y 4-TrHEBOMY JOCHTIDKEHHI Ha MaKaKaxX y CaMHIlb, SIKi OTPHMYyBall

100 mr/xr/noby, crnocrepiraiocs 3HIKeHH KiTbKocTi eputporuTis (y 0,91
pasa) 6e3 KOpeMmoIoYrX maToricronorivaux 3Haxinok. NOAEL cranosmia
50 mr/kr/nody. 3HaueHHA eKCIIO3HIIT (Ha MOMEHT 3aBEpLICHHS
JIOCIIIJDKEHHS, 3 YpaxyBaHHAM crati) mpH xo3i 50 Mr/kr/noby cTaHOBHIIO
132 Mkr.rog/mi, mo y 2 pasy NepeBUily€e OUiKyBaHy eKCIO3HIII0 Y
JIFOJMHY TIPH BBENEHHI npernapary B no3i 50 mr 1 p/n. V 9-micsanoMy
JIOCTJDKEHH] TOKCHYHOCTI Ha MaKakax 1pH jo3ax <50/30 mr/kr/noby y
TBAPUH, IO HE IOMHPAIOTh, HE CIIOCTEPIraocs OB’ I3aHOTO 3 JTiKyBaHHAM
HECIIPHATIHBOIO BIUIMBY Ha KicTKOBHH MO30K Ta NiM(paTH4Hi By31IH.

VY mocnimKeHHAX TPUBAICTIO O 26 THXXHIB Ha Iypax He clocTepiranocs
II0B’S13aHOTO 3 JIIKYBaHHSIM HECTIPHATIMBOIC BIIIMBY Ha KiCTKOBHi MO30K
abo niMbaTHyHi BY3NH.

3arayoM, TeMaToNIOT1uHT 3MIHH, IO CIIOCTEPIraloThCA B HOCIIIHKEHHAX
TOKCHYHOCTI Ha MaKakax, 00MeXyIOThCS THMH I'pyllaMK NO3YBaHHA, ¥ AKHX
Oynn ozuaxu 3axsoproBanus [IIKT (3okpema atpodis IIKT ta
KPOBOBHIJIMB), BTpaTa MacH Tija Ta/abo aHOpeKcis, 1| BOHM € BTOPHHHHMH, a
He Oe3nocepenuiMu epexramu DTG, 3MinM KiCTKOBOrO MO3KY Y TBapHH 3
HARGINBITMM YpajkeHHAM TaKoK IIOB’s3aHi 31 CraHOM aroHil. 3MIHH y
TBAPHH 3 YPLOKEHHSAM BiJ[IOBiIaI0TE 3aaIcHHIO, KPOBOBTPATI Ta Ae(iluTy
BIIK/MOKHBHIX PEYOBUH, CIIPHYMHEHOMY BILIHBOM Ha IUTYHKOBO-
kamkoBuit TpakT. [Ipu noszax Hmxue NOAEL remaronori4Hux 3MiH He
CIIOCTEpIranocs, i B )KOAHOI TBapHHH, KPIM THX, Y SKUX OyITH 03HAKH
BIUIMBY HAa IIYHKOBO-KHINKOBHIA TPakT, He 6yJI0 BHABIEHO BIUIUBY Ha
KiCTKOBHI MO30OK.

Ornag reMaToNoriyHuX JabopaTOpHAX NAaHHK KITHITHHX DOCTIIKEHE He
BUSBHB O3HAK TOKCHUHOCTI A/ KICTKOBOI'O MO3KY abo miMdaTUuHuX
By3IiB, cupuurHeHHX DTG.

4.3. IeHOTOKCHYHICTD:
- Invitro

- In vivo (BkmiouHo 3
JOJATKOBOK OLIHKOIO
TOKCHKOKIHETHKH)

DTG He cnpuyHHAB reHHI MyTauii ab0 nOMKOMKEHHS XpOMOCOM Y ABOX
IIOKA30BHX BHITPOOYBaHHAX in vitro (mocnimxenHs OakTepianbRol MyTanii
Ta aHali3 FeHHHX MyTauii xituH mMumadol niMmpomua L5178Y) abo y
MiKposAgepHOMY TecTi in vivo Ha Iypax IMpH IepopanbHOMY BBEAEHHI
npenapary. ToMy, Ha IificTasi X JaHRX, MOXXHA cTBEpIxKyBaTH, mo DTG
HE CTAHOBHTH PH3HMKY FeHETHUHOT TOKCHUHOCTI IS JIFOJHHHY.

4.4. Kanneporennicrs:

- JIoBrocTpOKOBI AOCTiMKEeHHS

- KopoTkocTpokoBi nocmimKeHHs
a0 nocnimkelHd cepedHboT
TPHBANIOCTI

- HonaTkoBi JOCHiAKEHHS

Kanneporennuii norennian DTG ouintopany y Muirei Ta 1rypis micis
IIepOPaITEHOTO BBEJIEHHS MPOTAroM 2-x pokis. Ha mizcrasi pexoMeHganii
BuxoHaB4oro KoMiTeTy 3 OLIHKY KaHIIepOreHHOro noTerniary FDA
BHBYEHI 103H cTAHOBHIH 7,5, 25 abo 500 mr/xr/noly y mumeit CD-1 Ta 2,
10 abo 50 mr/xr/moby y mypie ninii Cuper-Zloyni, sxuM npenapar
BBOJMIIM TEPOPANILHO Yepe3 LUTYHKOBHEL 30H OAHH pa3 Ha o6y y ckmani
ocHoBY, 110 BKMoyana 0,5% pozunn ['TIMI] ta 0,1% pozuun Tsir 80
(Takoxx 6yna BKIIOUEHAa KOHTPOJIbHA rPyIa TBAPUH, AKi OTPUMYBAIH BOZY).
Bu6ip BHCOKOT 031 B KOXHOMY HOCHIDKEHHI [PYHTYBaBCs Ha HACHYEHHI
BCMOKTYBAHHA 3 ypaxysauHaM edektis 3 6oky IIIKT npotsarom 2-x pokis.
InTepBan Mixx D03aMu IpyHTYBaBcs Ha 3HaueHH] AUC.

DTG He nposBiss KaHIEPOreHHO]I Oil y MHIIe}t Iicid nepopalbHOro
geejleHHd y gozax a0 500 mr/kr/noby abo y mypir y A03ax 10

50 mr/xr/mo6y npotsarom 104 nocnioBHuX THOKHIB. B 060X BUAIB TBAPHH
BeejienHs DTG He BIUTMHYJIO Ha BHKMBAHHA, Oy BigcyTHi HOB’s3aHi 3
MKYBaHHAM KIIHIYHI 03HAKH, a8 TAKOXK SBHIIA IIyXJIHHHOTO abo
HENyXJIMHHOTO XapaKTepy, OB a3aHi 3 aikyeaHHsaM DTG.




NOAEL pns BRI HEMYyXJIHHHOIO XapaKTepy, IN0 PO3BHIHCS MICHs
TPHBAJIOTO NEpOPaIBHOTO BBEACHH, BIIIIOBigana BUCOKa 1034

500 mr/xr/moGy mmg mumneit ta 50 Mr/xr/no6y ong urypis. Y DOpiBHAHHI 3
OUiKyBaHOIO €KCIIO3MIIEI0 y JIOAMHAM IIPH BBEJIEHH] penapaTy B 1031

50 mr 1 p/n, cucTeMHa excro3uIlia Oyna BUINOK ~ y 20 pasis y muimei i ~
y 17 pasiB y IIypiB.

4.3, PenpoaykTHRHA
TOKCHYRiCTL Ta panHiii
emOpioHaaLHUI PO3BHTOK:

- BrinuB Ha depTHIBHICTE i
pauHiii eMOpioHambHAN PO3BUTOK
- Em6pioToxcuuHicTs

- [IpenaranbHa i nocTHaTaneHa
TOKCHHHICTh

- HocnimKeHHs, NP TKHX
npenapat YBOAUThCS TOTOMCTBY
(HecTaTeBO3piNKUM TBapHHAM)
Ta/abo oLiHIOEThCA BifganeHa ais

®epTiibLHiCTL Ta emOpioferansunii po3BuToK: BincyTHi# BIUIKME Ha
(hepTUnBHicTE 200 panHii eMOpiOHATEHIE PO3BHTOK caMIliB abo caMHLIb
Iy piB, siki oTpumMyBam DTG nepopansio y nozax <1000 Mr/kr/noGy.
NOAEL cranosrna 1000 mr/xr/nody, mo ~ 8 33 pasu nepeprIIye
OYiKyBaHY €KCIIO3ULIIO ¥ JIIOJUHY NP BBEJCHHI Ipenapary B A03i S0 mMr
1 p/n; pospaxynku Oynm 3acHOBaHiI Ha cepeTHBOMY 3HaYeHHI eKCIIO3HUIIT 3
ypaxyBaHHIM cTaTi, IO JOCATHYTO ¥ 4-THXKHEBOMY NOCIIDKEHH]
TOKCHYHOCTI Y LIypiB.

Y JocnimKeHH] KyJIbTYPH UinuX eMOpioHIB IIypiB He OyJI0 3a3HAYEHO
BBy DTG Ha po3Mip BicliepansHOro KOBTKOBOTO MilllKa, po3Mip
eMOpioHa, KiNbKICTh COMITIB, MOp(OIOrilo BicuepanbHOro X0BTKOBOIO
Mimka abo Mopgonorito emOpiona. Hebaxauuit BIJIMB HA PO3BHTOK MIOAA
¥ BariTHAX WIypiB nicns nepopansHoro eedenHs DTG y nozax

<1000 mr/kr/no6y He BigmiveHo. NOAEL mns MmaTeprHcEKOl Ta deTarsHOL
roxcryrocTi cranoBuia 1000 mr/kr/noby, wo ~ y 38 pasis Bunie 3a
OYiKyBaHY €KCIIO3HIIiIO y JIOAWHH IIPH BBEACHH] Npenapary B Ho31

50 mr 1 p/n.

VY mocnimxkensi emOpiodetansHoro pospurtky y xpoimkis DTG BBogumm
TIEPOPAIBLHO BAriTHUM KpolukaM y xo3ax 40, 200 abo 1000 mr/xr/nody.
3MeHIIeHHs HpupocTy MacK Tina (Ha 13,6 % Ha 19-if 1eHb BariTHOCTI),
3HIKEHHS CIIOKHMBAHHA DKi (10 53 %) Ta 3MeEnieHHs 00’ emy abo
BiZICYTHICTE Kamy/cedi, TIOB’ 13aHE 31 3HIKEHHAM CIIOXKHBAHHA Tk,
BiZI3HAYAIOCH ¥ CaMHLb, AKi oTpuMyBai 103y 1000 mr/kr/zoby. NOAEL
JUTSL 3aranbHOI MaTepHHCBKOI TokcHIHocTi cranosuia 200 Mr/kr/nody (~
0,27X ouikyBaHO! eKCIO3HIT Y JIFONAHY P BBEACHHI Ipenapary B 1o3i
50 mr 1 p/n) ta 1000 Mr/xr/noby miia penpofyKTHBHOI (GyBKIiT MaTepi Ta
emOpioperanpHoro po3suTKy (0,56X odikyRaHOI eKCIIO3UNIT ¥ IIOAUHHA
IIpH BeJIEHHI Ipenapary y a03i 50 mr 1 p/x).

3aramom, faHi, OTpUMaHi Y TBADHH, HE BKa3yIOTh Ha npaMui abo
HEIpAMHii HEraTHBHHIA BILUTHE IOJ0 PEIPOAYKTHBHOI TOKCHYHOCTI IPH
sactocyBauui DTG Bignosiano no indopMariii, HaBeeHol B iHCTPYKIIil
LI0JI0 3aCTOCYBAHHS NIKapCBKOro 3acody.

Ilpe- i nocTHATAMBLHEI PO3BHTOK: Y JIOCHINXKEHHI IIpe- Ta
riocTHaTanbHoro po3suTky DTG BBOAMNIN caMHIAM LTypiB y no3ax 5, 50
abo 1000 Mr/xr/mo0y 3 6-ro aug BariTHOCTI A0 20-r0 JAHL jlaKTarlii,
3MeHINeHHs IPHPOCTY MACH Tilla Ta 3HMKEHHS CIIOMUBAHHA 1XKi
BigzHauanuca y caMuus (Fo) y rpymi nosu 1000 Mr/kr/poby nporsaroM
nepiomy jaKTanii, ke CynpoBOKYBANIOCH HE3HAYHHM 3HIKEHHAM MacH
Tina y notomcrea rpynd qo3d 1000 mr/kr/mo6y 3 nepioxy BimnyderHs Bin
Marepi o craTeBoro go3pisannsa. HebaxaHoro BIIMBY Ha BaTiTHICTS,
IIOTIOTH, JIAKTALIIO Y4 BHXHBaHHA noToMcTBa (F1), moBejinky uu
penponykTueHy ¢Gyukmniro He BusaslieHo. NOAEL mia penpoayKTHBHOL
¢yuxuii marepi cranormna 1000 Mr/kr/noby (~ 32X owikyBaHO! eKCHO3HIIL
Yy JIFOJIMHH IPH BBeJeHHI mpenapaty B 1031 50 Mr 1 p/x, o IPYHTYETHCH HA
EKCIIO3HINIAX, JOCATHYTHX ¥ CAMHIE IYPIB Y 4~THXHEBOMY JTOCIiKEHHI




TOKCHYHOCTL). VY 3B’A3Ky 3i 3MEHIIIeHHAM MacH Tijla IOTOMCTBa, 100
crocTepiraeThes [IpH BBeleHHI IipenapaTy y O1bII BHCOKHX J03aX,
NOAEL y pociixenni npe- Ta ocTHATANBHOTO PO3BUTKY nMoToMcTRa (F1)
cranoBuna 50 mr/kr/noby. Ilpu BeemeHHi i€l 03K OUiKyBaHa EKCIO3HISA
y JIOMUHY ~y 25 pasis nepepumye xo3y 50 mMr 1 p/x (excTpanonsoBaHa 3
CepeIHBOr0 3HAYEHHA EKCIIO3UIIT 32 TEHIEPHOK) 03HAKOIO, JOCATHYTOIO ¥
14-nernoMy DOCHIKEHEH! TOKCHYHOCT] Y INypiB). 3 orismay Ha To# dakT,
IO BIUIMB HA Macy TLIa [IOTOMCTBa OYB BiI3HAYCHUH Y J03aX, ¥ AKHX
crocTepiranacs TOKCHUHICTE JUIA Marepi, a Takox Oyiu 3HavHi Mexi
Oeanexy, OuiKyBaHi IIpH BBEAEHHI IIpenapary B IIPOIIOHOBAHUX KIIHIUHUX
Jlo3ax, icHye MiHiManbHUAN PH3UK HECTIPHATIMBOIO BIUIMBY Ha
MOCTHATANLHUIE PO3BUTOK IIOTOMCTBA MaTepis, aki orpumysanu DTG.

DTG BuuijisteTscs Y MOJIOKO Iy piB Iix vac ¢asy naxranii. ITicms
nepopaabHOro BeeaeHHs (S0 mMr/xr) uyypam nix gac ¢asu naxranii Ha 10-i
JIeHb ITiCJIS ITONIOTIB 3aranbHi KOHIEHTPAIlil pali0aKTUBHOTO BYTIIELIO B
Moo Oynu y 2 pa3d BUIIMMH, HIXK ¥ xpoBi Matepi. [Ipogins meraboniTis
y TPYAHOMY MOJIOLLi IT0Ka3aB, o oHax 95 % saralbHOro BMICTY
PafjioaKTHBHOIO BYTJIELIO € BHXiTHUM npenapaTtoMm DTG, mo
Y3rOMKYETBCA 3 PE3yJIbTATAMHK aHANI3Y IJIa3MHU KPOBI caMHLIb ITYpiB,
OTPUMAHHMH B OiNbIM paHHBOMY focnimxenni. Lli nani cBiggars mpo Te,
IO MOTOMCTBO F1 ¥ IIpe- Ta MOCTHATANLHOMY JOCIiHXKEHHI TOKCHYHOCTI
3a3HABaNQ BIUIMBY IIpenapary uepe3 Monoko. [licis nepopansHoro
seejtennst DTG (50 mr/kr) pariTHEM InypaM Ha 18 feHs miciit 3a4aTTd
aHaTi3 3paskiB, B3STHX NPOTAroM 24 rogMH, METONOM KilbKICHOT
aBropagiorpadii Besoro Tina (QWBA) nokasag, mo nos’s3axa 3 DTG
peYOBHHA IIIHPOKO PO3MOIiIANAcs B TKAHUHAX 1noja. L1 naHi NOKasyIoTs,
o DTG 3aTHui IpOXOAMTH NialeHTapHui G6ap’ep.

HocimxenHsl TOKCHYHOCTI Y HecTaTeBo3pianx TBapHH: JlocnimxeHAs
tokcrnudocti DTG y Becrarerozpinmx mypis Oyno NpoBeleHO IpH
TiepopaTbHOMY BBeieHH] 03 npenapaty 0,5; 2 abo 75 Mr/kr/nody 3 4-ro
1o 66-it ness nicng mosori (). JIBa cMepTensHi BUNAAKA JYUTHHYAT 10
BiTy4eHHs Bix Martepi OyiM BU3HaHI OB’ I3aHUMH 3 03010
JocTimKyBanoro npenapary 75 mr/kr/moby. [IpoTsroM nepiozy nikyBaHHH
210 BiisrygenHs Big marepi (4—21 qeHpb micis nosoriB) cepenHiil mpupicT
MAaCH TiJIa CaMIiB Ta caMHLb Y TPy Jo3u 75 Mr/kr/moly 3MeHITyBaBes
(0,86X cepeqHEOro XIpHPOCTY KOHTPOJEHHX TBApHH), 1 1€ 3HMIKECHHS
IIPOTATOM YCBOTO JOCHiIkeHHS 36epiranocs y caMHIls Y Hepiof mics
BimnyueHHs Big MaTepi. [lop’s3aHi 3 JoCHiKyBaHHM IIPENAPATOM
BIOMIHHOCTI MK TpyIaMH IMOJO BiKY, B IKOMY ¥ IIOTOMCTBA 3’ SIBJISIOTHCS
(hi3uuHi O3HAKK CTATEBOro Xo3piBaHHs (PO3KPHUTTS NMixBH abo BiANineHH
CIH30BOI OOOMOHKH IIPEIyTlis Ta IIKIPH FOJIOBKH BiJ OCHOBM CTATEBOrQ
4nena) He BHABNEHO. 3MiH, nos’a3anux i3 3acrocysanuam DTG, B oninmi
crafiit cirepMaToreHesy He crocrepiranocs. 3a pesynbTaTaMH aHalisy Ha
67 e, TOB’ A3aHMH 3 JOCHI/HKYBAaHHM NpENapaToM BIUIMB Ha T-3alle)kHy
KIiTHEHY iMyHRY BimnoBins (TDAR) He BizHaueHO, TaKOXK HE
crocTepirasest BIMB Ha miarpynu nimdgonutis (T-xnitaau, CD4 ta CD8
HiArpynH, a Takox B-xnituHy) Ta BMicT T-KITHHHEMX perenTopis VB y
CD4 a6o CD8 y nepudepnuniii kpoei. Otxe, NOAEL y HecTareBo3pimmx
1TypiB craHoBHiIa 2 Mr/Kr/mo0y (32 neHE micis oJoTiB, CepeIHE 3HAYCHHS
3 ypaxyBauam ctati AUCo.24 = 90 Mir.rog/mi i Cmex = 7,6 Mxr/mi).

4.6. Micuesa nepedocAMicTh

3 METO OXOPOHH 370pOB’ s Ta Ge3nexyu npaluisHUKIB GyN10 NpoBenero
AOCHimKeHHs MicLeBol nepeHocHMocTi. In vitro DTG unHuTh HE3HauHy/Ierky
MoApasHIOIOUY IiI0 Ha MOZENbHI CHCTEMH NIKipH Ta odell. AHanis peakuii
perioHapHeX yiMpaTHYHUX BY3iB npH Micuesomy BeeneHHi DTG He nokasas




O3HAK KOHTAKTHOI ceHcHbinizanil,

4.7. JogaTkoei JocainskeHHs
TOKCHYHOCTI:

- AHTUTEHHICTE (YTBOPEHHSA
aHTHTIN)

- IMyHOTOKCHUYHICTE

- HocnmimkxeHHa MexaHizMiB Iif
- JlixapchKa 3aeKHIiCTh

- TokcuuHicTe MeTaboniTis

- TokcHYHicTL JOMILIIOK

- [He

Ouinka iMyHOTOKCHYHOCT Y Jopoceinx: OcKibKH HMOBIpHOIO
nomysniero nanienTiB € BUI-indikoBari ocobu 3 ocinabneHumM
IMyHITETOM, JUIA OLIHKH IMyHOTOKCHYHOTrO [TOTeHIiany 6yno IpoBeIeHO
mocimkenHs T-3anexHol KniTrHHEOT iMyHHOT BignosiAl y mypis (TDAR).
[lepopansre BBenenHs DTG y nosax ao 1000 Mr/kr/no6y npoTarom

1 Micsis He BIUIMBAIIO HA THTPH aHTHTLI 10 FeMONiaHiHy IiM(QH paBlAKa
(KLH) y mrypis, otxe, He OyJ0 BUABIEHO iMyHOCcynpecuBHy Iito DTG Ha
TDAR (~ 33X ouikyBaHo{ eKCIIO3HIII BEiEHH] IIpenapaTy B 1031 50 mMr

1 p/n, 10 IPYHTYETHCA Ha eKCIIO3UIIAX, NOCATHYTHX Y INypiB y 4-
TIDKHEBOMY JoCHizpKeHHi TokcuyuHocti). KpiMm Toro, Ha nijcrasi
pesyNbTaTiB JOCIiKeHE 3aransHO TOKCHUHOCTI a60 KIIHIYHUX JaHHX
Oesneku O3HaKH IMyHOTOKCHYHOCTI He Oynu BHaBIeHi. OTke, y AOpOCINX
[Ialli€HTIB, AKi OTPUMYIOTE NikyBaHHA DTG, pH3uk po3BHTKY
IMyHOTOKCHYHOCT] He3HaYHHIA.

Ouninka iMyHOTOKCHYHOCT] Y HecTaTeBO3pinux TBapHH: byna
BHC/IOBJIEHA II10Te3a PO NOTEHN1IHY IMyHOTOKCHYHICTD Y
HeCTaTeRO3PLIUX TBapHH, 3aCHOBaHa Ha IyOuikallil, 3a JaHUMH AKol ABa
inri6itopu interpasu BIJI (p8 [SCITEP] i p10 [L-708,906]) matoTs
AKTHBHICTh LIOJO I'eHa, AKUif akTuBye pexoMbinaniro (RAG1/2) i Tomy
MOXYTE BIUIMBATH Ha peneptyap T- Ta B-xuitaH. Jns Bu3HaueHHs
noTeHwiliHoro pmmuBy DTG #a RAGL/2, no BH3HaYanbHOTO JOCIIIKEHHEA
TOKCHYHOCTI Y HECTATEBO3PIiNHX IypiB OyNH JonaHi KiHIIEBi TOUKH OIiHKH
imynotokcuunocti (TDAR, imyHnodeHoTHysanns Ta excrpecis TCRVp).
Amnaniz TDAR He BHABHB II0B’32HOTO 3 JOCIIDKYBAaHMM IIpenapaToM
BIUIMBY Ha iIMYHOIIOTIUHY KOMIIETEHTHICTD, TAKOXK HE crocTepiranocs
BIUIMBY Ha nmigrpynu niMbonutis (T-kmitaau, CD4 ta CD8 miarpymy, a
Taxox B-xnitanu) Ta eMicT T-knituaHuX penentopis VB y CD4 aGo CD8
y nepudepuuniil kposi. icTomaronoriyse IociiKeHHs opraHiB iMyHHOI
CHCTEMH {CeNe3iHKH, THMYCY, TM(aTHIHAX By3IiB) Ta OllIHKA HOKa3HHKIB
kposi e Buaswid edekris. NOAEL ams KiHIEBAX TOYOK OIIHKH
iIMYHOTOKCHYHOCTI cTaHoBHIA 75 Mr/kr/noby. Lli pezynbrarn 3abesneyrin
HaIiiHy HOKNIHIYHY OIIHKY IMOTEHUIHHOrO IMyHOTOKCHKONIOTIYHOTO
BILIMBY Ha OpraHi3M, IO PO3BHBAETECH, 1 MIATBEP/HIH BiICYTHICTE
He3BHYaHHOro, crerm(iuHoro Als JiKapchKoro 3acoby, PH3MKY PO3SBUTKY
IMYHOTOKCHYHOCT] Y HECTATEBO3PIINX TRAPHH.

dororoxcuyHicTs: Y cuextpi nornuHadHg DTG ocHOBHUI Hik B o6nacTi
VOA/YOB 3naxoauThes npu 258 HM (1103a [ianazoHOM, L0 NPECTaBIe
inTepec), a Takox € Apyropsaadi miku npu 309, 3211335 aM 3
posuEpenHaM mixa xo 395 uM. Ayropazniorpadis Besoro tina (WBA) y
MITMEHTOBAHMX IIYpIB TCAS BREIEHHES IepopabHoi pasosot nosu [H4C]-
DTG (uatpicsa ¢iib) IpOAEMOHCTPYRANA IHPOKKIE pO3NIO/ILL 0B’ A3aHOTO
3 IIperapaToM Marepiany B TKaHHHaX 6€3 3HaYHOro yTPUMAHHS B IKipi
abo ouax.

B ananisi 3aXoImneHHsS HEHTPaJIbHOIO YEPROHOTO 3 BUKOPHUCTAHHAM
(ibpobiactip ninii Balb/c 313 6yna susHauena pororoxcuunicts DTG
IpH TECTYBaHHI 10 MEXi pO34HHHOCTI y MepBUHHIH ocHOBI (7,93 Mr/mn,
MaKcHManbHa 1032 ¥y ¢hopmi JIMCO). Opnak y gociimkeHHi in vivo 3
BUKOPHMCTAHHAM [ICMEHTOBAaHHX LIy piB Jinii Jlour-Eranc Beeaenns DTG
He NOKA3aJI0 03HaK IUKipHOT (POTOTOKCHYHOCTI IIPH BEEJEHHI y 033X 1O
1000 mr/kr/nody npotsaroM 3 oHiB.

V HocHiKXeHHIX TOKCHYHOCTI IIOBTOPHUX NEepopanbHUX JI03 IIpenapary




npotsaroM 6 micaniB y urypis ninii Criper-Zoyni abo 38 TixHIB y
ABAHCHKHMX MaKaK TOKCHYHICTH Npenapary [yl o4ell Ta IIKipH He
BUsABNeHa. [loTeHIiiiHMI TOKCUYHMI BIIAB HA O4i Ta IIKIPY OLIIHIOBABCS
IiJl 9ac [MX JOCII/PKeHb UIIMXOM ofyralbMocKonii, MAaKpOCKOMIgHOrO Ta
MIKpOCKOIIYHOro fociipkeHns. CIIOHCOp IPOBIB peTeNbHUH anais
KIHIYHHEX JaHuX 3 Oe3neKd Ta Aiimos BUCHOBKY, o DTG He €
(hOTOTOKCHYHHM ¥ MAUI€HTIB, SIKi NPHAMAIOTh TEPANEBTHYHI 103K
IPOTAroM TpHBaioro yacy. 3acrocyBanud DTG y xombGiHoBaHHX
KIIIOUOBHX KIHIMHEX aocmimkeHHax ¢azu [Ib ra ¢asu I11 cranosuTe
npubmusno 1595,9 naniento-pokis. 3 6a3u manux 1572 namieHTip
(momynAnis And oninky 6esnekH ISS), mume y 2 nauientie (82 Ta 55),
obunuea 3 CIIIA ra nocmimpkenust ING112276 dasu IIb, SPRING-1, sxi
orpumysanu DTG, noBigoMisnocs npo (OTOMyTIMBICTE AK Hebaxany
peakuio. Odunsa maniesT 6yiIH 4oIOBIKAMHK €BPONEOiTHOI paMH, a
peaktiii 6ynu posnineni sk He nos’s3aHi 3 DTG, axi npoaoricyBanucs B
o6ox Bunankax. Yac 1o moyatky BUHHKHeRHs y 688 abo 107 nHiB pobUTE
3B’130K 3 DTG mManmoiiMoBipHHM, THM OiNbLIe, N0 TISTHKY 3HAXOMMINCH B
MICITIIX MOUIHBOTO BIUIHBY COHSYHOIO CBiT/IA. Y IIporpami AOCHiIKeHb
¢asu [l He Oymo noBinOMIEHE PO (JOTOYYTIIHUBICTH Y TAUIEHTIB, AKI
orpumyBamu DTG. ToMy pusHK GOTOTOKCHUYHOCTI IIpK NIEpOPaNBHOMY
npuitomi DTG € MiHiMansHHM.

Homimku Ta fonoMizkui pedopunu: na DTG y npononopawniit
crierugikanii 1ixo4ol pe4OBHHMA HeMae JIOMIMOK, 1IN0 NepeBHINYIOTh MEXY
keanidikanii qomimky srigao 3 ICH y 0,15% mac./mac.

Byia nmpoBefeHa OLIHKA LIUISXY CHHTE3Y HONYTErpaBipy, o0 BH3HAYUTH,
YH MOXYTH ¥ TOTOBOMY JIiKapchbKOMY 3acobi OyTH IpHCYTHIMU Oy Ob-sTKi
JIOMIIIKH, Akl € BitoMiMHE abo minosproBanumu JJHK-peakTHBHUMEI
MyTareHaMd. Y KIIHIYHHX yMOBaX, KOJY JONyTerpasip
IpH3HAYaTHMEThCA Y TabneTkax y no3i mo 100 mr/no6y, He Oy/ie BHABIEHO
MYTareHHHX JIOMIIIOK Ha piBHi, IO MEPEBUILYBATHME NOPIT
toxcukonorignoi 3arpos3u (TTC), sk Bu3Haueno B HacTanosax CHMP
IMO/I0 TPAHMYHEX 3Ha4YeHb MEHOTOKCHYHHX JoMimok (TobTo >1,5 Mxr/noby

[EMEA CHMP/SWP/5199/02].

5 Bucnoskit 1{000 00KIHIYHO20
gueHenna

Joxminivni TocmiHKeHEs TOKa3alH, 1IN0 JOIYTErpaBip Mac HH3BKY
HAHOMOJAIPHY akTHBHICTh npoTH BIJI-1 nuxoro Ty B pisHAX KIITHHAHX
NiHigX, HE3aIEKHO BiJ NIATHITY, Ta Mac AXTHBHY a0 CHHEPrivHYy ALI0 IPH
aHaIi3i y MOeAHAHH] 3 IHIIMMHA aHTHPETPOBIPYCHUMH IIpenapaTaMH.
[Macax pizuux mrramis Ta migTunis BIJI-1 npussoaus oo izonsuii MyTtauiit
3 kpaTauM 30inementsmM ICso 3,1 (E92Q), 3,2 (G193E) Ta <4,1 (S153Y
abo S153F). PesynpTaTi oAo0 NOPiBHIBHO! Yy TIMROCTI O
Josryrerpasipy Ta RAL 6ynn orpumani 3 Bukopuctanusam 60 BIJI-1
MYTaHTHHX i30JIATiB, pe3ucTeHTHHX O0 RAL, i 6 BIJI-2 MyTanTHMX caiiT-
crpsMoBanux izonstis. Jonyrerpasip 30epir akTHBHICT NPOTH
nepeBaxHol OlibiocTi nux MyTanTiB. KpiM Toro, 4y TnuBicTb 10
nonyterpasipy i RAL usHauanacs mns 6inbm Hisk 700 RAL-
PE3HCTEHTHHX KJIH{YHMX i30JI4TIB 3 aKTHBHICTIO, 1O 30€epiracTocs 10
nonyterpasipy (KI<10) y >90 % 3 Hux. JIng kpammoro posyMiHHs
ximetury auconianii INI Ta goroMory y posyMinHi ocoOauBoro mpogiso
PE3MCTEHTHOCTI AOJIYTErPaBipy Ta MeXaHi3MH pe3HCTEHTHOCTI, 6yi0
BHBYEHO jicouianiio qomyterpasipy, RAL ta EVG 3 6inkis AMKOro THITy
Ta MyTauTHUMX Oinkie inTerpasy, nos’szanoi 3 JIHK. Honyrerpasip
IPOAEMOHCTPYBAB MOBIMBHIITY JUCOLAIiI0 3 YCIX OCIIIKY BAHHX
xomruekcis IH-JTHK, BIFOYHO 3 KOMIDIEKCAMH 3 OJHHUM T4 JBOMA
3aMiIIEHHAMHE 3aJIHIIKIB IHTErPa3H.




HociikeHHst BTOPMARNX apMaKoAMHAMIMHHX BJIACTHBOCTEi Ta
6e3mexn: DTG OyB 3aranoM HeaKTHBHHM LIOJI0 HU3KH (DEPMEHTIB,
penenTopis, IOHHKX KaHAIB, TPAHCIIOPTEPIB Ta QYHKIIOHAIIBHAX aHaNi3iB
TKAHHH i HaBpsJ 94 Mac 3Ha4Hy 1Mo0ivHy (HapMaKoJIOTiYHy aKTHBHICTE. ¥
hapMaKoIOriyHIX JOCiKeHHIX Oe3nedHocTi He OyII0 JaHHX, 0
BK23YBalld Ha HENPHHHATHIN PH3NK IEpOPATLHOrO BBEJCHHSL
IOJMyTErpaBipy MAIliEHTaM BiAIIOBIIHO IO 3aIPOTIOHOBAHOTO TTOKA3aHH.

MdapmaxokineTnka: Jokrminiuyna hapMakokiHeTHKa IOy TErpaBipy Gyia
CXOJKOIO Y BCIX OCHOBHHX BHIB (MHUII, INYDH Ta MaBIH), BAKOPHCTaHUX
A (hapMaKoJOrivHOL Ta TOKCHKONOrYHOT OniHKY Oesuexd, Y KOWHOTo
BUAY ITa3MOBHH KilipeHc OyB HU3BKHMM MO0 NEYiHKOBOTO IIOTOKY
masmu. Jlokniniyne 3B’ 43yBaHHS AONyTerpasipy 3 6inkaMu y pisHHX
BHIIB OYNO BHCOKHM (>99%) i He BIIpPI3HSIOCS Bi OLHKY in vitro T2 ex
vivo y mnasMi momuan. AGcopbiig 3 po3uuHy BinOypanacsd MIBUAKO Ta
3HAYHOIO Miporo, anie Oyja ofMexeHa po3uHHHICTIO 13 cycneHzil Ta
tabaeTok. 30LIbIIeHHs eKCIo3nIil A0y TerpaBipy sararoM 0y10 MEHIIHM,
HiK IPOIOpIiiHAM 30UIBINEHHIO J03M B TOKCHKOIOTIYHHX OLIHKAX.
[TormmHeHa 1032 eKCTEeHCHBHO MeTabOoMi3y€ETECS ¥ KOXKHOIO BHTY,
IPUYOMY IOIYTErpasip € MepeBaXKHHUM MOB’ I3aHUMH 3 TIperapaToM
KOMIIOHEHTOM Y IITa3Mmi, 10 TAKOXK BIATIOBiZAE CIOCTEPEKEHHAM Y MIOEH.
DTG maB BHCOKY IPOHHKHICTh Ta INUPOKHI pO3MOIN Y TKAHHHAX IMypiB,
30KpeMa IPOXOJMB INaleHTapHui Oap’ep Ta BRAUABCS Y MOJIOKO IMypiB
mig yac dasu nakrauii. Ilicis nepopaisHOro npuioMy JOIyTerpasip
IHTEHCHBHO MeTaboIi3y€eThCsI, CEKPETYETRCS 3 JKOBYIO TA BHBOAUTECH 3
kamoM. OcHOBHEMH MetaboniTaMH OyH edip NIOKYPOBiLY Ta NPOJYKT
OKHCJICHH!, AKHUH IepeTBOpIoBaBcs Ha N-IealkiasoBaHHH IponykT. Y
mone#t bioTpancdopmanis gomyTerparipy onocepeIKoBaHa NEPEBAKHO
isopepmentoM UGT1A1 Ta Menmoro miporo CYP3A4. Xopmux
HENpOIOPHiHHEX MeTabOoNITIB Y JIIOMMHMA He crocTepiranocs, a BUOLp BHAIB
U1 BUNIPOOYBaHb Ha TOKCHYHICTE OyB BaminoBanuit. DTG
IIPOEMOHCTPYBaB cnabkuit abo HyILOBHH OTEHIIAN IHAYKNOIT Ta
iurioyeanns depmentis UGT (UGT1A1 ta 2B7) abo CYP (CYP1AZ2, 2ZA6,
2B6, 2C8, 2C9, 2C19, 2D6 Ta 3A4) micis inxkybanii in vitro. DTG 6yB
cy6crparoM Jurs edumokcHUX TpaHcopTepis (P-gp ta BCRP), ane uepes
Horo BHCOKY IPOHMKHICTH HE OUiKY€ThCA, 110 Ha BCMOKTYBAHHS BIIJIMHY Th
iHri0iropH eIIOKCHEX TpaHCHOpTepiB. Y KIIHIYHUX YMOBaX
nonyTterpasip inridysas Hupkoeuit rpancrioptep OCT2, mo Bu3Hauanocs
30iBINeHHAM eKCIIO3UIT METQOPMIHY IIPH HOTO CYIyTHEOMY
3aCTOCYBaHHi, ajie IIOMITHOTO iHriOyBaHHS HITUX TPaHCIIOPTEPIB HE
crioctepiranocs. Jlojryrerpapip NpoTHIOKa3awU i CYIyTHLOTO
3acTocysanus 3 cyocrparom OCT2, nodeTHiIoM Yepes MOKIIMBHE
PO3BUTOK TOKCHUHOCTI IIPY BHINIH €KCITO3HINT IIpenapaTy. 3a BUHATKOM
gyTnueux cyberpatis OCT2 3 By3pKHM TepalleBTHYHAM Jiala3oHoM,
iuri6ysanmng merabonizMy abo TpaHCIIOpTEpiB IpeNapaTiB NpH
CYHYTHROMY 32CTOCYBaHHI BHIE3a3HAUEHUMH MeXaHi3MaMH He
OUIKYEThCA.

Toxcrkoaorivui gocmimxenna: OCHOBHEMH pe3ylibTaTaMH JOCTIIKEHb
TOKCHYHOCTI 11pH moBTOpHOMY BBenenHi DTG npoTsroM 26 TXHIB y
mypis Ta 38 TIDKHIB ¥ Makak OyJa TOKCHYHICTE 3 OOKy IIIyHKOBO-
KHIIKOBOTO TPAKTy. Y Maxax, HaiOlIsiI Ty TIMBOro BUAY, TOKCHYHICTD 3
doky IIKT xapakTeprsyBanacs IepeBaKHO OIIOBAHHAM, Jiapeero Ta
OB’ 134000 3 HUMH CMEPTHICTIO, 8 TAKOX YPaKESHHAMH IITYHKOBO-




KHIIKOBOI'O TPAKTY, a Y IIYPIB — Ypa)KeHHAMH NUTyHKa. Y 000X BHIIB I
€(hEKTH CIIOCTEPirayncs IIpH A03aX, O IOCTYIOBO 3HHXKYIOTHCH, 31
301NBIIEHHAM TPHBAIOCTI TOCHiKEHHA., BBaxaeTsCs, 0 TOKCHYHICTE 3
6oky LIKT € pe3aynsTaToM MiCLIEBOTO BBEIOCHHS NIpeNapaTy Ha ITOBEPXHI
CITA30BOT 0OOJIOHKH KHIIKIBHHKA ITicIs TepOpansHOro npuitoMy, a He
CHCTeMHOI TOKCHYHOCTI. JlaHi CTOCOBHO TOTO, IO B YPOKEHUX TRAPHH
OyJu cniBCTaBHI piBHI €KCIO3MII] 3 TBAPHHAMH IIPH PiBHAX A03, 38 AKHX
TBapHHH HE [TOCTPaXIaIH, iATBEP/PKYIOTh BUCHOBOK, II[0 TOKCHYHICTE 3
6oky IIIKT 3symosnena cunsuimmm MicuepuM BrmaeoM y KT y mux
rpynax no3ysaHHs. ToMy HokasHEKM Mr/kr aGo Mr/sm® € BimmoBinHuME
IIOKA3HHKaMH Oe3meKH I 1i€] TOKCHYHOCTI, OCKIJIBKH BOHA HE
IPYHTYETECS Ha cHcTeMHii excriosunii, NOAEL juist 38-mixuesoro
JIOCTIIKEeHHA TOKCHYHOCTI Ha Makakax (15 Mr/kr/no6y) cranosuts 15X Ta
7,5X exBiBaleHTHY H03Y JUI JIOAHHH B MI/KT (3 po3paxyHKy 50 kr Macu
Tina moauuu) Ta 5X eKBIRaNeHTHY A03Y IS NIOAHHHU B MI/M? 17Is Io3H
npenapary 50 mr 1 p/n. Toxcuunicts 3 6oky IIIKT He cnpruununa
30LIBIIEHHS PH3HKY PO3BHTKY KIIHITHMX HeOaXKaHUX SBHIN NPH IpHitomi
DTG y no3i 50 mr 1 p/m.

DTG ne OyB reHOTOKCHYHHAM Y cepii TecTiB in vitro 1 B MiKposiiepHOMY
aHasi3i Ha nypax in vivo i He 6YB KaHIIEPOTEHHHM y 2-piYHHX
JIOCJIiJUKEHHAX KAHIIEPOTeHHOCT] Ha LIypax Ta MHIIaX.

HonyTterpasip He BINIMRaB Ha (epTHALHICTS caMIliB abo caMHIb IIYPIB i He
BIUIMBAB Ha eMOpiodeTanbHuit PO3BUTOK Y BAriTHHX LIYPiB 4K KPOJIB.
Jani, oTpEMaHi y TBApHH, HE BKa3YIOTE Ha NPAMHE a00 HempaMHit
HETATHBHHH BIIMB IMOXO PENTPOAYKTHBHOI TOKCHYHOCTI P 32CTOCYBaHHI
BigmoginHO n0 iHdopmanii, HapeaeHOT B iBCTPYKUIT ITO0 3acTOCYBaHHS
JKAapCBKOTo 3acoby.

3acTocyBaHHS JONYTETPaBipy MPH3BENO A0 3MEHINEHHS NPHPOCTY MacH
TLIA Ta 3HMKEHHs CNIOXUBAHHA DKi y HOCIIJOKEeHH] 1pe- Ta
IIOCTHATAIEHOrO PO3BUTKY y mypiB (F0), 1xi oTpaMyBamu

1000 mr/xr/noby. 3HHXXEHHS MACH Tijla CIIOCTEPIranocs y MoAagbIIoro
notomctra (F1) rpynu mosysanus 1000 Mr/kr/noby 3 nepiony Bimmy4eHHs
1o crateBoro gozpipanas. 3HadeHHS NOAEL juia penpomyKkTHBHOL
dbynkuil Matepi (FO), a Takoxx mpe- Ta MOCTHATAILHOI'O PO3BHTKY ¥
notoMctia (F1) ctaHoBmiIo 50 MI/Kr/mofy uepes sHEKEHY Macy Tija
motoMcTra (¥ ~25 pa3iB MepeBHINY€E OYiKyBAaHY CKCIO3HIIIO Y JIIOJUHH IIPH
BBENEHHI TIperapaty B 103i 50 Mr 1 p/x), ekcTpanonsoBaHa 3 CepenHbOTo
3HAYEHHS €KCIIO3MIII1 3a TeHOEPHOIO O3HAKOIO, JOCATHYTOI0 Y 14-1eHHOMY
JIOCHiZXKEeHHI TOKCUYHOCT] ¥ IIypiB). 3 ornamy Ha TOH (haxT, 110 BIJIMB HA
Macy Tina noToMcTsa GYB Bil3HAYEHUH Y J038X, Y AKHX CIOCTEpiranacs
TOKCHYHICTD Jijisl MaTepi, a TaKos OyJIM 3HAYH] MexXi BIUUBY, OUiKyBaHi
IIpH BBeJIeHH] Npenapary B IPOMOHOBAHUX KIIHIYHHX 033X, iCHYE
MiHIMaNbHUH pU3MK HECHPUATIHBOIO BILTHBY Ha IOCTHATAIBHHI PO3BHTOK
TIOTOMCTBA MatepiB, AKi OTPHMYRAH IOy Terpasip.

Y mocniiKEHHI TOKCHYHOCT] ¥ HECTATEBO3PINMX HIYPIB 3aCTOCYBaHHs
JONYTErpaBipy MpPH3BEIIO 0 JBOX CMEPTENFHUX BHIAMKIB O BIIIYYeHHS
npu go3i 75 mr/xr/nody. Ilporarom nepiony slikyBaHHS A0 BIITYYEHHS Bif
Marepi cepenHiii OpupicT MacH Tina y uiif rpymi 3HU3UBCA i Le 3HUKEHHS
IPOTATOM YCHOTO AOCIiDKEHHS 30epiranocs y caMUIb y TIEPiof Micast
BigmyueHHs Big Marepi. [Top’s3aHi 3 JOCHIIYBaHMM [IpeIapaToM
BiIMIHHOCTI MiX rpynaMH moJo BiKy, B SKOMY Y IOTOMCTBA 3’ ABIIAIOTHCS
(isrdHi 03HAKH CTATEBOTO J03piBaHH (PO3KPUTTS IIXBH abo BimiNeHHs




CJIM30BOT OOOJIOHKH TPEIyIlisi Ta MIKipH TOJIOBKH BiJl OCHOBH CTATEBOT0
YJIeHa) HE BUABIIEHO; TAKOXK 3MiH, OB’ A3aHUX 13 JTIKyBaHHAM, B OLiHIII
CTajliii criepMaroreHesy He CHOCTEpiranocs. Y HecTaTeBO3pLINX ILypiB He
OyJ10 BHSABJIEHO HOBMX OpraHiB-MillleHeH y MOpiBHAHHI 3 IOPOCIHMH, a
NOAEL y mecrareBo3pinux mypis cranoBuia 2 Mr/kr/nody. Lle
JOCIII/DKEHHS TATBEP/DKYE KIITHIYHE 3aCTOCY BAHHS J0JIyTerpaBipy y AiTei.

Ananiz TDAR ne nokaszas imynotokcuuHicts DTG y nopocaux urypis y
no3ax <1000 mr/kr/noby. Y HecrareBo3pinux urypis ananiz TDAR ne
BUSIBUB OB’ S3aHOTO 3 JIOCTI/DKYBAaHUM IIPENapaToM BIUIMBY Ta BILIMBY Ha
miarpynu giMmbouutis (T-knituan, CD4 ta CD8 miarpynu, a Takox B-
KJITHHH) Ta BMicT T-knitHHHUX penenTtopis VP y CD4 abo CD8 y
nepudepuyHiii KpoBi.

besneka nonyrerpasipy OyJia BCTaHOBIIEHA B KOMILJICKCHIM rporpami |
JOKJIHIYHHMX JIOCIIPKEHb Ta I1iJ] Yac IMHPOKOTo KIHIYHOTO 3aCTOCY BaHHS.
OcHoBHHM edexToM, cipHunHeHHM 3actocyBanHsM DTG, Oyna

tokcuuHicTh 3 6oky IIIKT, 1o crioctepiraetsest y A0CITIKEHHIX

TOKCHYHOCTI TIOBTOPHHX /103 HA IIIypax Ta MaKakax. 3arajioM CHCTEMHA ‘
excriosuiiist mpu NOAEL y mociiKeHHsIX TOKCHIHOCTI Ha TBApUHAX
npubIM3HO BiOBIIA€ OYIKyBaHiM KIiHIUHIM ekcro3uitii. 3a ocraHHi |
1’ATH poKiB He OyJ10 310paHo KOJHUX JaHUX Ta He OYJI0 BUSBJICHO KOIHOT |
JOKJIHIYHOT iH(opMaltii, sika Moryia O 3MIHUTH M0YAaTKOBI BUCHOBKH 11010
Oe3neku J0JyTerpasipy, 1o IPYHTYIOTHCA Ha TOKIIHIYHHX JaHux, abo
OLIIHKY CIIBBIJIHOIIEHHS KOPUCTH/PH3HK JUTs TAOIETOK JIOTyTerpaBipy npu
NpU3HAYEHH] B PEKOMEHI0BaHi} TepaneBTHYHIH 1031 ‘

besneka gomyTerpasipy Oyia BCTaHOBIEHA B KOMIUIEKCHIH nporpami

JTOKJIHIYHMX JIOCTI/PKEHb Ta ITiJ] 9a¢ MUPOKOTO KIIHIYHOTO 3aCTOCY BAHHS.

OcHoBHUM eexToM, cipuurHeHuM 3actocyBansm DTG, Oyna |

TokcnuHicTh 3 60ky KT, 1110 crioctepiraeTbes y A0CHIPKEHHIX ‘

TOKCHYHOCTI TIOBTOPHHX /103 HA HIypax Ta Makakax. JlaHi iux

JNOKJIIHIYHUX JIOCIIJDKEHb [1ITBePPKYIOTE KiliHiuHe 3acTocyBanHsa DTG |

Juist TikyBanHs BIJI-1 BiAMOBiqHO 70 3a1POIIOHOBAHOI CXEMH
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1. Name of medicinal product
(number of license if available)

TIVICAY dispersible tablets 5 mg

2. MA applicant

Vi1V Healthcare UK Limited, UK

3. Manufacturer

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations), UK
Glaxo Wellcome S.A., Spain (batch release site)

4. Conducted Trials
V Yes

o No justify, if no

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

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

5. Full name of CT, CT code

Phase I/II, Multi-Center, Open-Label Pharmacokinetic, Safety, Tolerability and Antiviral Activity of
GSK 1349572, A Novel Integrase Inhibitor, in Combination of Regimens in HIV-1 Infected Infants,
Children and Adolescents Cohorts I-V, Interim Report (ING112578, P1093, IMPAACT 1093).

Other secondary reports associated with this study are listed below:

- Combined Summary of Plasma Dolutegravir Pharmacokinetic Data Collected in HIV-1 Infected
Pediatric Subjects in Studies ING112578 (P1093) and 201296 (ODYSSEY, PENTA 20) (CT code:
Pooled NCA Report (2019N422597 00))

- Population pharmacokinetic and exposure-response analysis for dolutegravir in HIV-1 infected
pediatric subjects in studies ING112578 (IMPAACT P1093) and 201296 (ODYSSEY, PENTA 20)
(CT code: PopPK & Safety E-R Report (2019N424147 _00)

Plasma exposure-viral load response analysis for dolutegravir in HIV-1 infected pediatric subjects in

Study ING112578 (IMPAACT P1093) (CT code: Efficacy E-R Report (2019N424148 00))

6. CT phase

Phase I/I1

7. CT period

from [20Apr2011] - [ongoing]

8. Countries of CT sites

Botswana, Brazil, Kenya, South Africa, Tanzania, Thailand, US, Uganda, and Zimbabwe.




9. Number of subjects

As of the data cut of 30 April 2019, a total of 161 participants were enrolled. The As Treated (AT)
population includes 159 participants because 2 participants enrolled on the day of the data freeze and
were excluded from these analyses.

The Proposed Dose (PD) efficacy population includes a subset of 58 participants from the AT
Population exposed to DTG at the proposed dose who were enrolled at least 24 weeks prior to an agreed
upon efficacy cut-off date.

Results include all age-cohorts I through V-DT; results are primarily presented by weight band
groups that were open to pediatric participants weighing from 3 kg to 235 kg.

10. Main purpose and secondary
objectives of CT

Primary:

o To select a dose for each formulation of DTG for chronic dosing in infants, children and
adolescents that achieves similar exposure to the DTG 50 mg once daily adult dose.

e To determine the safety and tolerability of DTG in HIV-1 infected infants, children and
adolescents at 24 and 48 weeks.

e To evaluate the steady-state PK of DTG in combination with OBT in treatment-experienced and
treatment-naive HIV-1 infected infants, children and adolescents and to determine the dose of
DTG that achieves the targeted C24h and AUCO0-24h PK parameters in this population.

Secondary:

e To evaluate the antiviral activity of DTG in combination with OBT, by measuring virologic
response in infants, children, and adolescents at 24 and 48 weeks

¢ To evaluate the effect on immunologic response from Baseline to 24 and 48 weeks

e To assess changes in HIV-1 genotype and phenotype to DTG and other components of the OBT
in subjects experiencing virologic failure

e To determine DTG exposure, its variability, and clinical covariates that impact DTG disposition
(e.g., age, weight) using intensive and sparse sampling and population pharmacokinetic analysis

e To determine the extended long-term (>>48 weeks) safety and tolerability of DTG in HIV-1-
infected infants, children, and adolescents

e To explore the relationship between DTG exposure and the antiviral activity

e To evaluate PK, safety and tolerability profile of DTG when dosed by weight bands

11. Design of CT

P1093 is a Phase I/II multi-center, open-label, non-comparative study of PK parameters, safety,
tolerability, and efficacy of DTG in pediatric populations.

Participants initially began sequential enrollment in age-specific cohorts to assess different formulations
as shown below:

Cohort I: Adolescents >12 to <18 years of age (tablet formulation);

Cohort ITA: Children >6 to <12 years of age (tablet formulation);




Cobort IIB: Children >6 to <12 years of age (pediatric formulation*),

Cohorts III: Children >2 to <6 years of age (pediatric formulation*);

Cohort III-DT: Children >2 to <6 years of age (pediatric formulation*);

Cohort IV: Children >6 months to <2 years (pediatric formulation*);

Cohort IV-DT: Children >6 months to <2 years of age (pediatric formulation*);

Cohort V-DT: Infants >4 weeks to <6 months (pediatric formulation*);

* Note: The pediatric formulations assessed in this study include DTG granules, which were
reconstituted into an oral suspension containing 1.6 mg/mL of DTG, and the 5 mg dispersible tablet. The
DTG granules are no longer being developed. Children in Cohort I and Cohort ITA only received DTG
tablet formulation.

Due to increasing international recommendations for pediatric dosing independent of age, enrollment of
sufficient participants to analyze by weight band was also incorporated into the protocol (v5.0) as shown
below:

3 to <6 kg;

6 to <10 kg;

10 to <14 kg;

14 to <20 kg.

12. Main inclusion criteria

Key inclusion criteria include ART-experienced or naive infants, children, and adolescents age >4
weeks to <18 years at study entry, with confirmed HIV-1 infection, and an OBT that contains at least 1
fully active drug for ART-experienced participants.

13. Investigational medicinal
product, method of administration,
strength

Participants were initially given DTG tablets (10 mg, 25 mg, and 50 mg strengths) once daily according
to the following weight-based dosages to achieve ~1 mg/kg (comparable dose to 50 mg once daily given
to HIV-1-infected adults).

Cohort I and ITA DTG FCT Dosing

Weight Range Dose (mg) Tablets taken Dose in mg/kg Dose in mg/kg
(kg) for lower weight | for upper weight
subjects subjects
15-<20 20 Two 10 mg tablets | 1.33 1.00
20 -<30 25 One 25 mg tablet | 1.25 0.83
30-<40 35 One 10 mg tablet | 1.17 0.88
AND one 25 mg
tablet




| > 40 | 50 [ One 50 mg tablet | 1.25 | <1.25

For Cohort ITI-DT, the initial starting DTG DT dose was designed to target approximately 0.8 mg/kg
with a maximum dose of 30 mg but was subsequently increased. For Cohort IV-DT the initial starting
DTG DT dose was designed to target 1.25 mg/kg with a maximum dose of 30 mg but was subsequently
increased. For Cohort V, the initial DTG DT dose was designed to target 1.25 mg/kg and was accepted .
The following table shows the final doses assessed.

Cohorts III-DT, IV-DT, V-DT Dispersible Tablet Dosin

Age Weight Band (kg) | Dose (mg) | Dose (mg/kg
o el e | low weight | high weight
> 4 weeks to < 6 months ofage | 3-<6 5 1.67 0.83
6-<10 10 1.67 1.00
3-<6 10 3.33 1.67
> 6 months of age 6-<10 15 2.50 1.50
10-<14 20 2.00 1.43
14 <20 25 1.79 125
>20 30 1.50

In all cohorts, for participants receiving concomitant rifampin, EFV, FPV/r, or TPV/r after the intensive
PK was performed, it was recommended that the dose of DTG be increased to BID administration.

14. Comparator medicinal product,
dosage, method of administration,
strength

N/A

15. Concomitant therapy

DTG was administered in addition to investigator-selected optimised background therapy (OBT). All
OBT regimens had to contain at least one fully active ARV agent and one additional ARV agent. ARV
activity was determined by screening genotype in conjunction with historical ART information. The

OBT regimens used in this trial are described in the study report.

16. Efficacy evaluation criteria: : The primary endpoint was toxicity through Week 24 and the primary response variable was PK (AUC0-24).

17. Safety evaluation criteria: Secondary endpoints included safety, tolerability other PK variables and antiviral activity through Week 48.

18. Statistical methods: The target population exposure (GM) for C24h is 995 ng/mL, with an acceptable range of 697-2,260 ng/mL, and the
target population exposure (GM) for AUC0-24h target is 46 pg*h/mL, with an acceptable range of 37-134 ug*h/mL

Key secondary analyses included virologic outcomes, based on HIV-1 RNA (¢/mL), assessed through Weeks 24 and 48. At both of these time
points, the primary definition of virologic outcome will be calculated according to the Snapshot algorithm. Participants will be classified as
virologic failures if they have missing HIV-1 RNA data throughout the window surrounding the time point of interest.




This study was designed to select a DTG dose for chronic dosing of infants, children, and adolescents based on PK, safety, and tolerability. The
following AEs were summarized overall and by cohort, enrollment weight band and formulation: all AEs, AEs by grade, Grade 3 or greater
drug-related AEs, fatal and non-fatal Grade 3 or greater SAEs, and AEs leading to withdrawal. SAEs were summarized on-therapy. Mean values
and changes from Baseline for laboratory values and vital signs (including height and weight) were also summarized.

AFEs were also summarized by the weight band at the time of AE onset. These analyses were only performed for participants taking the DT
formulation, and include multiple events if participants reported a new AE when within a higher weight band. Exposure-adjusted incidence rates
and 95% CIs were only calculated for these analyses of weight band at time of AE onset for participants taking DT formulation.

19. Demographic characteristics of |Baseline Demographic Characteristics by Enroliment Weight Band in Study P1093 (AT
the study population (sex, age, race, |Population) — . _ —
etc.) D i | 3to<Bkg: | B:to <10ky | 10to <14kg | 14to <20kg | kg | 2510 <35kg | - >35kg Total
OTOSEPRER L aneny o (NS | (Ne2B) | (26 S NE2 (=28 | (NE19)
Agein 3.0 12.0 32.0 64.5 128.0 160.0 50.0
Months, (1-10) (3-71) (19-59) (31-92) (118 - 184) {124 - (1-214)
median 214)
{range)
Sex, n {%)
Male 5{29.4) 20 (54.1) 11 (44.0) 17 (65.4) 13(92.9) 6 (50.0) 8(28.6) | 80(50.3)
Female 12 (70.6) 17 (45.9) 14 (56.0) 9 (34.6) 1{7.1) 6 (50.0) 20(71.4) | 79{49.7)
BMI (kg/mz), 14.6 16.2 15.6 15.2 15.1 16.7 20.7 16.0
median (12.1 - (10.8 - (13.0-22.0) | (139-19.2) | (14.2-17.0) | (142-180) | (157- | (108-
(range) 17.0) 20.3) 39.3) 38.3)
Weight (kg), 5.0 7.7 12.0 16.6 22.3 30.7 50.6 14.2
median (3.7-58) | (.0-9.9) (10.1-13.8) | (14.2-19.8) | {20.5-24.7} | (26.6-33.9) | (357- {3.7 -
(range) 91.0) 91.0)
Ethnicity, n
(%)
Hispanic or 3(17.8) 4(10.8) 4 (16.0) 8(30.8) 4(28.6) 2 (18.7) 9(32.1) | 34(21.4)
Lating
Race, n {%)
Asian 2(11.8) 5{13.5) 4{16.0) 1(3.8) 2 (14.3) 4(33.3) 307 | 21(13.2)
Native 0(0) 0(0) 0(0) 0(0) 1(7.1) 0{0) 0(0) 1(0.6)
Hawaiian or
other Pacific
Islander
Black or 12 (70.6) 28 (75.7) 19(76.0) 20 (76.9) 8(57.1) 5{41.7) 14 {50.0) 106
African (66.7)
American




Whife 00 1{2.7) 2(8.0) 1(3.8) 1(7.1) 1{8.3) 9(32.1) 15 (9.4)
Other 3(17.8) 3(8.1) 0 (0) 4{15.4) 2{14.3) 2(16.7) 2(7.1) 16 (10.1)
20. Pharmacokinetic results Film Coated Tablet

PK parameters for pediatric participants receiving DTG as FCTs under the protocol defined fasted state
by enrollment weight bands demonstrated that doses of 35 mg and 50 mg were sufficient to achieve
target exposures for their respective enrollment weight bands.

For the original 20 to <40 kg enrollment weight band, at 25 mg and 35 mg of DTG FCT daily, AUCO-
24h was comparable to adult exposures but C24h was less than 70% of target exposures in the 20 to <30
kg weight band. These data along with PopPK analysis are the basis of the current approvals for 230 kg
in the US and 215 kg in the EU and other countries.

Dispersible Tablets
DTs were assessed in this study in Cohorts III-DT, IV-DT and V-DT (>4 weeks to <6 years of age).

e The maximum doses per weight band evaluated with intensive PK:

o All met AUCO-24h target. The PK of DTs was characterized in pediatric participants weighing
<20 kg. The majority (6/7) of doses evaluated met the AUCO0-24h target. Fewer doses met the
C24h target although most of the highest doses evaluated per enrollment weight band met the
C24h target.

o The acceptable range for GM C24h target is selected as 697-2260 ng/ml.. The majority (6/7)
met the GM C24h target

o Met the primary objective of the study in achieving adult-equivalent exposures.

e There is a clear age/weight dependency of DTG PK. This reflects decreasing drug clearance with
decreasing weight.

o The doses followed the expected allometric relationship consistent with other pediatric therapies.

o The final studied doses were higher than the labelled adult dose (~0.7 mg/kg for 70 kg adult
receiving 50 mg DTG FCT) and did not change linearly within weight band. As weight declined
the mg/kg dose increased down to 6 to <10 kg,

o Inthe 3 to <6 kg enrollment weight band the dose (mg/kg) reduced relative to the next highest
weight band (6 to <10 kg) reflecting an expected maturation effect commonly observed for most
drugs that are metabolized and administered to children <1 year of age. The metabolic




maturation also meant that the 6 to <10 kg enrollment weight band was split by age with younger
(<6 months) participants receiving 10 mg DT whilst the older participants received up to 15 mg

DT.

» There was consistency between formulations in terms of their PK. outcomes, allowing for the
bicavailability difference between FCTs, granules, and DTs.

o There was greater variance in the C24h values relative to AUC0-24h or Cmax.

o With the relatively low numbers per weight band, this variance could lead to chance outcomes
not reflective of the larger population and not consistent with the bulk of the study data. This
may be the cause for the lower than expected GM C24h for the 14 to <20 kg weight band as well
as the less than proportional increases in exposure observed with dose increases within weight

bands.

o Analysis by weight band provides limited insight as the numbers per weight band are less than
required for a powered analysis. A better understanding of the variance, weight effects and
covariates will occur with evaluation of dose performance across the entire study data or with

PopPK modelling.

¢ Cmax concentrations were relatively higher in pediatric participants when compared to adult Cmax
values following 50 mg once daily dose but within the highest exposures seen with adult dosing.

e The observed pre-dose concentrations at Week 4 were in general relatively higher when

administered without regard to food.

o The data, and their matching of adult exposures, provide strong justification for their use in
determining effective pediatric dosing regimens. These data and the subsequent predictive
simulation from a PopPK model characterizing DTG PK from adult to pediatric participants >3 kg
will provide recommendations for final dosing.

21. Efficacy results Antiviral and Immunological Activity Through Week 24 and Week 48 in Study P1093 (PD Efficacy
Population)
o Week 24 - Week 48
N=58 N=24
niN % (95% CI) n/N % (95% CI)
Proportion of participants with HIV 62.1 66.7
RNA <50 c/mLa 36/58 (48.4 - 74.5) 16/24 (44.7 - 84.4)




Proportion of participants with HIV 86.2 75

RNA <400 c/mL 50/58 (74.6-93.9) 18124 (53.3-90.2)
Median (n*) (Q1, Q3) Median (n*) (Q1, Q3)

Change from baseline in CD4+ cell

count (cells/mm) 105 (57) (-93, 338) 149 (23) (-17,291)

Change from baseline in CD4+

percent 5.1 (57) (1, 9.3) 8 (23) (0, 11)

Notes:

+ N = Number of participants in each cohort;

« n*=Number of participants contributing data

* For binary endpoints: n/N with % (95% Cl) was reported for each cohort, where n/N=number of responders/number of
participants.

« For continuous endpoints: median changes with the first and third quartiles were reported. Normal distiibutions were assumed for
continuous endpoints.

»  Snapshot algorithm was used in the RNA analyses.
» Failures include participants with missing data due to discontinuation of study for lack of efficacy, change in the background
regimen, change in ART without the consent of the Protocal Team, and discontinuation for non-treatment related reasons with the
last HIV RNA >400/50/LLQ c/mL.
a  Resulls of <200 ¢/mL from HIV-1 RNA testing using an LLOD of 200 c/mL were censored to »50 ¢/mL in this analysis

Antiviral activity at Weeks 24 and 48 from P1093 was similar to that seen in the similarly designed
treatment-experienced adult DTG study, SAILING, when using a 400 ¢/ml threshold [Cahn, 2013;
NCT01231516, 2019]. The slightly lower efficacy seen in P1093 as compared to SAILING at Week 24
using a 50 ¢/mL threshold was driven by participants <2 years of age entering P1093 with high HIV-1
RNA levels (>6 logio c/mL). For these young children with high HIV-1 viral burden at the onset of
treatment, 24 weeks may not be sufficient time to reduce the viral burden to <1.7 logio ¢/mL.

The efficacy results seen in P1093 surpassed those from 2 contemporary pediatric dose finding studies
conducted in treatment-experienced patients. For IMPAACT P1066, a pediatric study of similar design,
evaluating the PX, safety, and efficacy of RAL in ages 2 to <18 years, Week 24 and 48 antiviral results
were 54% and 57%, respectively achieving HIV-1 RNA <50 ¢/mL [Nachman, 2014]. PRINCE-2 is a
pediatric study evaluating safety and efficacy of boosted ATV in children ages 3 months to <11 years
[Cotton, 2018]. Efficacy results at Week 24 and 48 were 47% and 43%, respectively achieving HIV-1
RNA <50 ¢/mL.

P1093 Antiviral Response in Study P1093 Compared to that of Adult Data from the SAILING
Study (ING111762, Snapshot Analysis)

| . ] Pr1o93° [ SAILING®




PD Efficacy Per Protocol

Population - Population

(N=58) (N=354)
Week 24 - n/N (%) n/N (%)
Proportion of participants with HIV RNA <50 ¢/mL 36/58 (62) 281/354 (79)
Proportion of participants with HIV RNA <400 ¢/mL | 50/58 (86) 307/354 (87)
Week 48 n/N (%) /N (%)
Proportion of participants with HIV RNA <50 ¢/mL 16/24 (67) 251/354 (71)
Proportion of participants with HIV RNA <400 ¢/mL | 18/24 (75) 2781354 (79)

Note: n/N=number of responders/number of participants
a PD Efficacy Population from P1093
b Cahn, 2013 and public results database for NCT01231516, 2019

Full description of efficacy analyses is found in the Clinical Study Report.

22. Safety results

population.

Full description of safety analyses is found in the Clinical Study Report.

Overall, the safety results support that DTG, administered to infants, children and adolescents was well-
tolerated when administered concomitantly with OBT. Compared to adults, no new safety issues were
identified in these pediatric participants; generally, the nature of AEs reported, and timing of reporting
was consistent with the safety profile of DTG established in adults or reflective of the patient

23. Conclusion (summary)

Study Population

participants were primarily from LMIC locations).

¢ The demographic and Baseline characteristics of the AT Population were similar to that of the
PD Population with a good distribution of enrollment across the weight bands.

¢ The P1093 study population was very diverse with key differences in Baseline factors that
potentially help explain some of the differences observed in the safety findings (e.g. younger

e Over 90% of participants in both the AT and PD population had prior ART experience, whether
for treatment or prophylaxis. NRTI use was most common, followed by PI use.




Pharmacokinetics
* The maximum doses per weight band evaluated with intensive PK:

o All met AUCO-24h target
o The majority (6/7) met the GM C24h target

o Met the primary objective of the study in achieving adult-equivalent exposures.

¢ There was consistency between formulations in terms of their PK outcomes, allowing for the
bioavailability difference between FCTs, granules, and DTs.

¢ Cmax concentrations were relatively higher in pediatric participants when compared to adult Cmax
values following 50 mg once daily dose but within the highest exposures seen with adult dosing.

¢ The observed pre-dose concentrations at Week 4 were in general relatively higher when
administered without regard to food.

* The data, and their matching of adult exposures, provide strong justification for their use in
determining effective pediatric dosing regimens. These data and the subsequent predictive

simulation from a PopPK model characterizing DTG PK from adult to pediatric participants >3 kg
will provide recommendations for final dosing.

Safety
In HIV-1 infected infants, children, and adolescents >4 weeks to <18 years of age, DTG administered as
an FCT or DT in combination with an OBT:

¢  Demonstrated no safety events that led to rejection of a tested dose.
e  Demonstrated no safety events that led to permanent withdrawal from study drug.

e  Showed no additional safety concerns compared to adults.

Efficacy

e HIV-1 RNA suppression to <400 ¢/mL and <50 ¢/mL at Week 24 and Week 48 offers supporting
evidence that exposures observed in P1093 provide adequate antiviral activity.

e Efficacy results by enrollment weight band, age cohort, drug formulation or ARV history
demonstrated favorable antiretroviral effects at Week 24 and Week 48.




¢ Immunological benefit was demonstrated by median change in CD4+ percent from Baseline
through Week 24 and Week 48.

e The antiviral activity observed at <400 ¢/mL is comparable to that seen in a similar treatment-
experienced adult DTG study through Week 24 and Week 48.

Virology
e InP1093, the rate of PDVF was relatively low for this diverse pediatric population.

e  The IN emergent substitutions seen at PDVF were similar to those detected in treatment-
experienced adults failing DTG treatment.

Palatability and Acceptability
e The DT formulation taste was acceptable to most respondents (>98% rated the palatability as
average or better) and there were few problems with preparation (<3%) or administration (<2%).

Applicant (Marketing Authorization
Holder)

Signature

Baptiste Rousseau
Project Manager, Regulatory Affairs
ViiV Healthcare

20 August 2024
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3BiT npo KiaiHiYHe BUIPOOYBaHHH — 1

(3a nanenocmi — nomep
peccmpayiiinozo noceiduenin)

1 Ha3zea jgikapchkoro 3acofy TIBIKEUY, Tabnetky, mo JIUCTIEPTyIOThCA, TI0 5 MT

2 3aaeuuk Ha PII BiiB Xenckep IOK Jlimiten, Benuka Bputanis (ViiV Healthcare UK Limited, UK)

3 Bupobunk nakco Onepeiirmic FOK Jlimiten, uio sexe AisusHicTs SK [makco Bemnkom Onepeiimnace, Bemika bpuranis (Glaxo
Operations UK Ltd (trading as Glaxo Wellcome Operations), UK)
nakco Bemmkom C.A., Icnanis (Bupobnuk mia ummycka cepii) (Glaxo Wellcome S.A., Spain (batch release site))

4 IIpoBeneni nocmiKeHH S
v Tax

oDHi  sxmo Hi, o0TrpyHTYBaTH

3a SIKUM OpoBoauIacy abo
IJIAHYETLCS peccTpanis

4.1. Tun aikapesxoro 3acofy, |Jlixapcekuit 3acid 3a MOBHHM JIOCHE (ABTOHOMHE JIOCHE).

5 IloBua Ha3pa KJIiHiYHOTO ®aza I/Il, MynsTH-IIEHTPOBE, BIOKpHTE ZOCTiIKEeHHS (hapMaKOKIHETHKH, Oe31IeKH, IEPeHOCHMOCTI 1 TIPOTHBIpYCHOL
Bunpobysanus, kogopauuii  |axrusHocti GSK 1349572, HoBoro iuribiTopa inTerpasn B komMOiHaIlil cxeM JIKyBaHHA HEMOBIAT, AiTeH 1 I UNTKIB,
HOMEP KJIHIYHOIO intixoBarux BlJI-1, Koropra {-V, npomixxamii 3giT (ING112578, P1093, IMPAACT 1093).

BHIpoOYBAHHSA

THil BTOpHHET 3BITH, IO TIOB’ S3aH1 3 ITEMH JOCIIJHKEHHAMH, [epeNideHi HIKYe:

Kombinopane pestome (hapMakOKIHETHYHHX JaHUX JI0JyTerpasipy B mnasmi, oTpuManux y BlJI-1-indikopanux
TIAIIIEHTIB U TAYOro BIKY B Xozi socnimkens ING112578 (P1093) Ta 201296 (ODYSSEY, PENTA 20) (CT code:
Pooled NCA Report (2019N422597_00)).

IMomynsriduwii hapMaxokigeTAUHHH aHAaMTi3 Ta aHANI3 «eKCIO3HLiL-BIIIOBI L) U KoryTerpasipy y BIJI-1-
iH(dikOBaHMX MAIl€HTIB JWUTAYOrO BiKy B pocimipkersax ING112578 (IMPAACT P1093) ta 201296 (ODYSSEY,
PENTA 20) {(CT code: PopPK & Safety E-R Report (2019N424147_00)).

Awnaiis ma3sMoBoi eKCITO3MLIT Ta BiAITOBiAi Ha BipycHe HABaHTaXXeHHA A1 JoyTerpasipy y BUUI-1-indikoBanmux
niteit y nocmimienni ING112578 (IMPAACT P1093) (CT code: Efficacy E-R Report (2019N424148_00)).

KJiHI9YHOr0o BHIPOOYBAHHSA

6 ®aza KIIHIYHOIO Daza I/I1
BHNPOOYBaHHSA
7 Ilepioa mpoBegeHHs 3 [20 xBiTHa 2011 p.] — [IposOBXKy€ETBCS |




8 Kpainu, ne nposoanioes
KJiHiYyHe BHIpoOYBAHHSI

Borcesana, Bpasuinis, Kenis, ITinenna Adpuxa, Tanzanis, Tainany, CIIIA, Yranna ra 3imbabge.

9 KinbkicTh HocigxyBannx

CranoM Ha JaTy NpHITHHEHH 300py nauux, 30 xeiTEa 2019 p., 3aramoM y JOCIiKeHE OYI0 3apax0BaHo

161 yuacruxa. Ilomynamia mamieHTis, sxi oTpuMmany nikysasHs (AT), Bmodae 159 y4acHHKIB, OCKUTBKH 2 yHaCHHKH
Oynu 3apaxoBaHi y JeHb (DIKCYBaHHS IaHMX Ta OYIH BHKIOYCHI 3 ITHX aHATI3iR.

IMonynsmia ans oniHky edheKTHRHOCTI 3aTIponoHoBaHo! 103 (PD) Biunouae miarpymy 3 58 yvacHuxiB 3 nomymsiiii AT,
ski orpamyBany DTG y sanpononosasiii 1031, skrx 0yJ10 BKIIOUEHO y TOCILIXEHHS NpUHAAMHAL 32 24 TIXKHI 10
Y3TO/PKEHOT JaTH NPHITHHEHHS 300py DaHUX g OLIAKH e(eKTHBHOCTI.

Pe3ympraTi BKIIOUAIOTE YCi BikoBi koroptH Bix I mo V-DT; pezynnTaTi nepeBakHO NpecTaBieH] 3a IpyIaMi
JIO3YBAHHS BIIMOBITHO A0 Aiana3oHy MacH TiJia, sxi OyJIE BIIKpATI [ miTeil 3 Macoro Aiyia Bix 3 Kr go 235 kr.

10 Meta Ta propHaxi mini
KJIHIYHOT0 BHIPOOYBaHHA

IepBuHna:

o [lixiGpata no3y ams koxHO1 Jikapchkoi dopmu DTG mwis TpuBanoro 3acTOCYBaHHsA Y HEMOBILAT, JiTel Ta
TUTTKIB, MO 3a0e3neuyBaTHME TOCATHEHHS PiBHA BIUIHBY, SKui BigmoBizae no3i DTG 50 Mr oxun pa3 Ha noby
¥ JOPOCIHX.

¢ Busgauntu Ge2nexy Ta nepeHocumictk DTG y BIJI-1-iadikopaHuX HEMORIAT, AiTell Ta MATITKIB npoTarom 24
T4 48 THXKHIB.

¢ Ouniguta @K DTG y pirnopaxHiil koHueHTpanii B xomOinanii 3 OBT y BIJI-1-indikoBanux nemopJsr, alreit Ta
MUTITKIB, SIKI OTPEMYBaH JiKyBaHHS, Ta AKi He OTPHMYBAIH JIIKyBaHHA, o0 Bu3HauuTH no3y DTG, 3a saxoi
nocsraroTbes ninsoBi PK mapamerpu C24h ta AUC0-24h y niif nomysii.

Bropnnna:

e Oningrs npotuBipycHy akTHBHICTh DTG y komGinarii 3 OBT musixom BEMIpIOBaHHS BIPYCONOTi9HOL BiITOBiAL
Yy HEMOBJIAT, AiTe#H Ta migmiTkiB uepe3 24 ta 48 THXKHIB.

o OuiHNTH BIUIMB Ha IMyHOJOTIYHY BiJIIOBiAE 3a NEpiof Bif BUXiHOTO piBHA 10 24 Ta 48 TmxHiB.

e Ouinnty 3Misa renotuny Ta denoruny BLI-1 y pixnosias va DTG Ta ivwi xomuosents OBT y naniesTis 3
BipycoJoriyHow HeeeKTHBHICTIO.

o Busnayuty piseHs BBy DTG, Horo papiabenpHicTs Ta KHIYHI KOBapiaTH, M0 BINIABAOTE HA po3nonin DTG
(HanpHJIaf, BiK, Maca Tina) 3 BAKOPUCTAHHAM IHTEHCHBHOIO Ta BUOIpKOBOTO BiAOOpY 3pa3KiB Ta MOmyJsniiinoro
(hapMaKOKIHETHYHOI'O aHAJH3Y.

o Busnauyuty 6esnexy Ta nepeHocuMicTs DTG nmpu 3acTocyBaHHI IPOTATOM TPHBAIOTO Yacy (=48 TmxmiB) y BIJI-
1-in¢ixoBaHUX HEMOBIAT, AlTeH Ta OiJULTKIB.

¢ Bupunty B3aeM03B’ 130K MixK BIIHBoM DTG Ta npoTHBipycHOIO aKTHBHICTIO.

o  Ominuru OK, besrrexy Ta neperocumicts DTG npu no3ypadHi BiINOBITHO 0 Niala3oHy MacH TiNa.

11 qu3aitn kjinigHOrO
BHIIPOOYBaHHSA

P1093 — ne baraToleHTpORE, BIAKpHUTE, HEMTOPiBHsLNBbRE JocnimkeHHS (a3u I/11 3 oninxu @K napaMerpis, be3nexy,
nepesocuMocTi 1a edexTrBrOCTI DTG y negiaTpuyamX Mooy nsuisx.

CnoyaTKy y4acHHKIB IOYaTH IOCHINOBHO 3apaX0BYBATH JO BIKOBMX KOTOPT IUIS OIIHKM PI3HHX JIKapchKUX (GopM, SK
MIOKA3aHO HIKYE:

Koropra I: ITigmiTku BikoM Bix >12 xo <18 pokis (Jikapceka hopMa v BETIAOI TabIETOK);




Koropra IIA: [litu BikoM Big =6 no <12 pokiB (Jrikapceka ¢opMa y BHTIsI1 TabIEeTOK);

Koropra IIB: [iTi BikoM Bin =6 no <12 pokis (1ikapceka dopmMa mis mitei™);

Koropra III: JliTk BikoM Biz >2 no <6 pokiB (nikapceka dhopMa o miTeii™*);

Koropra lII-DT: Iita Bikom Big >2 Ao <6 pokiB (sikapchka (opMa s gitei*);

Koropra IV: Jlita BikoM Big =6 MicaiB no <2 pokie (mixapcbka dopMa s gitei™);

Koropra IV-DT: Hitu BixoM Big =6 Micsmis go <2 pokiB (Jrikapceka hopMa s gite*);

Koropra V-DT: HemoBnarta Bikom Biz >4 TixHiB g0 <6 Micsris (likapceka dhopma I xiteit*);

* IlpumiTra: Jlikapeski hopMue AL AiTe, M0 OLIHIOIOTECS Y IBOMY JOCIiXKEHH], BKIogaroTh rpagym DTG, sxi 6yt
BITHOBIIEHI 10 nepopalsHol cycnensii 3 BMicToM DTG 1,6 Mr/mi, a Takox 5 MT y mucneproBaHiit Tabnerni. PospoOka

rpauyn DTG 6ineme ge nuporoputsea. Jita 3 koropra I ta xoropty ITA orpumyBany TubkH Jikapebky ¢opMmy DTG y
BHIIAI1 TAaOJIETOK.

Yepes mopa3 Ginploy KUIBKICT MIXKHAPOIHUX PEeKOMEHMANIH MO0 NO3YBaHHA ¥ iTeH HE3aleKHO Bil BIiKy, X0
npotokoury (Bepeis 5.0) Takox Gyno BKIIoYeHO Habip JOCTATHROI KifBKOCTI YYaCHHUKIB s aHAJIZY JO3YBaAHHI
BiZTIOBIHO JI0 Aialla30Hy MacH Tija, SK IOKa3aHO HMKYe:

BiZ 3 mo <6 KT;

Bix 6 g0 <10 xT;

Big 10 mo <14 xr;

Big 14 mo <20 xr.

12 OcHoBHi KpHTEpil OcHoOBHI KpwTepil BRIIOUEHHS: HEMOBILATA, XiTH Ta IIiUITKH BIKOM Bif 24 THXHIB 70 <18 poKiB HA MOMEHT BKIIIOYEHHS
BRJINOYeHHS B JlociipKenns, Sxi orpuMyBainn APT abo He oTpuMyBanu NiKyBaHH#, 3 miaTeepmxedoo BIJI-1 indekuieto Ta OBT, no
CKJIaAy SIKO1 BXOJHMB IPHHAHMHI 1 NOBHICTIO aKTHBHUH Npenapar s YYacHHKIB, sKi orpuMyBand APT.
13 HocnimxyBanmnii YyacHUKY criogaTKy oTpuMyBanu Tabnerku DTG (y mozysanni 10 mr, 25 Mr T2 50 Mr) oamH pa3 Ha 700y 3rigHO 3
Jikapebxnii 3acid, cnocibd HaBeJeHHMHU HIDKYe No3aMU BiTIOBLAHO J(O /iana30Hy MacH Tilla, mod JOCHrTH XOHUenTpalii upenapaty ~1 Mr/xr
3aCTOCY BAHHH, CHIA JIil {(cmiBcTaBHa 7103a 10 50 MT 07Ul pa3 Ha 100y, o 3acTocoryeThed y BIJI-1-indikoBaHHX JOpOCIMX).
Jozypanus Ta0bnerok DTG, BRPHTHX NIiBKOBOI0 00010HK0H0, ¥ KoropTi I Ta ITA
Hianazon macu tina | Jlosa (mr) | Kiapkicrs opunitnarux | Jo3a y Mr/kr gas HJo3a y Mr/kr ans
(xr) TabaeTok HIKHBLOT Mexi BepXHKOI MeKi
gianazomy MAcH Tina | giamazoHy MacH Tima
y NAli€HTIB Y NaI€HTIB
15 - <20 20 JB1 Tabserxw 110 10 Mr 1,33 1,00
20 - <30 25 Onua Tabrerkxa mo 25 Mr | 1,25 0,83
30-<40 35 Onua radierka mo 10 mr | 1,17 0,88
TA omna Tabnerka oo
25 Mr
> 40 50 Oxua Tadbnerka mo 50 Mr | 1,25 <1,25




Jins koropra III-DT mouarkoBa cTapToBa no3a aucnepropanux tadbnetok DTG Gyna pozpaxoBaHa NpHOIHM3HO Ha PiBHI
0,8 Mr/Kr 3 MakCUMaNsHOO 7103010 30 Mr, ane 3rogom Oyna 36insmena. Jing xoropts IV-DT mouatkoBa cTaproBa nosa
nucreprosanux Tabnerox DTG Gyna pospaxosana Ha piBHI 1,25 MI/KT 3 MaKxcAManbHOIO 103010 30 Mr, ane srogom Oyna
36inpinena. [ xoropTd V mo4aTkoBa fio3a jucnepropanux tabnerok DTG Oyna pospaxoBana Ha piBHi 1,25 MT/KT Ta
Oyna npuitinara. Y Haseneniit nani Tabiami ToKa3aHO OCTATOMHI OliHeH] H03H.

Hozysauns qucneprosannx Tadgerok y koroprax III-DT, IV-DT, V-DT
Bix I'pyna nozysauss Bianosinuo | Joza (Mr) | Jloza (MI/kT)
JI0 diana3zoHy MacH Tija (kr)
_ 7 HH3bKA Maca Tila | BHCOKAa Maca Tina
Bix > 4 THHKHIB J10 < 6 MicsniB | 3 —-<6 5 1,67 0,83
6-<10 10 1,67 1,00
3-—<6 10 3,33 1,67
6—-<10 15 2,50 1,50
Biz > 6 MicsiB 10—-<14 20 2,00 1,43
14—<20 25 1,79 1,25
>20 30 1,50

V Beix KOTOPTaxX yYacHHKaM, SKi OTPUMYBAIH OAHOYacHO pudamiin, EFV, FPV/r abo TPV/r, micnd nposenenHs
iHTeHCUBHOrO Bifbopy 3pazkis ans ouinopanss OK 6yno pekomengopayo 36imsumte o3y DTG no 2 p/n.

14 IIpenapaTt nopiBHAHHY,
[03a, crmocid 3acTocyBanns,
cHaIa Ait

H/3

15 CynyrHas Tepanisn

DTG npussagany Ha JOAATOK 10 oOpaHoi gocimiaaukoM orrriuMizoBanoi honoroi Tepanii (OBT). Vci cxemu OBT mamu
MICTHTH TIpHHAMMHI OJIHH TIOBHICTIO aKTUBHHUM APB-npenapar Ta ofus fomaTkosuit APB-npemnapar. AxTHBHICTE APB-
IpenapariB BU3HAYAIH IUISXOM CKPHHIHTY FeHOTHITY Y TOeAHaHH] 3 indopmariero npo APT 3a nanumu anamHesy.

Cxemu OBT, BuKOpHCTaHi ¥ HEOMY JOCIIDKEHH], OIRCaH] Y 3BITI IPO JOCTIJDKEHHA.

16 Kpurepil oninkn edekTHBHOCTI: : [[epBHHHOO KIHIIEBOIO TOUKOKO 6yIa TOKCHUHICTD A0 Tk 24, a IepBHHHOK 3MiHHOKO BiITNIOBIL Ha Ky BalHg
6ynu nokasuuky K (AUC0-24).

17 Kpnrepii oninxn 6e3nexn BTopHHH] KiHIEeB] TOYKH BKIIOUAI Ge3neKy, IepeHOCHMIcTh, iniui 3MiHi @K Ta OpoTHBipyCcHY aKTHBHICTb 0 THxHs 48.

18 Ctarucruuni Meroan: Biums Ha HinsoBy nonynsanio (GM) s moxasanka C24h cranosus 995 HI/MI 3 IOMyCTHMHM AjanasoHoM 697-2260 Hr/Mi, a
BIUIHB Ha LIiboBy uouymsio (GM) mis uinsooro nokasauka AUCO0-24h ctanoBur 46 Mxr*r/mi 2 gonycTHMUM AianasoHoM 37-134 mxr*r/mn

AHaJi31 KIIOYOBHX BTOPHHHHX KiHLIEBHX TOUYOK BKIIOYAIM Bipycooriuti pesymbrard 3a nanumu PHK BIJI-1 (xormiii/mm), omiseni 3a nepiox 1o THkHIB
24 Ta 48. B 060X IIIX MOMEHTAX 94Cy IEPBHHHE BU3HAUEHHS BipyCOJIOTIIHOr0 pe3ysTary 6yae po3paxoByBaTHCs BiAIIOBIHO 10 aNTOPHTMY
O/IHOMOMEHRTHO] oliHky. YaacHHKIB Oye BITHECEHO [0 I'PYLH 3 BiPYCONOTIUHOIO Hee)eKTHBHICTIO, AKMO Y HUX OymyTh BincyTri Aani PHK BIJI-1
IPOTATOM TIEPIOY HABKOJIO MOMEHTY dacy, IN0 NiJICTaBiIe iHTEpeC.




Huzaiin mporo gocnimxenus 0yao pospobreno and nindopy nosu DTG ana TpHBIOro 3aCTOCYBAHHS Y HEMOBIIAT, iTel Ta MiUHTKIB 3a JanuMu OK,
Oe3neku Ta iepeHocHMocTi. Hapeneni nani HS 6yim y3aransHeHi Ta npeJcTaeieni 3a KOrOPTaMH, IPyIIaMH JO3YBAaHHS BiIIOBIIHO [0 Aiana3oHy Mack
TiNa Ha MOMEHT 3apaxXyBaHH: Ta 3aCTOCOBYBaHOIO JliKapckKolo hopmoro: yei Hl; HA 3a crynenem Tsoxkocti; HSI 3-ro crynens abo Bume, 1o’ a3a#i 3
npenapaTtomM; CHX 3 neTamsHEM HacligxoM Ta 0e3 IeTanbHoro Hacliiky 3-ro crynens abo pume; HSI, mio npuseeny no ckacysarss npenapary. CHSI
Oy y3araibHeHI A nepiody mix 9ac Tepanii. Cepenni 3HaYCHHs Ta 3MIHH Bijl BAXIIHOTO PiBHS IS JaHUX Ta00paTOPHHX aHAII3iB T OCHOBHHX
(13107I0rTYHHUX TOKAa3HKKIB (BKIIOYHO 31 3pOCTOM T2 MACOIO Tilla) OYJIH TAKOXK y3araabHeHi.

JHIIE A7 YYaCHHKIB, K1 OTPHMYBANH JIKapchKy (JOPMY AUCIEPrOBaHHX TaOleTOK, | BKIFOYANH JASKIIBKA SBHIN, SKIIO YYACHHKH HOBIZOMIILIM IIPO HOBE

|
! I’I 6ynu Taxox y3araJpHEHI 3a IpyllaMy O3YBaHHS BiNTOBINHO /IO Aiana3o0Hy MacH Tina Ha MOMEHT ITodarky npossis HSL. Li ananizy nposomuimcd
|

HA, nepebyBaroun y rpyni AO3yBaHH: 3 BULIHM JianazoHoM MacH Tina. YacToTa 4BHI, CKOPUTOBaHA 3a TPHBATICTIO BITITHRY, Ta 95 % JII Gymu
P Y Y

PO3paxoBaHl TUIBKH I IUX aHAMI3IB IPYI JO3YBaHH: BIAIIOBLIHO JI0 Aiala30Hy MacH Tila HAa MOMEHT II04aTKy nposasiB HI mns ygacHuKIB, saxi

OTPHUMYBAIH JIIKApPCEKY (POpPMY TUCTIEPTOBAaHHX TabNEeTOK.

19 Temorpagiuni moxazauxu |BuxigHi gemorpacpiuni nokasHuku 3a rpynamu Ao3yBaHHA BignoBRiAHO A0 Aiana3oHy MacK Tina Ha MOMEHT
AOCTIMKYBAHOT MOy IS 3apaxyBaHHs y gocnigkeHHi P1093 (nonynsauis AT)
(CTaTb, BIK, paca TOIHO) i “ o . BiX 3 o BiO 6 OO Bi,t; 10 no ‘ Bin 14 5o Big 201;1_=0 Bif 25 1';(0 >35 Kr z?;::cli:;i
Hevorpadivui nami <G Kr <l0kr | <l4kr <20 kxr <25 Kr <35 KF (N=28) s
(N=17) | (N=37) | (N=25) (N=26) (N=14) (N=12) : (N=159)
Bik y micansx, 3,0 12,0 32,0 64,5 92,0 128,0 160,0 50,0
Meaiana (nianasoH) (1-10) (3= (19-59) (31-92) (65-139) (118-184) | (124-214) (1-214)
Crtarb, n (%)
Yonosiua 5(294) [ 20054,1) | 11(44,0) 17 (65.4) 13(92,9) 6 (50,0 8 (28,6) 80 (50,3)
HKinoya 12 ¢70,6) | 17 (45,9 | 14 (56,0) 9 (34,6) 1(7.1) 6 (50,0) 20 (71,4 79 (49,7)
IMT (xr/m?), 14,6 16,2 15,6 15,2 15,1 16,7 20,7 16,0
Meniana (miamasomn) (12,1- (10,8- (13,0— (13,9- (14,2-17,0) (14,2— (15,7- (10,8-39,3)
17.0) 20,3) 22,0) 19,2) 18,0) 39.3)
Maca (kr), Meqiana 5,0 7.1 12,0 16,6 22,3 30,7 50,6 14,2
(mianazomn) (3,7-5.8) | (6,0-9.9) (10,1- (14,2— (20,5-24,7) {26,6— (35,7- (3,7-91,0)
13,8) 19.8) 33,9 91,0)
ErHiuna
HPHHAASXKHICTE, N
(%)
Iemanckkoro abo 3(17,6) | 4(10,8) 4 (16,0) 8 (30,3) 4 (28,6) 2(16,7) 9(32,1) 34 (21,4)
JIATHHO-
aMEepHKAHChKOTO
TIOXOIDKEHHA
Pacopa
NPHHAIEKRICTD, It
(%)
Asiati 2(11,8) | 5(13,5) 4 (16,0) 1(3.,8) 2(14,3) 4 (33,3) 3(10,7) 21 (13,2
Kopiunuit xurens 0 00 00y 0(0) 1{7.1) 0 0(0) 1(0,6)
IaBailicexix aGo
iHmux




THXOOKEAHCBKUX
OCTPORIB
Herpoipna abo 12 (70,6) | 28 (75,7) | 19 (76,0) 20 (76,9) 8 (57,1) 50417 14 (50,0) 106 (66,7)
apoamepuraHcrk
a paca
€aponegigpa paca 0 (0) 12,7 2(8,0) 1{3,8) 1 (7,1 1(8,3) 9 (32,1) 15 (9.4)
Iame 3(17,6) 3(8,1) 0{0 4(154) 2(143) 2(16,7 2(7,1) 16 (10,1)

20 PezyasTaTn
(papMakoKiHETHIHAX
NOCJIiKeHs

Tabnemrcu, expumi niiexosow 060A0HKOIO

@K napametpu amnsa aitedt, gki orprmysama DTG y Bumisaai tablieTok, BKpUTHX miBKoBoio o0oronkoio (FCT),
BIANIOBI(HO JI0 IPOTOKOILY, BU3HAYSHHX HATINE Y IPyIax JO3YBAHHS BiMIOBIIHO JO Iialla30Hy MacH Tijia Ha MOMEHT
3apaxyBaHHs, IPOIEMOECTPYBAIH, MO A03d 35 Mr Ta 50 MT OysI\ JOCTaTHIMA /s AOCSATHEHHS IMINBOBUX PIBHIB BIUTHBY
JUIs TXHIX BiTTOBIMHMX IPYT AO3YBAHHS 3TLMHO 3 A1alIa30HOM MACH TiNia HA MOMEHT 3apaxyBagHsL.

JIs nogaTkoBoi Ipyny N03yBaHHS BITIOBiAHO 0 Jiala30Hy MacH Tijla HA MOMEHT 3apaxyBauHi Bin 20 mo <40 kr, y
mozax 25 mr 1a 35 mr DTG FCT, nokasuux AUC0-24h Gys criiBcTaBHHH 3 MOKA3HAKOM DPiBHIB BIUIMBY Y JOPOCIHX, alle
noxa3Huk C24h 6yB ra 70 % MeHINe Bif IIBOBHX PiBHIB BIUTMBY ¥ TPYIIi JO3YBAHHS BiAMOBIIHO IO JiaTa30HY MacH
tina Bix 20 xo <30 xr. L1i gani, a Takox anani3 [Ton®K € 0cHOBOIO AN IIOTOYHHX CXBANEHH JO3YBAHD LA BATOBHX
xareropi#f 230 kr y CIIIA ta 215 xr 8 €C Ta iHmux xpainax.

| [Tucnepeosani mabnemru

V nromy mocnimkenni nucneprosani Tabnetku (DT) oninroBanuces y koroprax I1I-DT, IV-DT ta V-DT (B yuacHHKIB
BiKOM BiZ >4 TIDKHIB 10 <6 pOKIB).

e MaxcumanbHi O3 Ha IPyIy A03YBaHHS BiAIOBIIHO IO Jliana3oHy MACH Tilia OLIHIOBANHACS 3 IPOBEIESHHSIM
IHTEHCHBHOrO Binbopy 3paskiB 1as oniniopanus OK:

o ¥Yeci Bignosigam ninsosoMy nokasauky AUC(O-24h. @K DT 6Gyna oxapakTepH3oBaHa y JiTe 3 MAcOIo TiIa
<20 xr. binsmicrs (6/7) ouiHOBaHHX M03 BigmoBimams nimsosoMy nokazuuky AUCO-24h. Menma kinexicTs 103
BIATIOBiNaM IiTEOBOMY IToKa3sHHKY C24h, Xoua OinbImicTs HAHBHIMHX 103, OLiHEHUX 32 TPYIIAMH 03y BAHHS
BIZIMOBiTHO IO Aiana3oHy MacH Tilla Ha MOMEHT 3apaxyBaHHsI, BIAIOBINAIN IiT50BOMY MoKasHHKY C24h.

o JHonyctumuii gianazon ang GM uimsosoro nokazarka C24h obpanuit Ha pisai 697-2260 ur/mi. BureliicTs 103
(6/7) Bimmosizamx GM uinsoBoro moxaszauka C24h

o I[OCSH" HYTO OCHOBHY METY ,[I;OCJIiIDKCHH}I Yy piBH_HX BIINHRY, €KBIBAICHTHHX Y JOPOCIIHX.

e (CrnocrepiracThed 4iTKa 3aNeXHicTh Bik/Maca Tina jurs @K DTG. Ile BimoOpakae 3HMKESHHA KIIipeHCY Mpenaparty 3i
3HIOKEHHAM MAacH Tija.

o [lo3m BiANOBifaM OYiKyBaHIl aNNOMETPUYHIH 3aNeXHOCTI, IO BIIHOBIAE IHITUM BH/IaM Teparii y miTeit.




o OcrtarouHi ZocHimiyBaHi J03H Oy BHIIAMHE, Hi* BCTAHOBJIEHA N03a ;Ui gopociux (~0,7 MI/KT R JOpociIoro
3 Macolo Tina 70 kr, axuit orpumye 50 mr DTG FCT), i He amiHioBanucs JiHilHO B MeXXaxX IPYyIIH JO3YBaHHI
BIATIOBITHO 70 Jiara30Hy MacH Tina. ¥ Mipy 3HIDKEHHS MAcH Tija qo3a MI/Kr 30imsiryBanacs 3 6 o <10 kr.

o VY rpymi mianasony MacH Tija Ha MOMEHT 3apaxyBaHH4 BiJ 3 1o <6 Kr Jo3a (MI/Kr) 3MCHITHIACA B IIOPIBHIHHI 3
HACTYTIHOIO IPyIIOI0 HaHBHMIOTO AiamasoHy Mac Tina (Bix 6 go <10 xr), mo BinoOpakae edekt no3piBaHHA,
AKMI 333BHYaN crocTepiraeThes st BiNbInocT] Npenaparie, Mo MeTaboNizyIoThed Ta MPHU3HAYAIOTECA JITIM
BikoM <1 poky. MerabojiiuHa 3plIicTh TaKOX O3HaYa)1a, 110 IPYIy J03yBaHHS BiUTOBIHO O Al1ama3oHy MacH
TiJla HA MOMEHT 3apaxyBaHHd Bif 6 no <10 kr Oyso po3aineHo 3a BIKOM: MOJIOAII] YYaCHHKH (<6 MicAIIB)
OTPUMYBAIH AucHeproBani Tabnerku o 10 Mr, ToAi AK cTapmi y9acHHKH OTPAMYBAJIH JUCIEPTOBaHl TabIeTKY y
7031 710 15 M.

Crrocrepiranacs y3ro[UKeHICTs MiXK JiKapchKAMH (popMam 3 onisiny Ha (PK pe3ynmsTaTy, MO JO3BOIHIO BpaXyBaTH
Pi3HUIO ¥ 61070CTyNHOCT] MixK TabneTKaM¥, BKPUTHMHE IUTIBKOBOIO OB0NOHKOK), MPAHYIAMH Ta AUCIIEPrOBAHUME,
TabreTkamu.

o Crocrepiranacs 6inbina papiaris 3Hauens C24h y nopiBuaxHI 3 noxkazuukamMu AUCO0-24h abo Cmax.

o 3a BifHOCHO HHM3BKOI KUIBKOCTI YJACHUKIB y KOXHii rpyni 03yBaHHS BiIIOBIZHO 0 Jiana3oHy MacH Tijia L
Bapiallis MOXKe IIPHU3BECTH JO BHIIGIKOBHX Pe3YJBTATIB, SKi He BiloOpaxaoTs Jaui 6inbinol nomymswii 1a He
Y3TOKYIOTECA 3 BETHKUM 00CsaroM JaHux mocnimkenns. Ile Moxe OyTH IPHIAHOI HHUMKUYOTO, HiX OUiKyBalocs,
GM noxasuuxa C24h mna rpynu mosyBanHs BiAIIOBIAHO A0 AianazoHy MacH Tina Big 14 mo <20 xr, a Takox
cybnponopiiifiHoro 301BIIEHHAS PIBHS BINTMBY, IO COOCTEPIraeTECst MpH 301MBINEHH] JO3H ¥ TPyNax A03YBaHHI
BIJINOBIZHO JIO IlaNa30Hy MAcH Tijia.

o AHaji3 3a rpynaMy 103yBaHHS BIIIIOBIIHO JO0 Jialta30Hy MacH Tila Aae oOMe)keHe YABICHHS, OCKUIBKY KiJTBKICTE
YYaCHHKIB y KOKHIH# rpymi qo3yBanH4 BiIIIOBIAHO [0 Aialla3oHy MacH Tila MeHINa, HiXK HoTpibna mms
IIPOBCAEHHS IOTYKHOTO ananizy. Kpaie po3yMiHHA Bapiauil, BIUIHBY MaCH TiJIa Ta KoBapiaT 0yIe JOCATHYTO
TIpH OLIHII ed)eKTHBHOCTI /1031 3a BCiMa JaHUMHA JOCILDKEHHS ad0 IpH MoentoBanH] nondK.

Konnentpariii Cmax OynH BiTHOCHO BUIMMME Y AiTelf B MOPIBHSHHI 31 3HaueHHAMH Cmax y JOpOCIUX Iichs
3acTocyBanua 50 Mr oyiuH pa3 ga 100y, aje B MexKax HalBUUIOro piBHs BIUIABY, IO CIQCTEpIraeThes PH A03YBaHH]
y IOPOCTHX.

CriocTepekyBani KOHLIEHTPALI] epes 3acTOCy BaHHAM JIKapchkoro 3acofy Ha Tikui 4 3aranoM GyiM BiZHOCHO
BHIIHMHE IIPY 3aCTOCYB2HHI IperiapaTy He3ale)KHO BiJl IpHioMy 1Ki.

OTpumMaHi AaHi Ta iX BIAMOBIAHICTE PIBHAM BILIMBY y JIOPOCITHX € BATOMHM OOIPYHTYBAHHSM IXHEOTO 3aCTOCYBaHHS
IIPH BH3HA4CHH] e()eKTHBHHUX PEKUMIB Mo3yBaHHs v aiTeif. 11l mami Ta mojaisma nporHocTaIHa iMiTanis sa
nomomororo Moaeni non®K, mo xapaktepuzye 3a aanuMu aopociux OK DTG ana giteit 3 Macoro Tina =3 KT,
J03BOJIIT OTPHMATH PEKOMEHZAIIT MO0 OCTATOYHOTO N03YBaHHA.




21 Pe3yabTaTH OLIHKH
e(peKTHBHOCTI

MNMpoTuBipycHa Ta iMmyHOnoriYHa akTMBHICTL A0 TkHa 24 Ta TwxHA 48 y gocnigkeHHi P1093 (nonynagis gna
OUiHKY epeKTMBHOCTI 3anponoHoBaHoi gos3n (PD))

Tuaxaenn 24 TuxaeHn. 48
N=58 N=24
n/N % (95% AI n/N % (95% JI)
Yacrka yuacuukis 3 PHK BIJ <50 xoniit/mn® 62,1 66,7
36/58 (48.4-74,5) 16/24 (44.7-84.4)
Yacerka yyacuukis 3 PHK BIJT <400 xoniii/vn 86,2 75
30/58 (74,6-93.9) 18724 (53,3-90.2)
Meniana (n*) (Q1,Q3) Meniana (n*) Q1, Q3)
3nina kinsxocri knitad CD4+ Bip BRXigHoro
B 105 (57) (-93, 338) 149 (23) (-17,291)
— - Faer .
31}41Ha BificoTka kniTur CD4+ pix BEXigHOrO 5,1 (57) (1,93) 8 (23) ©, 11)
piBHA
INpumiTkis;

o N =KinpKicTh Y4acHHKIB y KOxHi# KoropTi;

e n* = KiNbKICTH Y4aCHHKIB, AKI HaFaK JaHi

s Jlna Ginapuux xinuesux Todok: /N 3 % (95% JiI) noinoMnanocs JuiA KOXHOL KOropTH, Ae I/N=xinbkicTs nauientis, aki Bignosinm na
JKyBaHHA/KINBKICTE Y4acHHKIB.

o Jlns GesnepepBHUX KiHIEBUX TOHOK: TOBIZOMIIAROCS [P0 CepelHi 3MiHH NepIIOTo Ta TPETEOro keapTinie. [ns GesnepepBHIX KIHUEBHX
TOUOK nepenbadascad HOpMalbHUIT po3nonin.

* B ananizax PHK BuxopucTOBYBaIH aRTOPHTM OZHOMOMEHTHOT OHIHKH.

* Hepaaui BIUIIOYAIOTH Y4acHHKIB 3 BiICYTHIMH JaHUMH Hepe3 NPHIHHEHHT YJacTi y ROCHIMKeHHi BHAacHiZOK BIECYTHOCTI edeKTHBHOCTI,
3MiHH GoROBOTO peskHMy, 3MiHu APT Ges 3roau fochigHHIbKOT IPYIIH, 2 TAKOXK NPHIHHEHHA YYacTi ¥ HOCHIIXeHH] 3 IpHIHH, He
TIOB’ I3aHUX i3 JIiKyBaHHAM, IpH ocTaHHsOMY piBHi PHK BIJI >400/50/L.LQ (HiokHBOT MeXi KINbKICHOTO BU3HAYEHHS) KOMii/MII.

a  Pesynsraru <200 xomiii/mi, orpumMani npu rectysanHi PHK BLJI-1 3 BuxopicTanHaM HIDkHBOT Mexi BusHazeHrs (LLOD) 200 koniii/mo,

OyJH LeHsypoBaHi KO MokasHuka >50 xomii/mMn y npoMy adanizi

[Tporusipycra akruBHicTs HA TikHsX 24 Ta 48 y mocmimxenni P1093 6yna noaiGHa akTHBHOCTI, IO ciocTepiraiacs y
JochmimrkerHi DTG, SAILING, 3 noaibHIM Au3aiHOM 32 YYaCTIO IOPOCTHX, AKI OTPHMYBAIH JIKyBaHHs, IIPH
BHKOpHcTaHH] toporosoro pirEda 400 xomiii/mi [Cahn, 2013; NCT01231516, 2019]. Jiemo Merma edeKTHBHICTS, IO
cooctepiranacs y gocuimkenti P1093 y nopirnsuaai 3 nocnimikennsM SAILING na Tuxai 24 3 BEKOpHCTaRHSIM
noporosoro pisas 50 xouiii/mi, 6yna oGymoBieHa y4acTiO y nociijukeHdi P1093 yyacHuKis BikoM <2 pOKiB 3 BHCOKHUMHM
pisaamu PHK BIJI-1 (>6 logio komi#i/Mm). Jinsa mux HEMOBIIST 3 BACOKHM BipyCHHM HaBaHTaxeHHsM BlJI-1 Ha MoMeHT
IIOYATKY JIKYBaHHS 24 THKHIB Moxe OYTH HeJOCTaTHEO I 3HIKESHHS BipyCHOTO HaBaHTaxeHHS 10 <1,7 logio
KOIIiH/MJL,

PesynpraTi ominke ethexTHBHOCTI, oTpuMaHi y gocaimkerHi P1093, nepepepiminy pe3yIbTaTi ABOX Cy4acHHX
JOCHiXeHb 3 minOopy Ho3H| ¥y AiTell, IPOBEIEHHUX 32 YYaCTIO IAli€HTIB, SKi OTpuMyBaH nikyBaHHa. Y IMPAACT
P1066, nexiaTpraAOMy NOCIDKEHH] 3 TONIOHAM Am3aifHOM, Y AKoMy oniHroBanacg (K, Gesneka Ta edextupHicTs RAL
y miteit BikoM Bix 2 fo <18 pokiB, pe3yNibraTH UpOTHRIpYcHOT axtHBHOCTI Ha THaui 24 Ta 48 craHoBuIM 54% Ta 57%,
BiZAMOBINHO, 3 HocsirHeHHAM pieHs PHK BIJI-1 <50 xomiii/mn [Nachman, 2014]. PRINCE-2 — ne neaiaTtpu4se
AOCTiJKEH s, Y AKOMY OLiHIOEThCs 6e3nexa Ta edeKTaBHicTh nocuiaenoi ATV y miteit BikoM Bix 3 Micsuis no <11 pokis




[CottonError! Reference source not found., 2018]. Pesynstatu oninku edexrtasHocTi Ha TrokHAX 24 Ta 48 cTaHOBUIHK
47% 1a 43%, BixnoeinHo, 3 nocaraendsaM pieas PHK BII-1 <50 xomiit/mi.

P1093 uporuipycHa Biqnorins y noenimxenni P1093 y nopisrsanni 3 gapnvu nociaizmxenns SAILING y nopociux
(ING111762, oqHoMOMeHTHIH aHAJI3)

P1093® SAILING®
Tonyasnia 3as ouinku TMonyanuia naniearin Ges
edextuBHocTi PD BiIXHJIeHE BiJ MPOTOKOIY
. (N=58) . (N=354)

Tiekoens 24 n/N (%) n/N (%)

Yactka yyacuukis 3 PHK BIJI <50 koniii/mn 36/58 (62) 281/354 (79

Yacrka yuacHukis 3 PHK BUI <400 xomiii/mi 50/58 (86) 307/354 (87)

Tixnenn 48 /N (%) n/N (%)

Yactka yuacHukis 3 PHK BIJI <50 koniii/mn 16/24 (67) 2517354 (71

YacTtka yyacHukis 3 PHK BIJI <400 xomiii/mn 18/24 (75) 278/354 (79)

TIpumiTka: n/N=KinbKicTh NauieHTiB, AKi BiAnOBiAH HA NiKyBaHHA/KINBKICTb YUaCHHKIB

a INomymauis ana ouinku edekrusrocti PD y nocnimxenni P1093

b CahnError! Reference source not found., 2013 7a 3aranssofocrynsa Gasa gaHix pesynstatis mig NCT01231516Error! Reference
source not found., 2019

[TopHHH O1MC aHaN3e eh)eKTHBHOCTI HABESIEHO Y 3BiTI KIIHIYHOIO HOCIKESHHS.

22 Pe3yabTaTH OLIHKH
fezmexu

3aranomM pe3yJbTaTH OLHKH Oe3leky MiATBepAXKyIoTh, o DTG, npu3HadeHn# HeMOBIATaM, JITAM 1 TiiTkaM, 100pe
IepeHOCHBCS IIPA OfHOYacHOMy 3acTocyBaHHi 3 OBT. ¥V nopisHsaEHI 3 fopociuMu y AiTe# He 6yIo inenTrdikoBaHO
HOBHX IpobiieM Oe3nmexy; 3aranoM Xapakrep nmosigomienux HS Ta gac nopimomienns BiAnoiany npodino 6e3nexy
DTG, BcraHoBIEHOMY Y HOPOCIHX, 200 BiZoOpakay MOy IAIiio alicHTiB.

[TopHu# OnHC adaN31B Oe30EKH HABEAEHO Y 3BIiTi KIIHIYHOrO JOC/ IDKCHHS.

23 BucHoBok (pe3ioMe)

JdocaimxyBana nomyasuist
o Jlemorpadiunri Ta BHXiHI XapakTepHCTHKA omy il AT 6ynu nmozibHEAMHA 10 XapakTeprcTRK nonyiunii PD 3
PiBHOMIPHHM PO3IOALIOM 3apaxyBaHHs yIaCHHKIB MiX IpyllaMH J03yBaHHS BiAIIOBIIHO IO Miama3oHy MacH Tina.

o JlocnimKyBaHa TONYIIIA y nocilipkeHni P1093 Gyna myxe pisHOMAaHITHOIO 3 OCHOBHKMH BIAMIHHOCTSIMH Y
BHXITHHX (haKTOopax, sAKi MOTEHI{HHO MOXYTh HOIIOMOTTH NOSICHHTH JIEAKi BiIMIHHOCTI, 100 CIIOCTEPiraloTses y
nanux 3 Oesnexy (HanpHIUTaT, MOIQINI YIaCHUKH OYJIH NepeBaXKHo 3 KpaiH 3 HA3bKUM/cepeHiM piBHEM
JOXOZIB).

¢ Jlonax 90% yqacuuxis B 06ox nonyminisx AT Ta PD panime orpumyBann APT s nikyBanus 260
npodinaxtuku. Yactime 3actocoBysanmucs HI3T, mani IT1.




PdapMaKoKiHeTHKA

MaxcHManeHi J034 Ha rpyITy JO3YBaHHA BIIIOBINHO 0 Alarfa30Hy MACH TLTA OUIHIOBAJIACA 3 IPOBEASHHIM
iHTeHCHBHOTO Binbopy 3paskiB ans omiHoBagHsg OK:

o Yci Bignopiganu uinbooMy nokazauky AUCO-24h.
o Dbinsuicte no3 (6/7) signopigann GM uineoporo nokasnuka C24h
o JlocArHYTO OCHOBHY METY AOCIIKCHHSN Y PiBHSX BIIIMBY, €KBiBAJICHTHHX Y JOPOCIHX.

Coocrepirayacs y3ropKeHICTh MK JiKapchbkuMH GopMaMu 3 orisay Ha OK pe3ynbraTy, Mo JO3BOIMIO BPAXYBaTH
pisunio y 6iomocTynHoCTi Mixk TabreTkaMH, BKPATHMH IITiBKOBOIO 060JIOHKOIO, TPaHyIaMH Ta JUCIIEPrOBAHMMHU
TableTKaMHu.

Konnentpanii Cmax Gy BiZHOCHO BHIIKMH y AiTell B MOpIBHAHHI 31 3Ha4eHHsME Cmax y JIOpOCIHX Michs
3actocyBanns 50 Mr ofuH pa3 Ha 00y, ajle B MeXKax HaifBUN[Oro piBHS BILIMBY, IO CIIOCTEPIiracThCs IIPH A03YBaHHI
Y JOpOCIIHX.

CnocrepesxyBaHi KOHIEHTpaLI] Ilepe]| 3acTOCY BaHHAM JliKkapcbkoro 3acody Ha Txai 4 3aranoM 6yiH BiXHOCHO
BHIIHMH IIPH 3aCTOCYBaHHI Ipenapary He3aJIeXKHO Big IpHHOMYy DKi.

Orpumani Jiadi Ta iX BIATOBIAHICTS PIBEAM BIJIMBY Y IOPOCIHX. € BATOMAM OOIPYHTYBaHHSAM IXHBOTO 3aCTOCYBaHHs
IIPH BH3HAYUEHH] €)eKTHBHUX PEXUMIB J03yBaHHA y nitet. L]i maHi Ta nojansina MpOrHOCTHYHA iMITALA 32
nonoMororo mozeini mon®K, mo xapaktepusye 3a gannmu gopocnux ©K DTG mns gited 3 macoro Tina =3 kr,
JOO3BOJIITE OTPHMATH PeKOMEH AT 100 0CTATOUHOIO NO3YBaHHS.

Bezmexa
V¥ BIJI-1-iHikoBaHAX HEMOBIAT, AiTelt Ta IiIJIITKIB BikoM Bif >4 TmxHIB 10 <18 pokis DTG mpu3HayaeThCs y BUTIIAAL
FCT abo DT y xombizami 3 OBT:

IIpogeMoncTpoBano BiACYTHICTD SBHIM, OB’ I3aHMX 3 0€3MEKOI0, IO IPHABEIH JO BIIXMICHHS JOCTiIMKYBaHOT
JIO3H.

IIpogeMoOHCTpOBaHO BiACYTHICTE SIBUIN, IIOB’2aHUX 3 BE311E€KO0I0, 1110 IPU3BEIH N0 IOBHOTO CKACYBAaHHA
JOOCHiKYBAHOTO IIpENnapary.

He 6yno mokazano ponaTkoBUX npobieM Oe31eKn y NOPiBHSAHAI 3 IOPOCHHMH.

EdexTnpnicth




o [Ipurnivenns PHK BIJI-1 1o pius <400 komii/min ta <50 xonii/ma Ha Twxkui 24 Ta Twkni 48 €
MITBEP/UKY BAJIBHUM JIOKA30M TOTO, 1110 PiBHI BIUTMBY, sIKI criocTepiraiucs y gocmipkenni P1093, 3abe3neuyiots
JIOCTATHIO IPOTHBIPYCHY aKTUBHICTD.

e  PesynbraTi OLIHKH €DEKTUBHOCTI 33 IPyNIaMH JI03yBaHHS BIIIOBIHO /10 Jiana3oHy MacH Tijla, BIKOBOIO KOIOPTOIO,
nikapebkoto popmolo abo 3actocysanus APB Tepanii B MUHYJIOMY IIPOJIEMOHCTPYBAIH CIIPHSTIHBI
aHTHpeTpoBipycHi epexTH Ha Tuxai 24 Ta TuxHi 48.

e [myHonoriyHa kopuceTh Oyila IPoIEMOHCTPOBAHA 3a Me/IIAHHOK 3MIHOIO BijicoTKa KiaiTHH CD4+ Bin BUXITHOTO
piBHs 3a nepioa o Twmwxus 24 ta Twxus 48.

e [lporuBipycHa akTHBHICTb, IO criocTepiraeTees npu pisHi <400 xomiit/Mi, crniBCcTaBHA 3 aKTHBHICTIO, 11O
criocTepiraeTbes B noaionomy pociipkerni DTG y gopociux, siki paHiile OTPUMYBAH JIKyBaHHS, 3a MEPIO 10
Twxns 24 ta Trxus 48.

Bipyco.toris
e VY nocniyxenni P1093 wactora PDVF Gyna BiqHOCHO HU3BKOK JUTA Hi€T pi3HOMaHITHOT MeAiaTpHYHOT MOTTYJISIT.

e [losBa 3amin IH, mo cnocrepiratotecs npu PDVF, 6yna noaibHoro 10 3aMiH, 1110 Oyl BUSBIEHI TpH
needexTuHocTi 3actocyBanus DTG y nopociux, siki paHile OTPUMYBaTH JIIKYBaHHS.

Ouninka 32/10B0JICHOCTI CMAKOBHME SIKOCTSIMI Ta MEPEHOCHMOCTI JTIKYBaHHS
e  (Cwmak aucneproBaHuX TabneToK OYB NpuHHATHHM UIA 611bIIOCTI pecrnoHAeHTIB (>98% OniHUIH CMaKOB1 SKOCTI Ha
cepeHbOMY piBHI abo Kpaiie): nipobiiem 3 npurotyBaHusM (<3%) abo npuitomoM (<2%) criocrepiraniocs Hebararo.

3asBHUK (BJIACHUK peecTpaLliiHoro
MOCBIUEHHS )

[Tianuce

Baptiste Rousseau
Mene/ukep npoexTis, Biaain peryisTopHUX nUTaHb
BiiB Xenckea
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1. Name of medicinal product
(number of license if available)

TIVICAY dispersible tablets 5 mg

2. MA applicant

ViiV Healthcare UK Limited, UK

3. Manufacturer

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations), UK
Glaxo Wellcome S.A., Spain (batch release site)

4. Conducted Trials
V Yes o No

justify, if no

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

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

5. Full name of CT, CT code

ODYSSEY (PENTA 20): A Randomized Trial of Dolutegravir-based Antiretroviral Therapy vs.
Standard of Care in Children with HIV Infection Starting First-line or Switching to Second-line ART:
Pharmacokinetic Sub-studies

Other secondary reports associated with this study are listed below:

- Combined Summary of Plasma Dolutegravir Pharmacokinetic Data Collected in HIV-1 Infected
Pediatric Subjects in Studies ING112578 (P1093) and 201296 (ODYSSEY, PENTA 20) (Pooled
NCA Report (CT code: 2019N422597 00))

- Population pharmacokinetic and exposure-response analysis for dolutegravir in HIV-1 infected
pediatric subjects in studies ING112578 (IMPAACT P1093) and 201296 (ODYSSEY, PENTA 20)
(PopPK & Safety E-R Report (CT code: 2019N424147 00)

6. CT phase 11/111

7. CT period 03-JUL-2018 - ongoing
8. Countries of CT sites Zimbabwe, Uganda

9. Number of subjects 99

10. Main purpose and secondary
objectives of CT

¢ To provide PK data for children in the 3 WHO weight bands <14 kg (Lower WB-PK1)
e To provide PK data with DTG 25 mg (FCTs) in children 14 to <20 kg and 20 to <25 kg (WB-




PK1, part I)

» To provide PK data with DTG dosed at 25 mg (DTs) in children 14 to <20 kg and 30 mg (DTs)
or50 mg (FCTs) in children 20 to<25 kg (WB-PK1, part IT)

* To provide PK data with DTG 25 mg, 35 mg, and 50 mg FCT in across-over design in children
25 t0<40 kg (WB-PK2, completed)

» To provide safety data for new dosing

11. Design of CT

ODYSSEY is an ongoing, open-label, multicenter, randomized (1:1), non-inferiority, Phase II/III, 96-
week, 2-arm clinical trial to compare the efficacy and toxicity of DTG plus 2 NRTIs vs. standard of care
in HIV-infected children aged less than 18 years who are starting first-line ART (ODYSSEY A) or
switching to second-line ART(ODYSSEY B).Participants were enrolled in 2 different strata depending
on their previous ART experience:

ODYSSEY A: pediatric participants starting first-line ART
ODYSSEY B: pediatric participants starting second-line ART.

Within each stratum, participants were randomized 1:1 to either DTG-based ART (DTGArm) or
standard of care (bPI-, or NNRTI-, or INSTI-based ART; Standard of Care Arm). ARVs were dosed
according to WHO weight band-based dosing recommendations and/or national dosing
recommendations [WHO, 2016a; WHO, 2018].

DTG in the PK sub-studies was dosed using WHO weight bands. The NRTI choice in participants who
were starting second-line ART depended on the history of previously used NRTIs and the resistance
profile, if performed (see Section 4.5.1). Treatment was open-label and dispensed at randomization for 4
weeks and then at maximum 12-week intervals.PK Sub-studies:

WB-PKI1 and Crossover WB-PK2 Figure 1 and Figure 2 in the CSR illustrate the details of the planned
study design and participant flow for the PK sub-studies, which were embedded in the ongoing
ODYSSEY study.

Participants entered the ODYSSEY study and, following at least 7 days of DTG dosing, may have
subsequently entered the PK sub-studies. Participants <14 kg had to consent to PK (if allocated to DTG)
before randomization. Participants starting doses that were not already in use in the ODYSSEY study
(i.e. 25 mg FCT <20 kg in WB-PK1; all participants in WB-PK1 part II, and all participants on 50 mg
FCT in WB-PK2) also had to consent to PK before starting the dose being evaluated. It is important to
note that some of the PK sub-study participants, especially those who were older and heavier may have
been in the ODYSSEY study for quite some time by the time they were enrolled in a PK sub-study. In
such cases, some parameters (e.g., weight, height) at the time of PK sampling in the PK sub-study would




likely reflect their time on ARV treatment and be different from their Baseline on the ODYSSEY study.
In this report, '‘Baseline' always refers to characteristics at the start of the ODYSSEY study and not at the
time of PK sampling. Details of the PK sub-studies (WB-PK1 and crossover WB-PK2) were as follows:

WB-PK1:

This sub-study evaluated DTG PK in participants <25 kg and was divided into3 components. WB-PK
part [ evaluated the steady-state PK of DTG dosed as one 25 mg FCT once daily in participants
weighing 14 to <20 kg and 20 to <25 kg (see Table 3).Participants were recruited to the sub-study until
at least 16 participants (8 participants per weight band) had a single evaluable steady-state 24-hour
intense PX profile. Subsequently in WB-PK1 part II, participants were enrolled at doses of 25 mg DT
and30 mg DT or 50 mg FCT in the 14 to <20 kg and 20 to <25 kg weight bands, respectively. At the
time of the data cut-off, the "WB-PK1 part II' and 'Lower WB-PK1' components of the sub-study
remained open for recruitment until >8 evaluable PK curves were measured at doses shown in Figure 1.

WB-PK2:

In this crossover sub-study, the PK of 2 different DTG doses were assessed in participants weighing >25
kg in a sequential design within the same child. Participants weighing from 25 to <40 kg and taking
DTG as described in the protocol (25 mg FCT for 25 to <30 kg weight band and 35 mg FCT for 30 to
<40 kg weight band) were enrolled in the sub-study until at least 16 participants (at least 8 per weight
band) had evaluable 24-hour PK profiles on their current dose. Thereafter, the DTG dose was changed to
50 mg FCT and a second 24-hour PK profile was obtained at least 1 week after crossing over to the 50
mg FCT dose. All participants are seen at Screening, Enrollment (Randomization, Week 0), and then at
Weeks 2 (for participants 3 to <14 kg and those starting new DTG doses), 4, 12, 24, 36,48, 60, 72, 84,
and at Week 96 (see Trial Assessment Schedule in the protocol). Participants are being followed-up in
clinic every 12 weeks for a minimum of 96 weeks.

12. Main inclusion criteria

Key inclusion criteria for the ODYSSEY study included pediatric participants aged between between
=28 days and <18 years of age and weighing >3 kg with confirmed HIV-linfection. Participants in
ODYSSEY A must have been planning to start first-line ART. Participants in ODYSSEY B must have
been planning to start second-line ART defined as either: (i) switch of at least 2 ART drugs due to
treatment failure; or (ii) switch of only the third agent due to treatment failure where drug sensitivity
tests showed no mutations conferring NRTI resistance.

In addition, participants in ODYSSEY B:
Must have been treated with only 1 previous ART regimen. Single-drug substitutions in their previous




ART regimen for toxicity, simplification, changes in national guidelines, or drug availability were
allowed. ODYSSEY B participants must have had at least 1 NRTI with predicted preserved activity
available for a background regime.

In countries where resistance tests are routinely performed, at least 1 active NRTI from TDF/TAF, ABC
or ZDV should be chosen based on all resistance test results in the child (historic and recent). The
interpretation of the mutations should be based on the up-to-date version of the Stanford HIV Drug
Resistance Database (http://hivdb.stanford.edu/).

In countries where resistance tests are not routinely performed, clinicians should follow national/ WHO
Guidelines. At least 1 new NRTI with presumed preserved activity (from ABC, TDF or ZDV) should be
chosen (Section 5.1 of the protocol).

Viral load >500 ¢/mL at Screening Visit or within 4 weeks prior to Screening.

Note: Prior to Version 3.0, the viral load requirement was >1000 ¢/mL. Key exclusion criteria included
history or presence of known allergy or contraindications to DTG, proposed available NRTI backbone,
or proposed available standard of care third agent, hepatic impairment (as defined in protocol Section
3.2), anticipated need for hepatitis C virus therapy, pregnancy or breastfeeding, and evidence of lack of
susceptibility to INSTIs or more than a 2-week exposure to ARVs of this class.

Inclusion/Exclusion Criteria: PK Sub-studies
Participants should have met the inclusion criteria for the main study (ODYSSEY A or ODYSSEY B),
should have been randomized to DTG, and should have met the following additional inclusion criteria
for the PK sub-studies:

e  Weight 3 to <25 kg for the WB-PK1 sub-study

e  Weight 25 to <40 kg for the WB-PK2 sub-study

Parents/caregivers and pediatric participants, where applicable, gave informed written consent. In
addition to the exclusion criteria for the ODYSSEY study, the following participants were excluded
from the PK sub-studies:
e Children who suffered from illnesses that could have influenced drug PK; i.e., severe diarrhea,
vomiting, renal disease, or liver disease
e Children treated with concomitant medications known to have interactions with DTG
e Children with current severe acute malnutrition.

13. Investigational medicinal product,
method of administration, strength

Participants randomized to the DTG-containing regimen (DTG Arm) received DTG plus2 NRTIs, with
at least 1 NRTI having preserved activity. The choice of NRTI was at the clinician’s discretion and




depended on guidelines and drug availability (See Section 5.20f the protocol on choice of NRTI
backbone for the first and second-line ART in the participating sites). Options for drug regimens for
ODYSSEY A and B:

e DTG+ ABC+3TC

o DTG+ ZDV +3TC

e DTG+ TDF + 3TC (or FTC)

o DTG+ TAF +3TC (or FTC).

For ODYSSEY B participants, at least 1 of the NRTIs from ZDV, ABC, TDF, (or TAF) should have
preserved activity (measured by resistance tests or presumed from the history of previous ART). The use
of d4T or ddI was allowed where the listed NRTIs were contraindicated or not available.

For more details regarding treatments received by participants randomized to the DTG Arm in the
ODYSSEY study, refer to Section 5.3 of the protocol. Doses of DTG used in the PK sub-studies are
discussed in Section 1.2.1.

The IP in this study, was either commercially equivalent DTG FCTs (supplied as 10 mg, 25 mg, and 50
mg FCTs), DTG as a component of commercially equivalent DTG/ABC/3TC (supplied as 50/600/300
mg FCTs), or DTG as 5 mg DTs (Table 5).Participant level detail can be seen in Listing 5.Sites were
instructed that all ODYSSEY medications must be dispensed in re-closable containers and be protected
from and be free from contamination.

Specific instructions were given for the administration of DTG on PK days, depending on the
formulation:

For FCTs, the participant was to be administered their HIV medications, starting with DTG, with
exactly 100 mL of water for intake of all drugs at t=0. If a smaller or larger volume was given it was to
be recorded on the CRF. For DTs, all tablets were to be dispersed in a small amount of water in a
measuring cup, depending on the weight of the child: Dosing




Welaht Administered DTG once daily (formulations
"Bm"wdsff) and daily dose [mg]) DTG Dose (mglkg)®
g 5mg DT 25 mg or 50mg FCT
- “;“'(‘;"'5 o 3 1610083
3t0<6 - mg)”
=6 months of age = 331016
2(10 mgp —

610 <10 3 (15 mgp - 251015
1010 <14 4 (20 mgp - 20014
1410 <20 5 (25 mg)*_ - 1810125
1410 <20 - 1x 25 mg? 1810 125
2010 <25 -- 1 x 25 mg® 125101.0
2010 <25 - 1 x 50 mge 251020
2010 <25 6 (30 mg)* - 15-12

a  Doses (mg/kg) are provided for respective formulation, no conversion made to account bioavadability difference
between FCT and DT.

b Lower WB-PK!

¢ WB-PKiparti

4 WB-PK1pati

14. Comparator medicinal product, n/a for PK substudies

dosage, method of administration,
strength

15. Concomitant therapy

Full description is found in the Clinical Study Report.

16. Efficacy evaluation criteria:

n/a - efficacy was not assessed in PK substudies.

The DTG exposures observed for the specific doses/weight bands can be compared with adult exposures
associated with antiviral efficacy observed in clinical trials; matching DTG C24h and AUC0-24h in an
approach similar to the exposure matching sought in HIV pediatric dosing-finding trials. Adult efficacy
can be bridged to pediatric patients by matching this drug exposure.

17. Safety evaluation criteria:

Incidence of Grade 1 and 2 AEs leading to changes in ART regimen or withdrawal, >Grade 3 AE,
SAEs, hematology and biochemistry laboratory parameters by weight bands (3 to <6, 6 to <10, 10 to
<14, 14 to <20, 20 to <25, 25 to <30, and 30 to <40 kg) and by formulation.

Proportion of participants who discontinued treatment due to AEs by weight bands (3 to <6, 6 to <10, 10
to<14, 14 to <20, 20 to <25, 25 to <30, and 30 to <40 kg).

18. Statistical methods:

Sample Size Considerations

At least 8 participants per weight band with evaluable PK curves on the investigated doses were planned
to be enrolled. If any large difference in PK parameters within a weight band was observed in either sub-
study, then recruitment of additional participants in the relevant weight band was considered.




Recruitment into the lower weight band PK sub-study was ongoing; therefore, there were less than 8
participants per weight band(3 to <14 kg weight bands) at the point of the data cut.

Pharmacokinetic Analyses

The primary goal of the weight band PK analysis was to find the appropriate and pragmatic DTG dosing
which achieved the main PK parameters (AUC0-24h, C0, Cmin, Cmax, Ctrough, C24h, Tmax, t1/2,
Vd/F, and CL/F) comparable to adults and assess the PK, safety, and tolerability of DTG in pediatric
participants from 3 to <40 kg using simplified formulations and WHO weight band-aligned dosing

Further description is found in the Clinical Study Report.

19. Demographic characteristics of the
study population (sex, age, race, etc.)

All participants were Black-African and approximately half (52%) the participants were female. Median
age was 7.6 years and ranged from 0 to 18 years of age; over half the participants (61%) were between 6
and 12 years of age. 48% of participants were treatment-naive (starting first-line ART) and 52% of
participants were treatment experienced (switching to second-line ART).The demographic
characteristics of the Safety Intended DTG Dose Population were similar to that of the Safety Population

Further description is found in the Clinical Study Report.

20. Pharmacokinetic results

Table 26 and Table 27 summarizes steady state PK parameters for all doses of DTG administered with
FCT and DT formulations by weight band at time of PK sampling, respectively. The shading indicates
values that are within the pediatric target ranges for C24h and AUC0-24h.




Table 26 Summary of PK Parameters by Weight Band at Time of Dosing, All
Doses, after FCT Administration

PK Parameters

D

050 M9) | eightBand | N e, i

FCT Cmax AUCO-24h C24h co

{pgiml) | (pg'himl) | (ng/ml) {ng/mL}
25mg | t4to<20kg | 20 | 385[38] | 3581[50) | 266.0[82 | 500.1[113)

20t0<25ky | 15 | 312[40) | 2058140) | 3223(89) | 278.4[184)
25t0<30ky | 17 | 316[24) 534.3[59]
3mg | 30to<ddkg | 10 | 401[2%)
50mg | 20to<Sky | 7 | 6.07[9]
2510<30ky | 15 | 536028
30t0<d0ky | 13 | 510[23

Target: GM (range} 46 (37-134)
Dot Source: [abe 53
Note: %CVh is between pardtpant coeficient of vaniation calcuiated for ioge fransionmed data as:
CVo: 100 * {sartfexp(SDiog2}- 1))

Note: The shading indicates values that are within the pediatric target ranges for C24h and AUCD-2¢h.

Dispersible Tablet:
Table 27 Summary of PK Parameters by Weight Band, after DT Administration
PK Parameters
Dose (mg) | Weight | -
ot e Cmax | AUCO-24h C24h co
(#gml) | (ug"hml) (ng/mL) (ng/mL)

15mg | 6to<i0kg | 5 | 52507
20mg | 10t<idkg | 5 | 6547

%mg | 14t0<20kg | 13 | 7.14[21)

304.2[1472)

omg |2w<2skg| o [ 71626 | 715316
Target: GM (range) 46 (134

995 (697-2260)

mm:fusg
Note: %CVb is between parficipant coefficient of vanation calculated for loge transformed data as:

CVe: 100 * (sart{exp{SDiogZ]-1))
Note: The shading inscates values that are within the pediatric target ranges for C24h and AUC-24n.




Relative Bioavailability:

Bioavailability of the DT and FCT were compared in the 14 to <20 kg weight band where 10
participants received both DTs and FCTs. No formal sample size calculation was performed for
assessment of relative bioavailability. Similarly, no formal statistical comparison was performed for
AUCO0-24h and Cmax as the study was neither designed nor powered as a formal relative bioavailability
study. Comparison of the GMs showed 25 mg DT (5 x 5 mg) has 1.79-fold higher Cmax and 1.89-fold
higher AUC and 2.14-fold higher C24h at steady state when compared with 25 mg FCT (Table 28). The
higher bioavailability of the DTs in pediatric patients is comparable to adult relative bioavailability
studies (~1.6-fold higher exposure)[GlaxoSmithKline Document Number 17N324595 00].

Table 28 Summary of PK Parameters for Participants Receiving both DTs and

FCTs
PK Parameters
Dose(mg) | WeightBand | N (oo o
(pg/mL) (pg*hmL) (ng/mL)

25mg FCT 1410 <20 kg 10 3.97 [45] 35.25[65] 3646 [107)

25mg DT 1410 <20 kg 10 7.09[22) 66.78 [24] 781.7 [58]
Data Source: [Tabie 54
Note: %CVb is between participant coefficient of variation calauated for loge transiomed data &

CVe: 100 * (sartfexp{SDiog2)-1))

Evaluation of Cmax:
In addition to the primary PK targets, GM Cmax values in pediatric participants were also compared
with adult Cmax values observed in proof of concept study (ING111521) and SPRING-1 (ING112276)
study used to select targets and Cmax from meta-analysis following both:
e 50mg DTG FCT once daily: GM[%CV]: 3.67 ug/mL [20] [TIVICAY, current labeling],
e 50mg DTG FCT BID: GM[%CV]: 4.15 pg/mL [29] dosing [TIVICAY, current labeling],
e single dose of 250 mg DTG FCT (n=8): GM[%CV]:14.1 pg/mL [10] [Study
112941,GlaxoSimthKline document number RM2009/00534/00], and
e single dose of 250 mg DTG FCT (n=41): GM[%CV]:12.4 pg/mL [27] [TQT Study111856,
GlaxoSimthKline document number RM2010/00046/00].

Following administration of DTs at the doses tested in weight bands spanning from 6 to <25 kg, Cmax
values were 27-72% higher in pediatric participants when compared with adult DTG 50 mg FCT BID
dosing.




The GM Cmax was comparable to adults at 25 mg FCT dose in the weight bands spanning from 14 to
<30 kg and at 35 mg FCT dose in the 30 to <40 kg weight band (Table 26). A relatively high Cmax was
observed at 50 mg FCT dose in the weight bands spanning from 20 to <40 kg when compared with adult
DTG 50 mg FCT once daily and BID dosing.

Although Cmax concentrations were relatively higher in pediatric participants, they were significantly
lower than highest Cmax observed in adults following a single dose of 250 mg DTG.

In addition, exposure response analysis for key safety parameters was performed to evaluate relationship
between DTG exposure and the selected safety endpoints. Results from this analysis are presented as
separate report but concluded that no relationship was demonstrated between PK parameters including
Cmax and clinical or laboratory AEs.

Table 29 lists selected PK parameters at the highest doses of DTG administered with any formulation,
by weight band.

Table 29 Summary of PK Parameters for Highest Doses by Formulation and
Weight Band in the ODYSSEY PK sub-studies

PK Parameters

Dose/ GM [%CVb]
Woigttmd | N | poition |t AUCO-24h C2éh
__pg/mL) {ug*hrimL) (ng/mL)
Blo<iohg | 5 | 15mgbT | 525(77] 4485 386.9 [396]

4.85[130]
0lo<idkg | 5 20mg DT 654 [7] 69.21[1 848851
T4lo<20kg | 13| 25mgDT 714 [21] 6956[30] | 8515067]
Wto<25ky |9 30 mg DT 7.16 [26] 7153(26) | 7586(73] |

Mt0<25kg | 7 | S0mgFCT | 607 6282[30] | 770051
mg [29] 8230} _f%_

25t0<30kg | 15 | SomgFCT 536 (26 57.16(30] | 7061

| 30to<40kg | 13 | S0mgFCT 5.10[23] 54.30 [28] 6924 4]
Target: GM {range) 46 (37-134) | 995 (97-2260)

Data Source: [Table 5.

Note: %CVbis panticipant coeficient of varaton calculated for loge transformed data as:

Cvb: 100 * (sqri{exp(SDiog2)-1))
Note: The shading indicates values that % within the pediatric target ranges for C24h and AUCD-24h




Most of the highest doses per weight band met their C24h and AUCO0-24h targets.

Further description is found in the Clinical Study Report.

21. Efficacy results

n/a

22. Safety results

A

A summary of overall AEs (based on number of participants) by weight band at the time of AE
occurrence for the Safety Population through the safety cut-off date (28 February2019) is presented in
Table 30. There were no Grade 1 or 2 AEs leading to dose modification or withdrawal, AEs considered
drug-related following ERC adjudication, or fatal reports. Overall the number of participants with
>Grade 3 AEs and SAEs reported in each weight category (weight at time of AE occurrence) were small
and varied across weight categories.

Table 30  Overall Summary of AEs by Weight Band at Time of AE Occurrence through 28 February 2019 (Safety Population)

n (%
Rate/100 PY
(95% CIp
Total
10to o 20to 5to 0to Unique
3to<bkg | 6lo<iOkg | <idkg <20kg <25kg <30 kg <40 kg 240kg | Parficipants
| Category {N=1) (N=1 (N=34) (N=44) (N=41) (N=2
Parbopants with any 4y ’f“('i?) 5(15) 7(16) 10 2| _231?") “%9—1 1)
i | |osssnal azen | esoie | arae | eimn | 02us | s18s | 126 s
(759,539, 14 131 8 | 04203 | (5.1.2588) | (126 296)
Particpants with any SAE* 2(20) 1 1) 88
0 813 0 41 145 0 41 0 688
203 3253) 06.291) | (55.388) 06292 (34, 135)
Drugoctad AE 0 0 0 0 0 0 0 0 0
Partpants wih any 0 0 0 0 0 0 0 0 0
e 0 0 0 0 0 0 0 0 0
Data Source: [Tadle 3 4, [Table 3 14, [Table 3 17] Jable 3 able

Note: Participants may appear in more than 1 wesght band.

Nouwmsmmmmumsuamummnammwuxwummm

a.  BExposure adjusted incidence rates (n'PY*100) and comresponding 95% CkmeﬁmMaMmmﬂmbw(mm;Mnumﬂxmmw
fitting thes mode! separately 1o each distinct weight band and dose/formulation combination.

b. AEsinciuded are Crade 1/2 AEs Leading to Dose Modfication or WWithdrawal, >Grade 3 AEs. Note, there wese no Grade 1 or 2 AEs leading to doce modification o withdrawal
and all SAEs were > Grade 3.

¢ Drug relatedness was based on the ERC form (Form 30) as assessed by the commitise,




Table 31 Summary of AEs over Time by Enroliment Weight Band (Safety Population)

n (%)
Rate/100 PY
95% Clp |
Total Unique |
3to<6kg | 6to<i0kg |10to <14 kg | 14t0<20kg | 20 to <25kg | 25t0<30kg | 30 to <40 kg | Participants
 Category (1) | N=10) | (Nes) | N=33) | (Ne28) | (N=t6) | (NeB) (N=%9) |
Participants with ~Grade 3 AEs ‘
4(40) 1(20) 5(15) 3(1) 1(17) 14 (18) |
Through Week 24 0 1522 944 28.1 201 0 204 285
(57.1,405.5) | (13.3,6700) | (11.7.67.6) | (65.622) (4.3,2157) | (169,48.1)
4 (20) 1(20) 8(24) 4(14) 2(13) 1(17) 20 (20)
Through Week 48 0 1522 944 286 156 123 179 252
A (57.1.4055) | (133,6700) | (14.3,572) | (58,415) | (31.49.1) | (25,1270) | (162,39)
Participants with SAEs
2(20) 26) (1) 56)
Through Week 24 0 84.3 0 109 0 0 304 97
(16.1, 257.1) 2.7, 436) 432157) | (40.233)
2(20) 4(12) 10@) 1(17) 8(8)
Through Week 48 0 643 0 136 35 0 179 95
(16.1,257.1) (5.1,361) | (05,252) (25.1270) | (47.189)

Data Source: [Tabie 39 [abie 3,10 [Table 327 [Tatie 3
m;n-ﬁn study per weight bard

Note: There were no Grade 1 or 2 SAEs leading to dose modification or withdrawal. Further, there were no AEs considered drug-related following ERC adjudication and no fatal
reports. >Crade 3 events are inclusive of SAES.

Note: For context, 86 (67%) participants were exposed to DTG for at least 24 mﬁemfmmwuamwmmm:.

2. Exposure adjusted incidence rates (WPY*100) and cormesponding 95% Cls were estmated from a Poisson model with loge (exposure me) inciuded in the model as an offset, by
figing s model separately 1o each distint wesght band and dose/formulation combination.

Through the last time point, the number of participants with >Grade 3 AEs and SAEs in the Safety
Intended DTG Dose and Safety from First Intended DTG Dose Populations is shown in Table 32. A

number of >Grade 3 AEs and SAEs were reported in participants receiving 25 mg FCT in the Safety
Population (see Section 7.1.2).




Table 32 Overall Summary of AEs by Population through 28 February 2019

n (%)
Rate/100 PY
(95% CI*
Safety Intended DTG | _ Safety from First

Safety Dose intended DTG Dose
Category (N=99) (N=97) (N=97)
Participants with 21(21) 10(10) 10(10)
>Grade 3 AEs 193 165 162

(126, 29.6) (8.3, 30.6) (8.7,30.1)

Participants with 88 30 33
SAEs 68 47 46

4 13 15, 14 15,143
Note: - Grade 3 events are inclusive of SAEs.

a. Exposure adusted incidence rates (nPY*100) and comesponding 95% Cls are estmiated fom a Poisson model
with loge (exposure ime).

Overall Summary of Adverse Events by Dose/Formulation

AEs were also reviewed by formulation and dose at the time of AE occurrence for the Safety Population
through the safety cut-off date (Table 33). Although a higher proportion of participants receiving the
FCT formulation had > Grade 3 AEs using unadjusted rates, the exposure adjusted incidence rates were
higher for participants on the DT formulation. This is likely because most participants on the DT
formulation will not have provided data beyond Week 24. The total numbers of AEs reported under the
FCT formulation were augmented by the Grade 3 AEs reported for 3 participants (PID050134, PID
050157, and PID 050157) taking 25 mg FCT DTG BID because of pulmonary TB. A similar pattern of
higher exposure-adjusted incidence rates of > Grade 3AEs and SAE in patients receiving DT was seen in
the Safety Intended DTG dose population and Safety from First Intended DTG Dose Population (Data
Source: Table3.7, Table 3.8, Table 3.18, Table 3.19). Overall, comparisons between groups should be
interpreted with caution as the number of events were small and participants may have been included in
both the FCT and DT formulations. Compared to participants taking FCTs, there was a higher frequency
of > Grade 3 AEs and SAEs in participants taking DTs when reviewed by enrollment dose and
formulation through Week 24 and Week 48 (Table 34, Table 35). Higher proportions of participants on
an initial DT formulation compared to FCT doses with > Grade 3 AEs and SAEs, maybe confounded by
age as younger patients enrolled on DT doses. Table 33 shows the AEs grouped by weight band at time
of event from the last time point. At the later time points, more > Grade 3 AEs in participants taking
FCTs led to a higher proportion overall for this formulation. However, as fewer participants on DT have
DTG exposure beyond 24 weeks(Table 20), this observation should be interpreted with caution.




Through 24 weeks, the highest proportion and exposure-adjusted incidence rate of >Grade 3 AEs and
SAESs across all populations were reported in participants receivingl 5 mg DT at the time of the event.
These participants on 15 mg DT were the same4 participants who were in the 6 to <10 kg weight

category at the time of the event (Table30). No other patterns across doses were observed.

Table 33 AEs Overall by Dose and Formuiation at Time of AE Occurrence (Safety Population)
n (%)
Rate/100 PY (95% Clj
25mg FCT FCT DTG Total
15mgDT | 20mgDT | 25mg DT | DT Subtotal | 25mgFCT | 50mg FCT | BID+R Subtotal (N=9)
Culagery (N=10) (N=8) @:.(i? (N=47) (N=76) (N=54) (N=6) (N=83) e
1(21)
el P 113) 126 6(13) 9 (12) am 2(33) 15(18) 193
3 2043 53.0 (19,96.9) 392 208 87 715 15.8 {126.298)
:BG"“ (76.7,544.4) | (75,376.3) (176,872) | (108.399) | (3.3,23.1) | (179,286.1) | (35,262)
2 (20) 2(8) 4(5) 1(2) 1(1 5 8(8)
;;"a{;""i'J' 820 125 87 21 =7 A 68
205327 8 (3.1498) | (33232) | 03146) | 462319 | (26.130) | (34135
Data Source able 31
Note: may appear in more than 1 weight band and doseformulation.

Note: SAEs are all »Grade 3.

Note: Doses/fformuiations with no AEs are not presented (i.e. 5 mg OT, 10 mg DT, 30 mg DT, 20 mg FCT, 35 mg FCT and 50 mg FCT BID+R)

a. Exposure adjustad incidence rates (WPY*100) and corresponding 85% Cls wese estimated fom a Poisson model with loge (exposure ime) included in the model as an offset, by
fitting this model separately 1o each distinct wesght band and dose/formulation combination.

Particpants
Note: Weight band and DTG formulations/doses are based on weight band and dose when the AE startedioccurmed.




Table 34 Summary of Overall AEs by Dose and Formulation through Week 24 (Safety Population)

Doselformulation at enroliment n (%)
Rate/100 PY (95% CI)*
15mgDT | 20mgDT | DT sublotal | 25mgFCT | 3mgFCT | 50mgFCT | FCTsublotal | DTG Tobl
category Net0) | (NS | Nete) | Nero) | ) | Nty | (Nesy | (Nedo)
4(40) 1(20) 5@31) 7(10) 107 1(100) 9 (11) 14(14)
m;’:’e‘:"' 1522 a4 4 1276 183 304 4297 199 285
(67.14055) | (1336700) | (53.1,3066) | (87.384) | (432157) | (605,30505) | (104383) | (16.948.1)
2 2(13 203) 11 3(4) 5(5)
;:“E?"""’ with T 0 Ay 51 30.? 0 s a7
(16.1.257.1) 109,1739) | (13202) | @32157) 21.198) | 40,233

MSmE 39 [able 323
Note: N = number of participants at the enroliment weight band and DTG dose/formuiation.

Note: Weight band and DTG formulationsidoses are based on ODYSSEY study enroliment weight band and dosing.
Note: »Grade 3 events are inclusive of SAEs.

Note: Dosesformulations with no AEs are not presented (i.e. 5 mg DT). The following doses were not used from enrdllment: 10 mg DT, 25 mg DT, 30 mg DT, 20 mg FCT, 25mg
FCTBID +R, and S0mg FCTBID +R.

2 Exposwre adusted incidence rates (nPY*100) and comesponding 95% Cls were estimated from 2 Poisson modsd with loge (exposure ime) included in the modl as an offset,
by fiting this modi! separately o each disSinct weight band and doseformulation combination.

Table 35 Summary of Overall AEs by Dose and Formulation through Week 48 (Safety Population)

Doseformulation at enrolimentn (%)
Rate/100 PY (95% Ciy

15mgDT | 20mgDT | DT sublotal | 20mgFCT | 25mg FCT | 3smgFCT | SomgFCT | BP0 | €T | p1GTotl
(N=10) (N=5) (N=16) (N=5) (N=T0) (N=6) (N=1) (N=99)

Category (N=1 )
Participants | 4 (40) T20) 530 1(20) T1(16) 1an 1("&) 1(100) 1%1 Wm;

TAE 15‘4',-025 (13 9}30 0 5312;3% N NE) 2‘;33 @ Igg j] t’tI 7;29701 (60. 5, 1% 2109.?29) 12,39
3AEs 1405.5) | (133670.0) | (53.1.306. 41733) | (9430 127 5) (1537634) | (1 (16.2.39,
o ] 23 S0 T T ] 50 | 8®
with SAES 843 0 435 0 713 179 0 0 75 95
(16.1.257.1) (108.1739) GA17N | 251270) B4187) | (47189

Data Source: [Table 3 10, [Table 3
Note: N = number of particpants at the enroliment weight band and DTG dosaformulation.
Note: Weight band and DTG formulationc/doses are based on ODYSSEY study enroliment weight band and dosing.

Note: For context 1647 (38%) of participants on DT compieted at least 24 weeks whie 76/83 (92%) on FCT completed atleast 24 weeks (Data Scurce: [fatie 3.1).
Note: >Grade 3 events are inclusive of SAEs,

Note: Doges/formutations with no AES are not presented (i.e. 5 mg DT). The following doses were not used from enroliment: 10 mg DT, 25 mg DT, 30 mg DT, 20 mg FCT, 25 mg FCT
BID+R and S0mg FCTBID + R

a mmmmwm)nmmmcummwmmmmm(wm;mm»msmmby
fitting this model separately 1o each distinet weight band and doseformudation combination.

Most Common Adverse Events

Hepatitis A, pneumonia, anemia, and neutropenia were AEs observed in more than 1participant through
the safety data cut-off (Data Source: Table 3.6). The results for the Safety Intended DTG Dose
Population and Safety from First Intended DTG Dose Populations were similar (Data Source: Table 3.7,




Table 3.8).A summary of all clinical AEs through Week 24 and Week 48 by enrollment weight band and
PT for the Safety Population is presented in Data Source Table 3.9 and Table 3.10.AEs reported in more
than 1 participant through Week 48 are presented in Table 36.

Table 36 Ilalost Cqmn;only Reported AEs (22 Participants Overall) by Enroliment Weight Band Through Week 48 (Safety
opulation
n (%)
Rate/100 PY
(95% C1)
Total Unique
3to <6kg 6to<10kg | 10to<idkg | 14t0<20kg | 20to<25kg | 25to<30 kg | 30to<40 kg | Participants
PT (N=1) (N=10) (N=5) (N=33) (N=28) (N=16) (N=6) (N=99)

1(20) 1(3) 2(n 1(6) 5(5)

Neutropenia 0 0 794 33 75 6.1 0 59

(11.2,863.7) | (0.5 235) (1.9. 30.0) 09 43.2) (25 142

1(10) 1(20) 1(6) 3(3)

Anemia 0 304 944 0 0 6.1 0 35

(4.3,216.1) | (13.3,670.0) (0.9,43.3) (1.1,10.7)

2(6) 2(2)

Hepatitis A 0 0 0 65 0 0 0 23

(1.6,258) (06,9.1)
1(10) 1(3) 2(2)
Pneumonia 0 296 0 32 0 0 0 23
(4.2, 209.8) (0.5,23.0) (06,92
Data Source: [[able 3.10

Note: Exposure adjusted incidence rates (n/PY*100) and comesponding 95% Cls were estmated fom a Poisson model with loge (exposure tme) induded in the moded as an offeet,
by fitting this mode! separately to each distinet weight band and dose/formuiation combination.

Note: N = number of participants &t enroliment per weight band.

All Adverse Events ([ Grade 3 /4)
A summary of all >Grade 3 clinical AEs for the Safety Population through 28 February2019 is shown in
Table 37. Over half of the events occurred within the first 24 weeks of treatment and were most often
from the Infections and infestations disorders SOC and Blood and lymphatic system disorders SOC

(Data source: Table 3.6).




Table 37 Participants with >Grade 3 AEs (Safety Population)

Enrolment | Weight Band at Maximum Days Since | Study Drug

PID Age*Sex Weight Band® | AE Start AE PT(sf SAE | Severity Grade | 1*Dose | Stopped?
(048178 | 11 monthe/Male | Gto<iOkg | Bto<ilkg Darhea No ] 14 No
045573 2 yearsiFemale Bto<l0kg Bio<10kg § P Mf:d s :2 g 5] x
[ 050181 | 10 monthslFemale | b to <10 kg B0 <10 kg Anemia No 3 2 No
(BB 1 yeafemae | 6ro<i0kg | Gio<lOig S L - . =
U076 2 years/Male 10to<14kg 10to<ldkg "ﬁnemn t 2 g NNZ
TSOTEU | Sycarsitemale | Wio<Mkg | 1At <M kg Preumonia No 3 37 Mo
[TE5%6 | § yearsiMiale 10 < Wto <D kg Acute snusits Yes 3 22 No
[ES53 | 10 years/iViale io<loky | W< Neutropenia No 3 i No
[TE9554 | DyearsiFemale | 1Ato<dUkg | 1Ato<iUka Hepatts A No L 61 Yes
(50136 | 9 yearsiViale Hio<oky | Wio<bky Neuvoper:a No 3 i No
(050141 4 hoq'%_kg 10 <20 Sezure No 3 13% No
(050151 | GyearsMale | 14t0<20kg | Nto<tokg Hepatts A Yes [} 253 Yes*
(0857114 | 4 yearsiFemale | 1dto<20kg | 1hto<d0kg __Malara Yes 3 % No
(BB g yeaneomsie | D2k | Doy |Pepmceomercemed | o - = =
(089577 | 7 yearsiFemale | Mio<likg | Nio<lokg Measles Yes 3 352 No
043128 Newtropenia No 3 337 No

10 years/Male Bto<Wkg | Bto<kg

Neutropenia No 3 505 No

(048160 | 12yearWiale | 3010 <Al kg =40 kg Fracture No 3 568 No
(048511 | 17 yearsMale | 2to<dkg | ito<ADkg Anemia No 3 324 No
[ 050128 Nephropathy toxic Yes 4% No
12yearsMale | to<dlkg | 0to<dlig Meningitis cryptococcal Yes 152 No

e - - Meningtss cryptococeal Yes 4 35%4 No
yearsifemale | 1410<0kg 410 Neutropenia No 3 No

[050157 |6 yearsiMale Wio<Nkg | 2 w&HQ Pyrexa Yes 3 134 No

Data Source: Listing 4, Listing 6, Listing 12
Note: DAIDS version 2.0 was used for severity grade.
a.  Age at randomization.

Weight band at Sme of envoliment in the ODYSSEY study.

b.
¢ AEs as recorded on Form 30 (Blinded ERC).
d

No action is stated with regard fo DTG withdrawal per Form 30 because DTG was stopped before formal diagnosis of Hepatitis A. Blood bilirubin increased and hepatic enzyme
increased were reported as AES leading to withdrawal by the site investigator (Data Source: Listing 12). These events were subsequently subcumed under the tem Hepatitis A by

the ERC (see Table 50)

Drug-related Adverse Events

No AEs were considered drug-related (Data Source: Table 3.16, Table 3.21).7.1.6. Adverse Events
Leading to Study Drug Withdrawal.
There were 2 participants who withdrew from treatment with DTG due to AE and were both diagnosed
with Hepatitis A (Table 38). Both participants met protocol defined liver stopping criteria (Data Source:
Listing 43). See further details in Section 11.3.2 and full case narratives for SAE in Section 11.1.




Table 38

Participant Withdrawals from DTG Due to AEs

Age at
Weight Band Serious/ Days since 1¢
- msﬂ‘n:w at AE onset " severity dose
050151 | GyearsM | 20t0<25kg | Hepatiisa | Y 253
040554 | SyearsF | 1410<20kg | HepatisA | N 161

Data Source: Listing 6, Listing 12
a.  Biood bilirutin increased and hepatic enzyme increased were reported as AEs leading to withdrawal by the site
investigator. These events were subsequently subsumed under the term Hepatisis A by the ERC.

Table 40 Summary of ‘ALT High' by Enroliment Weight Band (Safety
Population)
- T Week 24 Through Week 48
Bwd | 1 2 3 D -2 -3 4
'3-‘~=<8 n(k) | nGk) | n(%) | n(%) | n(%) | n(%) | n(%) | n(% |
0 <6 kg
. éﬁgw 0 0 0 0 0 0 0 0
<
(N=10) 1(10) 0 0 0 1(10) 0 0 0
10t0<1dkg
2 r{g)o . 1(20) 0 0 0 1(20) 0 0 0
(N=33) 2 (6) 1(3) 0 1(3) 2(6) 2 (8) 0 2(6)
2010 <25kg
ﬁnggkg 2() 0 1(4) 0 3(1) 0 1(4) 0
o
(N=16) 0 0 0 0 0 0 0 0
30‘0,.;0 9] 2 (33) 0 0 0 2(33) 0 0 0
'EL#:TIT able 3.8
Note: Maamum post-baseline toxacity denved for enrollment DTG dose formmlation until the

emergent
end of the Week 24 window (Day 210) or Week 48 window (Day 378).

23. Conclusion (summary)

Study Population

e All participants were of Black African descent, approximately half (52%) were female, and 61%

were in the age range of 6 to <12 years.

e Dual NRTI use and NNRTI use was found among 100% of treatment-experienced participants in

the Safety Population, with no reported use of protease inhibitors.




Pharmacokinetics
e For the highest doses per weight band investigated (including formulation):
o All doses met the GM AUC0-24h target
o The majority (5/7) met the GM C24h target.

e There is a clear age/weight dependency of DTG PK. This reflects decreasing drug clearance with
decreasing weight.
e There was consistency between doses and formulations in terms of their PK outcomes, allowing
for the bioavailability difference between FCTs and DTs:
o There was greater variance in the C24h values relative to AUC0-24h or Cmax
o With the relatively low numbers per weight band, this variance could lead to chance
outcomes not reflective of the larger population and not consistent with the bulk of the
study data. This may be the cause for the lower than expected GM C24h observed.

¢ Despite higher Cmax values in pediatric participants relative to historical adult values, DTG was
well tolerated as chronic therapy and no additional safety concerns were identified. Safety
overall, the safety profile of DTG among pediatric participants shows no additional concerns
compared to the safety profile observed in adults.

Applicant (Marketing Authorization
Holder)

Signature

Baptiste Rousseau
Project Manager, Regulatory Affairs
ViiV Healthcare

20 August 2024
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3BiT npoe kjainiune BUOpoOyBaHRA-2

1. Haspa nixapcrkoro 3acody
(3a HABHOCTI — HOMED
pEECTpaifHOTO MOCBLTYCHHS )

TIRIKEH, Tafierky, mo JUCIEepryIoThes, 0 5 Mr

2. 3aABHHK

«BiiB Xencxep FOK Jlimiten», Benuxka Bputanis (ViiV Healthcare UK Limited, UK)

3. BupoGHuK

I'nakco Omnepeitmae YOK JlimiTen, mo Bene AisnbHicTs stk [nakco Bennkxom Onepetimuc, Bemika Bpurania (Glaxo
Operations UK Ltd (trading as Glaxo Wellcome Operations), UK);
I'maxco Besuikom C.A., Icnanig (BupobuEuK fuig Bunycka cepil) (Glaxo Wellcome S.A.), Spain (batch release site)

4. IlpoBeneHI mocmiaKeHHS
 Tax

oHi  sxmo Hi, 06IpyATYBaTH

4.1. Tun nikapcekoro 3aco0y,
3a SKUM IIpoBoJMIacs abo
IJIAHYETHCS PEECTpartis

Jlixapcpkuif 3aci0 3a TIOBHUM JOCHE (ABTOHOMHE JTOCKE).

5. IloBHa Ha3Ba KNIIHITHOTO
BHIIpOOYBaHHS, KOJOBaHHE
HOMEp KIIHI9HOTI'O
BUTIpOOYBaHHA

ODYSSEY (PENTA 20): Pannomizopaie BUIpoOYBaHHS aHTHPETPOBipyCHOI Teparmil Ha OCHOBI JONyTErpasipy B
HOPIBHAHHI 31 cTaHAApTHOIO Tepamieto y Aitel 3 BIJI-indekuiero, sxi mouunaoTs orpuMyBari APT nepimoi ninii abo
IepexodaTs 1o apyroi minii: GapmaxoKiHeTHy4H] OiImociIKe s

IHINi BTOPHHHI 3BiTH, INO OB SI3aH] 3 IIAMH JOCIiIXEHHIMY, Nepeliiveni HiKYe.

- of'eqHaHMif MACYMOK (hapMaKOKIHETHYHHX JaHHX JIONYTerpaBipy B iiasMi KpoBi, orpumanux y BIJI-1-
indixoBanux xaitell y mocmimxennsx ING112578 (P1093) ta 201296 (ODYSSEY, PENTA 20) (Pooled NCA
Report: (Ko nocnimxenna 2019N422597 00).

- nonynaidHui GapMakoKIHeTHYHHH aHani3 Ta ananis «eKcno3uuis-ianosias» ns gonyrerpagipy y BIJI-1 indikopaunx
nireit y nocnmimrennax ING112578 (IMPAACT P1093) ta 201296 (ODYSSEY, PENTA 20) (PopPK. & Safety E-R
Report (GSK Document Number 2019N424147 00)

6. Maza xiriniunoro
BUUPOOYBaHHS

1I/1II

7. Ilepiog npoBeneHHS
KJIiHigHOro BUIIpoOYBaHHS

03 JIAITHA 2018 p. — me TpuBae

8. Kpaiuu, ne npoBounocs
KIHIYHE BHIPOOYBaHHA

3iM0abne, Yramga

9. KinbKicTh JTOCHi IKYBaHIX

99

10. Meta Ta BTOpHHHI I1ii
KII{HIYHOTO BATIPOOYBAHHS

o Hanara OK nani ang gite#t y 3 rpynax go3yBaHEHS BiIIOBIAHO J0 Aiana3soHy MacH TiNa 3a kiacH¢ikaniero BOO3
<14 xr (mimocaimrenss WB-PK1 3 MeHImM qiana3oHoM MacH Tija)




o Haparn OK gani ana DTG 25 mr (FCT) y miteit 3 Macolo Tina Big 14 go <20 xr T1a Big 20 10 <25 kT
(mignocipkennss WB-PK 1, uactuna I)

e Hagaru ®K gpani ms DTG y mo3i 25 mr (DT) y jtiteit 3 macow Tina Big 14 o <20 krra 30 Mr (DT) abo 50 Mr
(FCT) y niteii 3 macoro Tina Bix 20 no <25 xr (miqnocnimxenas WB-PK1, uactuna II)

e Hapars ®K nani gag DTG 25 mr, 35 mr ta 50 mr FCT y nepexpecroMy musalini y miteif 3 Maco1o Tina Big 25
10<40 xr (miggocnimxenas WB-PK2, zapepiieHe)

o Hamatw mami 3 6¢31eKH 4718 HOBOTO JO3YBAHHS

11. JIw3aita KIHIYHOTO
BHTIpOOYBaHHSA

ODYSSEY — e moroune, Bigkpure, OaraTolieHTpoBe, pasyomizosane (1:1), 96-rmxHere KiiHiuHe JOCTIDKCHHA HE
MeHmoi edexturHOCTI hasu I/ 3 2 rpynamu, y KoMy TIOpiBHIOETECSH edeKTHBHICTE Ta TokcHuHicTs DTG mmoc 2 HI3T
y NOPIBHSIHHI 31 cTaHAAPTHOIO Tepatieto y BlJI-indikoBanux miteif RikoM 10 18 pokis, saki mounHaroTh oTpuMysatd APT
nepinoi miuii (ODYSSEY A) aGo nepexonsts no APT apyroi aiuii (ODYSSEY B). Yuacuukis 6yio 3apaxoBaHo y 2
Ppi3Hi rpynH 3aJIeKHO Bi NonepeEsoro 3acrocyBanas APT:

ODYSSEY A: mitw, 9xi nouuHaoTh orpumyBsatd APT nepnroi minii
ODYSSEY B: aitu, sxi mounHaoTs oTpuMyBatd APT npyroi ninii.

Y xokHil rpyni yuacErkz Oy paHneMizoeani y cuisBingomerHi 1:1 mo rpynu APT ma ocroBi DTG (rpyna DTG) abo
cranapTHO Teparrii (mocumeruit iHridirop nporeasu (nlll) abo HHI3T abo APT ra ochogi I11J1I; rpyna.cragaapTaol
Tepanil). Josyeanus APB-npenaparie npoBomiocs 3rijHo 3 pexoMerarnismu BOO3 3a rpynamn 1o3yBaHHg
BIIMOBIHO 1O Jiama3oHy MacH Tija Ta/abo HallOHAJIBHHMH peKoMeHaanisMHy 3 qo3ysanns [WHO, 2016a; WHO, 2018].

DTG y ©K migmocnimkeHAIX 3aCTOCOBYBAIIH 33 TPYIIaMH TO3YBaHHA BiIOBLTHO A0 [Jiama3oHy MacH Tija 3a
knacudikaniero BOO3. Bubip HI3T B yuachukie, ski mogwHaim orpuMyBard APT japyroi ninii 3aiexas BiJ aHaMHE3Y
sactocysanisa HI3T Ta mpodino pe3HcTeHTHOCTI, AKINO TAKWHA BH3HAYABCA (IUB. po3min 4.5.1). JIiKyBaHHS POBOAMUIIOCH
y BIIKPHTOMY PEXHMI 3 BHAAYCIO JOCIIDKYBAHEX IpeNapaTis i 9ac paHgoMizauii Ha mepioq 4 THKHIB, & TOTIM 3
MAKCHMAIIbHUM iHTepBanoM ¥y 12 tsxHir, OK mpocixeHHs:

ITigmocnimkenns WB-PK1 ta mepexpecte mignocimkents WB-PK2 na pucyrky 1 Ta pucyHKY 2 3BITY Ipo KIiHi4HE
nocipxens (CSR) mpoaeMoHCTpoRaHO JOKIaAHY 1H(OPMAIIIO 3aIUTAHOBAHOTO Au3aifHy TOCTiIKEeHHS Ta IIOTOKY
yuacHEKIB Js1 OK mignocaimkens, skux 0yI0 BKIIIOYEHO A0 noTouHoro pocaimkenns ODYSSEY.

YyacHukie Oyno BxmodeHo y gocuimxenns ODYSSEY, a micis, npunatiMui, 7 aie 3actocysanes DTG, mMormu Oyt
BraoveHi 1o OK mociipkens, Y9acHHKHE 3 Maco Tina <14 xr nouHHI 6y nar 3roy Ha OK (axmio ix 6ymo
posnozineso o rpymu DTQG) nepen papnoMizaiticro. Y4acHHAKH, AKi TOURHATYH IPHAMATH JO3H, 1110 10E He
BUKOpHcTORYRamHCS B nochimkedHi ODYSSEY (Tobto 25 Mr FCT npu maci Tina <20 xr y nignocmimkenni WB-PK1; yei
yuacHHKE y niagociimxenai WB-PK1 wactani II Ta yei yaacHukw, ski orpeMyBamd 50 mr FCT y migmocaimkersai WB-
PK2) takox Mam matu 3roay Ha @K mo modaTky mpuiioMy OLiHIOBaHOI HO3H. BaXKaHRO BII3HAYMTH, IO AESKI 3
yuacHukip QK mimggocnimkens, ocobmBo Ti, XTo OyB cTapmmM i MaB OLBIMy Macy Tina, MOTJIE OpaTH y4acThb ¥
nocmimxenni ODYSSEY mixe mocuTh TpUBaIHii 9ac 10 MOMEHTY IxHEOTO 3apaxyBarns y OK migmocmimierns. ¥V Takux
BHUIIAZIKAX JCAKi mapaMeTpH (HAIIpUKIAA, Maca Tijia, 3picT) Ha MOMEHT Bindopy 3pa3kiB mn4 omirropadHsa DK y GK




TiANOCIJUKERH], IMOBipHO, BifloGpakaTHMYyTh Yac OTpEMaHHEsA APB-Tepamii Ta Gy myTs BizpisHaTHCS Bix MapaMeTpis Ha
BHXixHOMY piBHi y mocnimkerni ODYSSEY. V npoMy 3BiTi Iix «BEXiZEUM PIBHEM» 3aBXKIM MAlOThC Ha yBasi
XapaKTepUCTHKH Ha modatok aocmimkeHas ODYSSEY, a ve Ha MoMeHT BinGopy 3paskis mns oninroBannas OK. Jownajai
nani OK migmocnimxens (nixmocnimxenss WB-PK1 Ta nepexpecre nijuiocmimxenas WB-PK?2) Taki:

WB-PK1:

Y neomy pocnimkenHi onirosanacad ®K DTG B ygacHHKIB 3 Macoio Tina <25 Kr, gxe 6yI0 posfileHe Ha 3 KOMIIOHEHTH.
Y wactuni [ mimnocnimxerns WB-PK1 oninroBanacs @K DTG y piBHOBaxHil KOHIEHTpaNil 3 3aCTOCYBAHHSIM O/fHIel
FCT y mo3i 25 mMr onuH pa3 Ha 106y B YYACHHKIB 3 Macoro Tina Bix 14 mo <20 xr ta Bim 20 mo <25 kr (mus. Tabmmio 3).
Y4acHUKIB 3apaX0oBYBaIH ¥ MiAMOCITI/PKEHHS JO MOMEHTY, KOH [piHaiMH] 16 yuacHuKis (o § yuacHuXiB Ha rpymy
O3YBAHHS BIAOBIAHO JIO Jlialla30Hy MacH Tilla) Mali oy oninroparyii K npodink y piBHOBaKHOMY CTaHi HpOTSroM
24 TonWH TIpK IHTEHCHBHOMY Bifbopi 2paskik. 3rogom y wactuai [I ningnocminkenns WB-PK1 yuacHmkam 6ymo
upusHadeno 1034 25 mr DT ta 30 mr DT a6o 50 mr FCT y rpynax sio3ysadHs BimoBigmo 1o fiana3ony macy Tina Big 14
1o <20 xr ta Big 20 mo <25 kT, BiyuoBigHo. CTAHOM Ha JaTy TPHIMHEHHS 300py JAAHHX KOMIIOHEHTH «gacThHa 11
miggocaimxenns WB-PK1» ta «nigmocnimxenns WB-PK1 3 MeHIINM Jiana3oHoM Macu Tiiay MmO KeH s
3aIIMIIANNCS BIIKPHTAMH JUL 3apaxyBalHs YUACHHKIB IO OCATHEHHS >8 onimiosanux OK KpHBrX, ONiHCHAX TIPH J03aX,
[IOKa3aHHX Ha PHCYHKY 1.

WB-PK2:

Y npomy nepexpectomy nijuoctimxerni ®K 2 pisamx 1103 DTG owiHoBanaca B y9aCHHKIB 3 MacOI0 Tina >25 KTy
MesKax MOCIIiIOBHOTO Au3aiiHy B ofHicl MUTHHY, Y4acHHKIB 3 Macoro Tina Bij 25 mo <40 KT, ki npuiiMaiote DTG 3riytHo
3 yMoBamu I1poTokoiry (25 mr FCT ams rpynu nosyBasHsS BignoBigHo j0 Jiana3soHy MacH Tina Bix 25 no <30 krta 35 Mr
FCT pna rpynu no3yBaHHS Bi{IORIIHO 10 Jiana3ony MacH Tijna Big 30 mo <40 KI) 32pax0OBYBIM ¥ OiAHOCTIIKEHHS 0
MOMEHTY, KO IpHHakiMHi 16 ydacHuKIB (110 § y9acHMKIB Ha IPYyITy H03YBaHHS Bi/IOBIIHO 10 Aiama3omy MacH Tina)
mMam oltinosarmi K mpodins y pipHOBaMHOMY cTaHi IpoTAroM 24 roje Ha moTouHii gos3i. ITicns meoro xosy DTG
Oyio 3mineno ua 50 Mr FCT, a ipyruit ®K npodins mporarom 24 rogus 6yiio 0TpEMaHO IoHAMMEHIIe K depes 1
THXKICHB Ticnd fiepexody Ha o3y 50 Mr FCT. Ornsix ycix y9acHHKIB IPOBOAMBCS Il 4ac CKPUHIHTY, 3apaXyBaHHA
(pannomizamis, Tmwxaers 0), a moTiM Ha TwokHi 2 (I8 y9aCHHKIB 3 Macoro Tina Bif 3 10 <14 KT Ta THX, XTO [0YaB
npuimary HoBY mo3y DTG), na Twkwsx 4, 12, 24, 36, 48, 60, 72, 84, ta 96 (mus. I'padix mpoBeneHHs ONMIHOK Y MeKax
JOCIiDKEHHS Y IPOTOKOM). YUACHHKH ITPOXOASTE OGCTERKEHHS Y KIIHIII KOxHi 12 TIKHIB MPOTATOM IMoHaliMerme 96
THKHIB.

12. OcHoBHI xpuTepii

BKIIIOYECHHA

OcHosHi xpatepii Brmovenns 10 gocnimkenns ODYSSEY: pita sikom Big >28 mHis ji0 <18 pokiB Ta Macoro Tina Bix
>3 Kr3 ni,uTBemeeﬂom BII-1 indexmicto. [Ins yuachukie rpyms ODYSSEY A wianysanocs po3nodaTs OTPHMyBaTH
APT nepinoi JIIHII Jis ygacHEKIB TpymH ODYSSEY A mmanyBanmocs po3nodary OTPUMYBATH APT npyrof niwii, mo
BU3HAYAETHCA SIK: (1) 3aMiEa TpHHaiMAL 2 APT-nper[apaTlB Jepes Heed)eKTHBHICTE JlikyBanust; abo (ii) samina mame
TPeTBOro IpenapaTy Yepe3 Hee(hEKTHBHICTS NiKyBaHHS, KOJNH TECTH Ha 4y TJIMBICT [0 IIPEHapaTiB He BUSABHIIH MYTATliil,
IO CIPHYHMHSIOTE pe3ucTeHTHICTE Mo HI3T.




Kpim Toro, ygacauku rpyma ODYSSEY B:

Mann oTpuMyBaTH JiKyBaHHs JuIe 1 monepemuroro cxeMowo APT, Jlomyckanacs 3aMiHa OJHOTO Openapary y
nonepeAHiit cxemi APT y 3B’#3Ky 3 TOKCHYHICTIO, CIPOINEHHAM, 3MiHaAMHY ¥ HAaIOHANTEHUX KITHI9HHX HACTAHOBAX 9YH
IOCTYTHICTIO Npenaparis. Yuacaukd rpyna ODYSSEY B nosunni 6yimu otpuMysaru upuaaiimai 1 HI3T 3
IPOTHO30BaHOI0 30€pekEHOI0 aKTABHICTEO, JIOCTYIHNH 1M (JOHOBOIO PeXKHMY,

Y kpaiHax, Ji¢ pery;pHO IpOBOJIATECS TECTH PEe3HCTEHTHOCTI, Mae Oy T ofpanuit nmpuHaiimui 1 axtusnwmit HI3T 3
TDF/TAF, ABC a6o ZDV Ha mifcraei BCix pe3ymnpTaTiB TECTIiB Ha Pe3MCTEHTHICTD Y INTHHE (B aHaMHe3i abo
HEINO/ABHIX pe3yNbTarin), [HTeprperartia MyTaniif Mac IpyHTYBaTHCS Ha OCTaHHiH Bepeii bazn garmx CTeH(MOPACHKOro
YHIBEPCHTETY IIOJ0 PE3UCTEHTHOCTI 10 Ipemaparis g gikysanas BUT (http://hivdb.stanford.edu).

Y KpaiHax, 1€ TECTH Ha Pe3MCTEHTHICTE He IIPOBOMSTECS Ha PeryNApHiil OCHOBI, MiKapi MarOTh JOTPHMYBATHC
HaliOHAMBEHHX KILHYHUX HACTAHOB/KIIHIYHAX Hactanos BOO3. Mae 6yTu o6panwmit npuraiiMai 1 somit HI3T 3
HPOrHO30BaHOO 30epesxenoio akTEBHICTIO (cepen ABC, TDF abo ZDV) (poszin 5.1 npoToxomy).

BipycHe HaBanTakenHs >500 KOMii/MII Il 9ac CKPHHIHTOBOTO BisHTy a0 OPOTATOM 4 THIKHIB JI0 CKPHHIHTY.

IIpumitka: o Bepcii 3.0 BuMora 1o BipycHOro HaBaHTaKeHHS cTaHoBmI2 >1000 komiii/ma. Jo OCHOBHEX KPHTEpiiB
HEBKITIOUCHHS HANEKAJIM: HAABHICTD B aHaMHe31 ado BifioMa allepris uu npoTumokasamns 1o DTG, 3anponoHoBasmii
HasBHMH HI3T sx ocHOBHMI npenapaT abo 3anponoHOBaHA HasBHA CTAHAAPTHA Tepallil TPETIM HpernapaToM, OpyIIeHI
dbyHKIil mevinky (K BE3HAYEHO Y po3;iini 3.2 npoTokomy), nepenGadyBana noTpe6a y Tepamii Bipycy rematuty C,
BariTHICTE 200 TOMyBaHHA TPYJUTO, @ TAKOK JOKA3H BIACYTHOCTI gyrmBocti no [TUIT um 3acTocyBanns APB-npemnaparis
IILOTO KJIACY TPHBAICTEO TOHAM 2 THYKHI.

Kpurepii exmouenrs/meskmoueHud: OK nigmocmmrenss .
YuacHUKH IIOBAHHI Oy BLINOBIIATH KPUTEPiaM BKIIIOYeHHs B ocHOBHE nocmimxenns (ODYSSEY A a6o ODYSSEY
B), manu 6yTn pannomizoBasi 1o rpynH sacTocysauts DTG Ta BiaroBifaT TakuM J00aTKOBHM KPHTEPIAM BKIIOUCHHS
ang OK mignociimkens:

e Maca Tina Big 3 no <25 kr mg mignocnimkenas WB-PK1

e Maca Tina Big 25 mo <40 xr and oiggochimxenns WB-PK2

barbku/ocobwm, ki 3iHCHIOTE JOTTAN, Ta JiTH, Y BIIMOBIIHEX BHIAIKAX, HAJIAIH TECEMOBY in(opMoBany aroxy. Ha
AIO/IATOK 10 KPUTEPIiB HEBKMOUCHH M nocaiukenns ODYSSEY, Takux yuacHukiB He 6ymo BKinogeHo q0 K
TiAAOCTiIKEHD,
o [JliTed, AKi CTpaykOaH Bifl 3aXBOPIOBAHE, IO MOTM BIuHyTH Ha OK npemapaTy, HalpuKiIaz, TEOKKa Gopma
Iiapei, ONFOBaHH, 3aXBOPIOBAHIA HUPOK 460 NEe4iHKH.
e JliTH, AKi OTpHMYBaJIH CYIyTHI IpemapaTy, ki, AK BI0MO, MOXYTE B3aeMoiaTd 3 DTG.
o JliTH 3 HOTOYHOIO TSKKOKO TOCTPOIO HENOCTATHICTIO XapIyBaHHs.




13. JocmimxyBanuii JiKapChKHMA
3acib, criocid 3acTocyBaHH,
cHna jiii

Y4acHUKH, paEAoMi30BaHi g0 cxemH, mo MicTHTE DTG (rpyna DTG), otpumysana DTG matoc 2 HI3T, npugoMy
monaiivenme 1 HI3T mas 36epirara aktuBHicTs. Bubip HI3T 3xificHioBaBCs Ha po3cy/T jikaps Ta 3a/e)KaB Bifl KITiHI9HEX
HACTAHOB Ta JOCTYIIHOCTI IIPenapaTiB (TAB. po3in 5.2 npotokory mpo Bubip ocrosroro HI3T mix APT meprmoi ta
IpyToi NiHil y JOCIITHUIBKAX MEeHTpax, 3ailyYeHHX 0 IpOBeAeHHS JOCIiMKeHsd). BapianTs Iy cXeM mpHitoMy
npenaparie y gocnimxersi ODYSSEY A ta B:

e DTG+ ABC+3TC
e DTG+ZDV+3TC
e DTG+ TDF + 3TC (abo FTC)
o DTG TAF +3TC (abo FTC).

Hns ygacaukis rpynu ODYSSEY B npraaitmui 1 HIBT cepen ZDV, ABC, TDF (abo TAF) nosares Oys MaTu
30epexeHy akTHBHICTE (BU3HAYEHY 3a JOIOMOTOIO TECTIB Ha PE3HCTEHTHICTh ab0 IPOTHO30BAHY 3 JAHKMX AHAMHE3Y
nonepenupoi APT). Jlossomsimoca 3actocysanus d4T aGo ddl, skmpo 3aswageni HI3T 6ynu npotunoxasani abo
HEIIOCTYIIHI.

Jna orpuMagHs 6inen ioxnanHol iHpopMaril IMoK0 METOIR KYBaHHs, AKi OTPHMYBAIH YUaCHHKHE, PaHAOMI30BaHI 10
rpymu DTG y mocnimxerni ODYSSEY, muB. po3ain 5.3 mporoxony. Jozu DTG, suxopucrani y OK miznociimxenmx,
pO3IIAaroThes B posaini 1.2.1.

Sk mocnimKyBaHHH IpenapaTt y mboMy JOCHIIKEHH] BAKOPHCTOBYBABCA KOMepLiiiHo expipanentanii DTG v Burmai
TabeToK, BKPHTHX IIiBKOBOIO 060noaKo0 (FCT) (o mocragases v surai FCT mo 10 mr, 25 mr ta 50 M), DTG K
KOMIIOHEHT KoMepli#iHo exBiBanenTHOI cxeMu DTG/ABC/3TC (mo mocrauanacs y suneiai FCT mo 50/600/300 Mr) abo
DTG y sarnani qucnieprosainx Tadnetox (DT) no 5 mr (tabmums 5). Joxknanni gani Ha pisHEi yUacHMKA HABEICHO Y
nepeniky 5. JlocHiAHHITBK] EHTPH OTPEMANH iHCTPYKIL, 1m0 yci mpenaparty pocmmrears ODYSSEY nosursni
BUJIABATHCS Y KOHTEHHEPaX, MO IOBTOPHO 3aKpUBAIOTECA, 1 HE MaTH KOHTaMiHAIiT Ta 6y TH 3aXKIIeHHMH BiJ] Hel.

byno HagaHo KOHKpPETHI BKa3IBKY Moo 3actocyBavHs DTG y aui B3gTT4 3paskis ay omintosanns OK, 3amexHo Bix
JiKapcehKol opMu Opemapary:

Jina FCT yuacuuky HeoOxigno Oymno mpmitaaTa cBol npenapatd npoty BIJI, nounnaowwm 3 DTG, 3anusaoun pisno
100 M1 Bomoro Ans mpuiioMy BeiX mpemapartie npu t=0. Y pasi npuitoMy MeHmoro a6o 6imsimoro o6’emy, 1mpo ne Tpeba
Oyno BuectH 3amuc g0 IP@. s DT yei TabneTkn HeobXinHo OYII0 POIUMHATH ¥ HEBEJIHKIM KiTLKOCTI BOXH ¥ MIDHOMY
CTaKaH1, 3aJI€XXHO BiJl MacH Tina auTiHu: Jlo3yBanmsa




{
r

r . . . 3actocysanns DTG oaus pa3 Ha qo0y (nikapebki
PYDA A03yBaKHz B'I:;OB”I." 0 nBogg;aaony MacH dopmir Ta AoGoBa a03a [mr]) Ho3a DTG (mr/xr
B (wr) 5 mr DTG 25 mr a60 50 sr FCT
BIKI<6 Mlc&lbulB . 1,6-0,83
Bin 3 no <6 - (5 @ .
Bix >6 Micauis N 33-16
2 (10 mr)P T

Bin 6 o <10 3 (15 mr)® — 2,5-1,5
Bin 10 no <14 4 (20 mr) - 2,0-1.4
Bin 14 go <20 5 (25 Mry® - 1,8-1,25
Binx 14 no <20 -- 1x 25 mrd 1.8-1,25
Bin 20 g0 <25 -- 1 x25mr? 1,25-1,0
Bin 20 no <25 -- 1 x 50 mr® 2,5-2.0
Bix 20 no <25 6 (30 Mry® -- 1,5-1.2

a. Jozu (MI/Kr) HaBEAEHO 33 BIANOBIRHOIO NikapCLKOI0 (IOPMOIO, IEPEPAXYHOK AN
BpaxyBaHud pizuHui Giogocrynuaocti Mixk FCT ta DT He BHkOHYBaBCS.

b. Iinrpyna WB-PK1 3 Menmum ianasoHoM Mac Tina

Uacruua 11 WB-PK1

Yacruaa I WB-PK1

e o

14. IlpenapaT nopiBHSIHESA,
11032, cocid 3acTOCYBaHHs,
caya mii

1/3 g K nignocnimkeHs

15. CynyTHa Tepanis

binsin meTansHUK OIMC MOXKHA 3HAHTH Y 3BIiTi PO KIHITHE JOCIIIPKEHHS.

16. Kpurepii oniHku
e eKTHBHOCTI:

H/2 — edieKTHBHICTE He oniHioBanacs y OK nijocnimxenusx.

Bmmus DTG, mo cnocrepiraerhbes I OKpeMHX 103/TpyII O3YBaHHS BiNIOBIAHO 10 Aiada3oHy MacH Tijla MOKHA
IIOPIBHATH 3 BIUIMBOM Y JOPOCIIHX, IO aCONIIOETHCA 3 IPOTHRIPYCHOIO eeKTHRHICTIO, fKa CIIOCTEPIracThesl y KIHITHAX
BHEOpOOYBaHHSX; 3icTaBneHRd Noka3HHKIB C24h 1a AUCO0-24h nyis DTG y mixxoai, aHanoriMHOMY 3iCTABJICHHIO BILIHBY,
II0 BUKOPUCTOBYEThCA Y BUIIPOOYBAHHAX 3 MiAbopy 103 A Aiteif. EQekTUBHICTE ¥ HOpOCIINX MOXHA TOPIBHSITH 3
e(hEKTHBHICTIO Y JIiTeH 3 BHKOPHCTAHHIM 3I1CTABJICHHA IHOTO BILTHBY NIPENIapaTy.

17. Kpurepii olliHKa Oesnexu

Yacrora HS 1 Ta 2 cTynenis, mo opu3BoasLTh /10 3MiH y cxemi APT a6o ckacyBanui nmpenaparis, HS, CHS >3 crynems,
3MiH Yy 1abopaTOpHUX OKAa3HUKaX reMaToIoTigHOo] maHeN Ta 6i0XiMIYHOMY aHali3i KpoBi 38 IpyIaMH A03yBaHHS
BiIIOBIIHO JI0 Aiama3oHy MacH Tina (Bin 3 mo <6, Bix 6 no <10, Bix 10 xo <14, six 14 go <20, Bix 20 no <25, Big 25 no
<30 ra Bix 30 o <40 kr) Ta nikapchkoi hopMu.

UacTka yYacHHKIB, SIKi IPUIHHUIM TiKyBanHs depe3 HA 3a rpynamu gozyBanns BiAIOBIAHO O HdiamazoHy MacH Tina (Bif
3 mo <6, Bix 6 mo <10, Bix 10 mo <14, Big 14 mo <20, Big 20 mo <25, Bix 25 no <30 Ta Big 30 xo <40 xr).

18. CrarveTHudi MeToIH

ACTIeKTH 100 po3Mipy BHOIpKH

VY xoxH1# Ipyni (O3yBaHHS BINUOBIIHO /0 Jiana3oHy MacH Tilla IUIaHyBalIocs 3apaxyBaTH IPHHANMH] 8 y9acHHKIB 3
oninoeaguMe GK KpUBHMA A8 AOCHIKYBAaHNX 103. SJkimo y OyAb-KoMYy 3 HiAMOCIIiKEHE criocTepiranacs 3Hagaa
pisHu y K nmapamerpax y Mexax rpylH I03yBaHHS BIANOBITHO A0 Nialla30HY MACH Tija, PO3IILIanacs MOMIIHBICTE
Habopy JOHATKOBMX YYACHHUKIB Y MeXaxX BIMOBIAHOI IPYIH J03YBaHHA BIIOOBITHO A0 Aiana3oRy macu Tina. Habip y




rpyny MO3YBaHHSA 3 MCHIIUM fiana3oHoM MacH Tina g @K miznocnimKreras IpoJoBKyBaBcs, TOMY Ha MOMEHT
NMPUITHHEHHs 300py HaHuX OYJI0 MeHIe Hix 8 yYacHHKIB Ha IPymy JO3yBaHHS BiIIOBiIHO 10 Ajana3zoHy Macd Tina (O
rpynu Bix 3 go <14 xr).

dapmakOKIHETHYHI aHATI3H

OcroBHa MeTa @K aHamizy 3a rpynamMu 103yBanHs BiINOBIIHO Ko JialasoHy MacH Tijla ITojidrasia y HONIYKY BiATOBIIHOTO
Ta nparMarraroro gosyeanma DTG, 3a sxoro pocsranucs ocHoBHI @K napamerpu (AUCO0-24h, CO, Cmin, Cmax, Ctrough,
C24h, Tmax, t1/2, VA/F ta CL/F), chniBcTaBui 3 TakuMd y JOpOCHHMX, Ta Ipopozmuacs olinka ®K, Gesnexkm Tta
neperocamocti DTG v miTed 3 Macoro Tia Bix 3 1o <40 Kr 3 BHKOPHCTAHHSM CIIPOIMEHHX AiKapchKuX GopM Ta 103yBaHHS
BIANOBIZHO J0 AianazoHy MacH TUIA 3a Knacudikariero BOO3.

BinpIn geTansHHil omHe MOXKHA 3HAHTH y 3BIiTI Ipo KJHIYHE AOCIKEHHS.

19. Jiemorpadiaui NOKa3HAKH
HOCHIPKYBAHOT IO ISIIIT
(cTaTh, BiK, paca TOIIO)

Vei yuacHuKkE 6yIM IpeAcTaBHUKAMH Herpoimioi/adpoaMeprkaHChKoi pack i npuOIH3HO noNoBUHa (52 %) y4acHHKIB
Oymu xinkame. Meniana Biky ¢TaHoBrIa 7,6 pOKYy i aMiHiopanacs Bix 0 go 18 pokis; Ginpmme Hix MOIOBEHA YIaCHHKIB
(61 %) Gymnu BikoM Bim 6 1o 12 pokiB. 48 % yuacHHKIB paHile He OTPHMYBATH NiKyBaHHS (10YAIH 0TpuMyBatd APT
IepImoi JiHii), a 52 % y4acHHKiB paHillie OTPEMYBaIH NiKyBaHHA (Oyimu nepeBeferi fo APT apyroi ninii). Jlemorpadiuni
IOKA3HHKH MOILYJAIN] BU3HAYeHHA Oe3nexu npusHavenol xosu JATT Gynu moaiduumu 2o femorpadigHiX XapaKTepHCTHK
momyJisnii Oesnexd Oyma noAibHI (0 TOKa3HUKIB Y IOMYIAMNII A1 OMIHKH Oe3neKH

Binbin JeTanbHHH ONHC MOXHA 3HAWTH y 3BiTi Ipo KIIHIYHE HOCTIIKEHH.

20. Pesynerati
(hapMaKOKIHETHYHIX
IOCIIKEHB

V Tabmuui 26 Ta Tabnumi 27 ysaransueno OXK mapameTpu B pisHoBaXKHOMY craHi ;s Beix 1oz DTG y nikapepkux popmax
FCT ta DT 3a rpynam# J03yBaHHS BiANOBIAHO A0 Aiana3oHy Macy TiJla Ha MOMEHT Binbopy 3paskiB A oniHoBaHHa PK,
BimmoBigHO. V KIITHHKAX i3 3AIABKOIO HABENEH] 3HAUEHHS, AKi 3HAXOAATECA B MEX@X I(TEOBAX [iala3oHiB MOKa3HHKIB
C24h ta AUCO0-24h mns miteit.

TaGanun 26 Pestome OK napamerpis 3a rpynoo xo3yBaHes BiINOBIIHO A0 Jiana3loHy MACH Tia Ha MOMEHT
33CTOCYBAHNS, Yei 403H, Tichs 3acTocysanna FCT

OK napanteTpn
Ho3za (Mr) I'pyna go3yBaHHd BIANOBIZHO A0 Alanasony N GM [CVb, %]
FCT Macu Tina Cmax AUC0-24h C24h Co
(mKr/ma) (MKr*ron/mm) (ur/ma) (ur/mua)
25 mr Bix 14 0o <20 xr 20 3,85 [38] 35,81 [50] 366,0 [82] 300,1 [113]
Bix 20 no <25 kr 15 3,12 [40] 29,58 [40] 322.3 [89] 378.4 [184]
Bix 25 mo <30 kr 17 3,16 [24] 33.07 23] 385,8 [48] 534,3 [59]
35 Mr Bin 30 g0 <40 xkr 10 4,01 [26] 40,10 [33] 446,5 [59] 509.0 [97]
50 mr Bin 20 go <25 kr 7 6,07 [29] 62.82 [30] 770,0[51] 1373,7 [42]
Bin 25 10 <30 kr 15 5.,36[26] 57,16 [30].. 706.1 [46] 752.3 [168]
Bin 30 no <40 kr 13 5,10 [23] 54,30 [28] 692.4 [47] 753,5 [213] "
Hinsose 3navenns: GM (rianazon) 46 (37-134) 995 (697-2260)

Ixepeno padvx: Tabnuus 5.3
Ipumitka: CVb % — ue sHauenss Mbx koedilieHTOM Bapiallil Ans YqacHMKA, PO3PAXOBaHe AN NOrapudMiuHo MEPSTBOPEHHX JAHNX AK!




CVb: 100 * (xB.xopinb(exen.(SDlog2)-1))
TipumMiTka: ¥V kaiTHHKax i3 38MHBKOI0 HABENEH] 3HATEHHS, AKI 3HAXOUITHCS B MEXKAX LINLOBHX Afanasouis noxasunkis C24h ta AUC0-24h qns niret.

Jucneproeati Tabnerku:
Tabauun 27 Pestome @K napameTpis 3a rpynor 1o3yBaHHA BiZNoBiTHo A0 Aiana3zoHy Mach Tina micas
sacrocysanus DT

@K napamerpn
Ho3a (mr) | I'pyna nesyeauns signosigHo Ao N GM [CVb, %]
DT Aiama3oHy MACH Tifla Cmax AUCO0-24h C24h Co
(MKr/puT) (MKEr*roa/ma) (ur/ma) {nr/»)
15 mr Bin 6 no <10 kr 3 5,25 [77] 44,85 [130] 386,9 [396] 304,2 [1472]
20 mr Bix 10 no <14 xr 5 6,54 [7] 69,21 [14] 848,8[51] 792,0 [23]
25 mMr Bin 14 no <20 xr 13 7,14 [21] 69,56 [30] 851,5[67] 1040,9 [56]
30 Mr Bin 20 no <25 xr 9 7,16 [26] 71,53 [26] 758,6.[73] 853,1 [76]
Iinnoge skauenna: GM (nianazon) 46 (37-134) 995 (697-2260)

Hsxepenc gauux: Tabauus 5.3
Ipumitka: CVb % — e 3nadenAs Mix KoedilieHTOM Bapiawii st y4aCHHKA, PO3PAXOBAHE I JIOTapHMIMHO IEPETBOPEHHMX JAHHX AK:
CVb: 100 * (ks.ropins(excn.(SDlog2)-1))
Tpumitka: ¥ kinitHHKaX i3 3aNHBKOIO HABEICH 3HAYCHHA, AK 3HAXOAATHCA B MeXaX LiNBOBNX Jliana3oHiB nokazHukie C24h Ta AUC(O-24h ana miteit.

Binnocua GionocTynHicTh:

Biopoctynuicts DT ta FCT nopissioBang y rpyni A03yBaHHs BIAMOBIAHO IO Hiala30dy MacH Tina Bij 14 no <20 kr, y sxii
10 yuacHukis orpumypamu sk DT, Tax i FCT. Odiniitanit pospaxyHox po3mipy BuOIpKH I OLHKH BiIHOCHOT
HioyocTynHocTi He mpoeoauBes. Tax caMo He npoBouiocs odiniiiHe cTaTHCTHIHE NOPIBHAHHA 11g nokasgukis AUCO-
24h Ta Cmax, OCKUIbKH Hi Ju3aifH, Hi NOTYXKHICTh HOCIIDKCHHS HE J03BOJIUIM NpOBecTH OQIIiAHY OLIHKY BIIHOCHOI
biopocrynaocti. [lopisasuus GM 3HaueHs noxasano, mo DT 25 Mr (5 x 5 mr) Mano Cmax y 1,79 paza Bume, AUC y 1,89
pasa Bume ta C24h y 2,14 pasa Buile y piBHOBaXkHOMY cTaHi B mopiHaHHI 3 FCT 25 Mr (Tabmuns 28). binsma
biogocrynuicts DT y miTe#t crriBcTaBHA 3 TOKA3HAKAME ¥ AOPOCTHX Y JOCHIIMXEHHIX BiTHOCHOT 610A0CTYIHOCTI (piBEeHb
BITMBY B 1,6 pa3a puine)[HoMep HoxyMenTa komnanii «I naxcoCmitKsmitin» 17N324595 00].




Tabmanua 28 Peatome @K napamerpis Altsi yuachukin, aki orpumysann ax DT, tax i FCT

. . DK napamerpu
Hosa (1) FPY“Z'?;’[:;’:::;:IE;’;“T"ii:‘“" " N Cmax GN}\IIJCC‘l;t-’?'.;ﬁ] C24h
(mKr/ma) {(Mxr*roa/mi) (nr/mun}
25mMrFCT Bin 14 no <20 xr 10 3,97 [45] 35,25 [65] 364,6 [107]
25wurDT Bix 14 mo <20 xr 10 7,00 [22] 66,78 [24] 781,7 [58]

Jaxepeno nauux: Tabmng 5.4
Ipumitra: CVb % — ne suaueHas Mix koehinieHTOM Bapiatii Ag yyacHUKa, PO3PAX0BaAHE 105 HOrapudiMitHO NEPETBOPEHHX TAHUX fIK:
CVb: 100 * (ks.kopins(ekcn.(SDlog2)-1))

Ouinka Cmax:
Ha nopnatox no meperAAUX uinborux OK mokaznukie, GM 3nagens Cmax y AiTeil Takox MOpiBHIOBANKCA 31 3HAYEHHAMHE
Cmax y J0poCIHX, AKi CIOCTEPITaAnCcs ¥ JOCTiIKEHH] eKCIIepUMEHTANBHOTO MiiTBepxeHHs KoHuenwii (ING111521) ta
nocnipkerni SPRING-1 (ING112276), axi BukopHcroByBamucs it BHOOPY WiNbOBMX mNokasHukiB i Cmax mis
MeTaauanisy micit 000X JoCHimKeHE:
e 50 Mr DTG FCT ozwmH pas ma 106y: GM [CV, %]: 3,67 mxr/mn [20] [TIBIKEH, norouna ivcrpyxuis],
e 50 Mr DTG FCT 2 p/n: GM [CV, %]: nosysanmns 4,15 mxr/m [29] [TIBIKEH, notouna inctpyxaris],
e oxanokparHa goza 250 Mr DTG FCT (n=8): GM[CV, %]: 14,1 mxr/mi [10] [Hocmimxenms 112941, HoMep
JoxymeHTa komuasil «ImakcoCmiTK sty RM2009/00534/00] Ta
e opnnoxparHa fo3a 250 Mr DTG FCT (n=41): GM [CV, %]: 12,4 mxr/mn [27] [J{ocTimKeHHAs 3 aKIIEHTOM Ha OIIHKY
trreppamy QT 111856, Homep noxymenTa xomuasii «"axcoCmitKsitm RM2010/00046/007.

ITicns 3actocyBannsa DT y mo3ax, sxi MOCHiMACyBanHCs y TpyNax JO3YBAHHS BIANOBIAHO [0 Jiana3oHy MacH Tina Bif 6 10
<25 xr, 3nagentsa Cmax 6ynu Ha 27-72 % BHIne y niTeil npy NOpiBHAHHI 31 3HAYEHHAMH Y JOPOCIHX, SKi OTPUMYBAIH
DTG FCT y mo3i 50 mr 2 p/a.

GM 3savenns Cmax Oyno ciBcTaBHe 31 3HAYESHHAM y Jopocnux npH 1031 25 mr FCT y rpynax no3yBasHs BiNOBigHO 10
mianasoHy Macu Tina Big 14 mo <30 xr Ta no3i 35 mr FCT y rpymi gosysauds BinnosigHo n0 gianasoHy macd Tina six 30
70 <40 xr (Tabnunsg 26). Binnocro Bucoka Cmax citoctepiranacs npu f03i 50 mr FCT y rpynax f03yBaHHA BIIIOBIIHO 0
mianasoHy MacH Tina Bim 20 mo <40 xr npu nopiBHsHHI 3acTocyBaHHs y gopocnux DTG FCT y mozi 50 Mr ojun pas Ha
106y Ta 2 p/n.

Xoua xoruentpanii Cmax 6ymu BigHOCHO Ginmblmumu y jiTel, BOHH OyiaM 3HAUHO MEHIIMMM, HDK HaiiBuma Cmax, mo
crmocTepiranacs y JIOPOCIHX IiCHA 3aCTOCYBaHHs OflHOKparHoi zo3u 250 mr DTG.

Kpim Toro, juist omiEky 38’ g3ky MK BmBoM DTG Ta ofpaHuMy KiHIEBHMH TOYKaMH Ge3nexs 6o IpoBeeHo aHali3




3aJIeKHOCT] «EKCIIORHIIA-BINIOBIAG» N OCHOBHHX IapaMeTpiB Oe3mekH. Pe3ymbTaTH OBOIO aHANI3y NPEACTABICHI B
OKpeMoMY 3BiTi, ale 3poOJIeHO BUCHOBOK IO BiXCYTHICTE 3B’s3ky Mix @K mapamerpamu, BxinouHo 3 Cmax, Ta HS,
nijTBepIuKeHHX KIiHIYHEOC abo 1abopaTopHO.

Y tabmuni 29 mepepaxoBani okpemi ®K mapameTpr mpu Haifprmmux no3zax DTG, mo 3acTOCOBYHOTBCA pH Oy Ib-SIKHUX
JiKapceKuX $hopMax 3a rpylaMu NO3YBaHHS BiIMOBITHO 0 Alaa30Hy MAcH Tila.

Tabanua 29 Pestove @K mapameTpie A1 HailBUmMHMX 203 32 AiKapebKo1o dopMolo Ta rpynolo Ao3yBaHHs BiAnosigHo oo
Amianazony macu tina y ©K niagocninkenuax ODYSSEY

. . OX napamerpu
I'pyna A03YBAHHA BIANOBIAHO A0 N ) Ho3a/ GM [CVb, %]
AIATNA30HY MacH TLna Jikapcska opma Cmax AUC0-24h C24h
{MKL/MJ) (MKr*roa/mn) (Hr/m)
Bix 6 710 <10 kr 5 15 mr DT 5,25 [77] 44,85 [130] 386,9 [396]
Bix 10 5o <14 kr 5 20 ur DT 6,54 [7] 6921 [14]__ 8488 [51]
Bia 14 go <20 kr 13 25 mr DT 7,14 [21] 69.56 [30] 8515 [67]
Bin20 zo <25 xr 9 30 mur DT 7,16 [26] 71,53 [26] 758,6 [73]
Bin 20 o <25 kr 7 50 Mr FCT 6,07 [29] 62,82 [30] 770,0 [51]
Bin 25 no <30 kr 15 50 mr FCT 5,36 [26] 57,16 [30] 706,1 [46]
Bin 30 no <40 kr 13 50 Mr FCT 5,10 [23] . 5430[28] | 692, [47)
I.IiJIbOBe suavenHa: GM (}.liall:BOH) 46 (37_134) 995 (697—-2260)

Joxepeno mamux: Tabmung 5.3
IMpumirka: CVh % — ue 3iaueHEL Mk koedilicnrom sapialii ans yuacHura, po3paxOBaHe Ans norapud)MiTHO NEPETBOPEHHX NAHUX AK:
CVb: 100 * (xe.xopius{ekcn.(SDlog2)-1))
Ipumitka: ¥ xMTHHKAX i3 3aIMBKOIO HABSEHI 3HAYEHHA, AKi 3HAXOMATHCA B MexaX LiNboByHX AlamasoHis noxasuukis C24h ta AUC0-24h ana niteft.

binpimicTs HABHIIKX J03 ¥ KOMKHIM IPyI 03yBaHHA BiIIOBIAHO A0 Alaa3oHy MAacH Tila JOCATIHA LMiTEOBHX IOKa3HAKIB
C24h ta AUCO-24h.

BineIn aetansHMiE omAc MOMXKHA 3HAHTH y 3BiTi Ipo KIiHITHE AOCTIIKEHHS.

21. PesynbsTary ONiHKH
et eKTHBHOCTI

H/3




22. PesynmnTaTu oninku besneky |PezioMe yeix HS (Ha 0cHOBI KiNBKOCTI YUACHHKIR) 3a TPyIIaMU TO3YBAHHAM BIIIIOBIIHO O AlAa30HY MAcH T1)1a HA MOMEHT
pupukHeHHs HA y nomynsmil aig oninky Oe3mekH 3a mepiof o JaTy OpuIMHedHs 300py AaHuX 3 Oesnexu (28 mortoro
2019 p.) npencrarneno y Tabnui 30. HA 1 abo 2 cTyneHs, 110 DpH3BETH 0 KOpeKnii 103K abo ckacyBaHHs Ipenapary,
He Oyno; He Oyno HfI, gaxi 6ynu mos’g3aHdi 3 npenapatoM, nicis Beranonegss ERC, abo 1mosijjoMneHb npo jeTanbHi
Hachijky. 3araoM Kinekicrs ygacHukiB 3 HS >3 ctymens ta CHSI, mpo BHHMKHEHHS SKHMX IOBIIOMIIUIOCS Y KOMKHIMH
KaTeropii yuacHHKIB 3a Macolo Tina (Maca Tina Ha MoMeHT BrHuKHeHHs HST) Oyna HeBemukow Ta BapiioBamacs 3aJ€KHO
BiJl KaTeropiif MacH Tija yJacHUKa.

Tabauua 30 3aransne pestome HS 3a rpynoio aosysasuus siznosinHo ao pianazony maci Tina ya mostenT suHKHeHHa HA 3a mepioa go 28
Jisororo 2019 p, (nonysaauin A8 ouinky Ge3ieKH)
n (%)
YacroTa/100 nanienTo-pokie
(95% ON)*
3araabHa
Bin 10 KifbKicTh
Biz 3 mo Bin 6 mo Ao Biz14a0 | Bin20ao | Bin25m0 | Bin30 a0 YHiKATEHUX
<6 kr <10 kr <l4 kr| <20xkr <25 Kkr <30 r <40 kr > 40 gr yuacHukiB
Kareropin (N=1) (N=10) (N=8) (N=34) (N=44) (N=41) (N=26) (N=4) (N=99)
3;2:;':::; HA 4 (40) 15(11'3') 5 (15) 7(16) 1) 2(8) 125) 21 21)
= 0 2024 7 2 214 27.5 29 8.7 365 19.3
(75.9, 539.2) 36 4 2’) (8.9,51.4) | (13.1,57.6) | (0.4,20.3) | (22,349} | (5.1,258.8) (12.6,29.6)
Yuacuuky 3 CHA® 2 (20) 1(3) 4(9) 1# 8(8)
0 813 0 4.1 14.6 0 4,1 0 6.8
(20.3,325.3) (0.6,29.1) | (5.5.38.8) {0.6,29.2) (3.4, 13.5)
YYACHUKM 3 OylIbh-
axcum HA, wo 0 0 0 0 0 0 0 0 0
NOB’si3aHe 3
npenapatom®
Yuacuukn 3 6yab-
axuym CHSL, mo
Y 0 0 0 0 0 0 0 0 0
npenaparTom®
Yuacuuicu 3 Gyan-
sucum CELS, wo 0 0 0 0 0 0 0 0 0
NPHIBENO 30
JIETAJNBHOI0 HACHIAKY

Jixepeno nannx: tadmuus 3.6, Tabnuua 3.16, Tabauus 3. , Tabnuus 3.20, tabauus 3.21

Tpumitia: YuacHHKE MOKYTE OyTH AonaHi 10 noHan 1 TPYNM A03yBaHHA BIINOBIAHO 10 AiamasoHy MacH Tina.

Tlpumitka: ¥ xourexcri 86 (87%) yuacHukie oTpumysamm DTG srnponosx npusaiiMui 24 Tinknis, a 74 (75%) y4acHMKY — BIPONOBXK NpHHaliMHi 48
THXHIB

(M:xepeno ganux: Tabmuis 3.1).

a. YactoTa BUNAAKIB 3 MONMPaBKOIO Ha piBeHs BINMBY (0/PY*100) Ta signosigui 95% JI 6yau pospaxosadi 3a nyacoHiBCEKOH MOAenmo 3 log (yac
BIIJIMBY ), BRIOYEHHM 10 MOAENI K JaTa IPUIMEEHHA 300Dy JaHKUX, Y3roAKYLOUH [0 MOZEIL 3 KOMKHOIO OKXPEMOID TPYIION J03YBaHHA BiIMOBIAHO A0
nianazoHy macH Tina ta xkomGinauiero noza/mikapeexa gopma.

b. Mo HA vanexanu HS 1/2 crynens, mo npussenu no moudikauii noau abo ckacysanns npenapary, H3I 23 crynens. 3eepHiTs ypary, wo He Gyno HJI
1 abo 2 crynens, axi npusseny 1o moaudikanii nosu abo ckacypaHus npenapary, a sci CHA 6ynn 23 crynesa.




¢. 3B’a30K 3 mpenapatoM Bu3zHavascs 3a dopmoto ERC (Popma 30) 33 0uiHK0I0 KOMITETOM.

Tabdanua 31 Pestome S 3 uacom 32 rpyiiom0 J103yBaHHA BiAOBIIH0 A0 AIANA30HY MACH Ti/la Ha MOMEHT 3apaxyBaHHs (ONyaaUis Ans
OLHKH Ge3nex:)

n (%)
Yacrora/100 nanienTo-pokis
(95% An?
Bia 3 no Bix 6 ao Bin 10 no Bin 14 no Bino 20 no Bin 25 ro Bia 30 oo 3arananHa
<6 xr <10 kr <14 kr <20 xr <25 Kr <30 xr <40 xr KiflpkicTsh
{N=I) (N=10) (N=8) (N=33) (N=28) (N=16) {N=6) YHIKaNLHHX
y4acHHKIB
Karteropin (N=99)
Yyacuukn 3 HH >3 erynens
0 4 (40) 120 5(15) (1D 0 1(17) 14(14)
3a nepion mo 1522 94,4 28,1 20,1 304 28,5
Tmkua 24 (57.1; (13,3; (11,7;67,6) (6,5; 62,2) (4,3:2157) (16,9; 48,1)
405,5) 670,0)
0 4 (40) 1(20) 8(24) 4(14) 2(13) 1(17) 20(20)
3a nepion no 1522 94,4 28,6 15,6 12,3 17,9 25,2
Trxua 48 (57,1; (13,3; (14,3;57.2) (5,8; 41,5) (3,1;49,1) | (2,5; 127,0) (16,2; 39,0)
403,5) 670,0)
Yuacunkn 3 CHA
0 2(20) 0 2(6) 0 0 117 5(5)
3a nepioz mo 64,3 10,9 30,4 9,7
Twxpa 24 (16,1; (2,7, 43,6) (4,3;215,1) (4,0; 23,3)
257.1)
0 2(20) 0 4(12) 1(4) 0 1{17) 8(8)
3a nepioa mo 64,3 13,6 3,5 17,9 9,5
Twsxns 48 (16,1; (5,1;36,1) 0,5;25,2) (2,5;127,0) (4,7; 18,9)
257.1)

Moxepeno manux: Tabnure 3.9, Tabnuna 3.10, tabnuua 3.22, Tabmans 3.23
Mpemitka: N = KinbKicTs y4acHHKIB ¥ rpyni 103yBanna Bionosiguo no nianasoHy MacH Tiia HA MOMEHT 3apaXyBaHHA 0 HOCIIMKEHHS

ODYSSEY.

Ipumitka: He Gyne HA 1 afo 2 cryneds, ski npyuseenn go Moaudikanil Ao3u abo ckacypanHs openapaty. Kpim toro, ne 6yno HiL, axi

BBaAIIMCA 0B’ A3aHUMH 3 npenaparom nicna ERC; npo BHnaaxy 3 neTasHAM HACKiaKoM He nosinoMaanocd. Asuma 23 crynens
sronoyatots CHIL

Tpumitka: ¥V kourtexcri 86 (87%) yuacHuiis orpuMysanit DTG Bnpozop:x NpuHaiiMui 24 TikHIB, a 74 (75%) yHacHHKH — BIPOLOBXK
npuHaitMHi 48 THXHIB
(Ixxepeno panux: Tabnuoa 3.1).

a. YacToTa BHIANKIB 3 NONPaBKo0 Ha piseHs BILIMBY (n/PY*100) ta pignosimni 95% JII Oyan pozpaxopaHi 3a NyacoHIBChKOIO
Moeno 3 log (Uac BILTMRY), BKIIOYEHHM A0 MOIeni AK aTa NpHIHHeHHS 360py NaHMX, Y3roUKYIOUH 10 MOAENE 3 KOXKHOIO
OKPEMOIO IPYIIOI0 N03YBaHHM BilIOBIAHO 0 Alana3oHy MacH Tina Ta koM6GiHaniero no3a/mikapceka dopMa.




3a nepiox A0 OCTaHHEOI TOMKH Yacy KiNbKicTh yuacHHKIB 3 H Ta CH >3 crynens B nmomynsmlil BU3HaUeHHs Oe3neKu
npusHauerol nozn DTG ta oninku 6e3nexu nepmmoi npusxadenol 1038 DTG nokazana y Tabmmmni 32. B ygacHHKIB, sSKi
orpemyBany 25 Mr FCT B nomysanii aia ominky Oe3nexu, mopipomirstnocs npo gexinska HS ta CHS >3 crynena
(muB. pozgin 7.1.2).

Tabnnun 32 3arannne pestome H3 3a nonyasauisamvu y mepioa ao 28 mororo 2019 p.

n (%)
Yactota/100 naniento-poxie
(95% HAI)®
besnexa npustayesol Beanexa nepLuioro 3aCTocyBaHHA
Besnexa no3n DTG npusHavenoi gosu DTG

Kareropia (N=99) (N=97) (N=97)
Yuacunxu 3 HI 21 2D 10 (10) 10(10)
>3 crynens 19,3 16,5 16,2

(12,6; 29.6) (8.9; 30,6) (8,7; 30,1)
Yuacauxu 3 CHA 8® (%) 3(3)

6,8 4,7 4,6
(3,4:13,5) (1.5;14.5) (1,5; 14,3)

I:xepeno naunx: tabauns 3.6, tabnuug 3.7, Tabnaug 3.8, Tabmung 3.17, tabnumsa 3.18, Tabnung 3.19

[Mpumitra: Apkima >3 crynens prnoyaors CHA.

a.  YacroTa Bunankir 3 nonpaBkoi Ha pipeHs BIUmEBY (WPY*100) 1a Bixnosiani 5% M1 Gyau pospaxoBaHi 3a IMyACOHIBCEKOK)
MozZenmo 3 log (uac BOnuBY).

3araneHe pesroMe HeDaKaHux SBUIN BIIIOBIIHO 0 1030/ NiKapchKol Gopmu

Takox 6yno posrisayToe HA 3a nikapcekoro $opMOiO Ta 103010 HA MOMEHT BHHHKHEHHS H B momymsuil myis oniHKw
OesleKu 3a 1epiof 10 JaTH NpHIMHeHHs 300py nanux 3 6eznexu (Tabmung 33). Xoda y 0inbIIo] 4acTKy y4acHUKIB, SKi
OTPUMYBAIH TIpenapat y Aikapcbkiif ¢dopmi FCT, pigsHazamucs HA >3 crynens 3 BEKOpHCTAHHIM HECKOPHIOBAHMX
MIOKA3HUKIB YACTOTH, YACTOTA BHIIAJKIB 3 IIOIIPABKOO HA PIREHB BIUTMBY OyIla BHINOIO i1 YYaCHHKIB, SKI OTPHMYBAIH
npenapaT y Jikapcbkiit dopmi DT. IMoBipHO, e noScHIOETHCS THM, 1o OIBIMICTE Y4aCHUKIB, sSKi oTpuMmyBad DT, He
Hajamu naHi micns TwkHag 24. 3araneHa xinmekicTs HS, noBinomMneHHX npu npuiiomi npenapary y mikaperkii dpopmi FCT,
Oyna 30inpinera 3apaske HS 3 cTynens, npo BHHUKHEHHS SKHX DOBimoMiBsLTocs ¥ 3 yaacHuKIR (PID050134, PID 050157
ta PID 050157), axi npuiiManu DTG FCT y no3i 25 mr 2 p/n uepez Th nerens. Cxoxa gactora HA Ta CHS =3 ctynewns,
CKOPHIOBAaHHX 33 TPHBANICTIO BIUIMBY, CIIOCTEPIraliacs B NANI€HTIB, AKi orpuMyBany DT y nmomyisiii BA3HAYSHHS
Oeznexu npusHageHoi no3n DTG Ta oninkm Oesmexu mepmroi npusuayerol gosu DTG (mxepeno panux: tabmims 3.7,
tabmuns 3.8, Tabmung 3.18, Tabmurg 3.19). 3aranoM MopiBHIHHS MK TPYIIAMHF CIIi/l IHTEPIPeTYBaTH 3 00ePEKHICTIO,
OCKUTBKH KUTBKICTH SBUII OyJIa HEBEJHUKOIO 1 Y4aCHHKH MOLIH OYTH BIIIIOYEeHi sk go rpynd 3actocysanusa FCT, tak i DT.
Y nopiBHAHHI 3 yuacHHKaMy, aki npaiimann FCT, B yuacauxis rpyma DT cnocrepiranacs 6insma gacrora HS ta CHA
>3 crymeHs MPpH o3Il 3a BEINIMHOI0 JO3K Ha MOMEHT 3apaxyBadHs ¥ JOCIIUKEHHS Ta JUKAPChKO10 GOopMOr0
rperrapary 3a nepiox n0 Tuoxus 24 ta Twxus 48 (rabmung 34, Tabmuus 35). Y GiibLIOl YACTKH YYACHHKIB, AKI COOYATKY
otpuMyBami DT, y nmopisasuagi 3 yyacHukamy, gxi orpumysaii FCT, mormu crioctepiratuca HS ta CHA >3 crynens
yepes BiK, OCKINEKH 0 rpyn# 3actocyBaHHS DT 3apaxoByBaiucs ManieHTH OibIm MOJXOIIIOTO BiKy. Y Tabmumi 33
nokazani HS 3 po3bHBKOIO Ha rpyIH JO3YBAHHA BiJAIOBIIHO M0 Aiana3oHy MAacH Tija HAa MOMCHT BUHUKHEHHS SBHINA 3




MOMEHTY OCTaHHBOI TOUKH Yacy. ¥ Mi3Himi ToukH gacy Oinbma xinbkicts HA >3 cTymeHs B yuacHHKIB, SKi OTpPHMYBaIH
FCT, symoBuna 3aranoM Oineury sacTky ms uiel gikapeskol dhopmMu npenapary. OfHaK, OCKUIBKE MeHIIA KilbKICTE
YYacHHUKIB, sKi otpuMyBaiy DTG y Burnmani DT, npufiManu npenapart micns 24 TuxHie (tabnunsg 20), ne criocTepeskeHHs
cIiJ iHTepnpeTyBaTH 3 obepexHicTio. [IpoTiarom 24 TrxHiB HaitbimsIna yacTKa Ta 9acTOTa ABHII, CKOPUTOBaHA 33
TpuBanicTio BBy, HA Ta CHA >3 cerymens y Beix NOMy IAmigx moBigoMisiacs B Y9ACHHKIB, AKi orpuMyBams DT y
Jo3i 15 Mr Ha MOMEHT BUHUKHEHHS SBUMA. LI yuacHUKH, ski oTpumyBams DT y zio3i 15 Mr, Oyiu TuMM caMuME 4
YYACHHKAMH, AKI Ha MOMEHT BUHAKHEHHS SBHINA HANCKAIK A0 KaTeropii Macy Tina Big 6 mo <10 xr (tabmuns 30). [mmux
3aKOHOMIpHOCTEH 3aJIEXKHO BiJ| 03 HE CIOCTEPIrasIocs.

Tabnnua 33 3araneka Kineskicrs HA 2a rpynolo 1o3yBagHA Ta AiKAPCEKOID §OPMOI0 HA MOMEHT BHHBKHeHHA HA (nomynsuin pias ouinkn
fesnexi)
n (%)
YactoTta/100 naniento-poxie
(95% JI)*
Kareropin I5MmrDT | 20 MmrDT | 25mr DT Ipoaizuit 25 mr FCT 50 mr 25Mr FCT FCT 3araasna
(N=10) (N=8) (N=25) Pe3YALTAT 15 (N=76) FCT BID+R IpomiskHnii KilibKicTh
DT (N=54) (N=06) Pe3yABTAT aaa DTG
(N=47) (N=83) (N=99)
4 (40) 1(13) 1(4) 6(13) 9(12) A7) 2(33) 15(18) 2121)
YuacHukn 204;3 53,0 13,6 13,6 20,8 8,7 71,5 15,8 19,3
sHA =3 (76.7, (7.5, (1,9, 96,9 (17,6;87,2) (10,8; 39.9) | (3,3;23,1) (17,9; (9,5; 26,2) (12,6; 29,6)
CTYIEHA 5444 376,3) 286.1)
YuacHHKH 2(20) - - 2(4) 4(5) 1(2) (17 6(7) 8(8)
3 CHA 82,0 12,5 8,7 2,1 32,7 5,9 6,8
(20,5; (3,1; 49,8) (3,3;23,2) | (0,3; 14,6) | (4,6;231,9) (2,6; 13,0) (3.4; 13,5)
327,8)

Hoxepeno naunx: Tabnpna 3.6, Tabmuua 3.17

[pumiTka: YuacHHKH MOXcyTh OVTH AogaHi 10 NoHax 1 rpyiH HO3YBaHHA BIANOBIAHO A0 AiNasoHy MacH Tiaa.

[Ipumirka: ['pyna mo3ysaHs BiOMOBiZHO N0 AianazoHy MacH Tima Ta mikapewkoro dopmoio/nezoro DTG rpyHTYOTECA HA Aiana3oHi Mack Tina Ta 1031 Ha
MOMEHT mouarky / BUHHKHeHH: HS.

[Tpmrmitka: ¥ci CHA >3 crynens.

[pumitka: Josw/nikapceki dopmu 6e3 HA He npeacrasneni (To61o 5 mr DT, 10 mr DT, 30 mr DT, 20 mr FCT, 35 mr FCT Ta 50 mr FCT BID+R)

a. YacroTa BHMaAKiB 3 TOIPABKO HA piBeHb BIHBY (/PY*100) Ta Bignosimni 95% J1I Gynu po3paxosaHi 3a MyacoHIBCEKOK MOZENMO 3 log (vac
BINHUBY), BKIIOYCHHM 10 MOJenl K BaTa NPUIIHHeHHS 300py AaHuX, Y3roUKyIOuH L0 MOZEE 3 KOYKHOIO OKPEMOIO IPYNIOI0 J03YBaHHA BIANOBILHO
[0 AjamnasoHy MacH Tina Ta koMbiHauieo noza/nikapceka dopma.

Tabanun 34 3arassaa kiaskicrs HA 3a rpynoto qoaysanna Ta dikapenkoto dopmoto 3a nepioa ao Twxua 24 (monynauis 2i1a oniHKH Se3nern)
Josza/nikapesra dopma Ha MOMeHT 3apaxysannus, n (%)
YacroTa/100 naniceuTo-pokis
(95% AD?

ISmMr DT | 20 mMr DT Ipomiskani 25mr FCT | 35mr FCT 50 mr FCT FCT 3arannHa
(N=10) (N=8) pe3yJILTAT A8 (N=70) (N=0) (N=1) IMpomizauii KiAbKicTB
DT pesyaeTaT ana DTG

Kareropin (N=16) (N=83) (N=99)

4 (40) 1(20) 531 7(10) 117 1(100) 9(11) 14 (14)

152,2 94,4 1276 18,3 304 429,7 15,9 28,5




[T— GTL (13.3.670.0]  (33.1,3066) | (87.384) | (4.3:2157) | (60,53050,5) | (10.4;38,3) |(16.9;48,1)
HA >3 crynens 14035,3)
220 2 (13) 203) 1(17) 3 (4) 5(5)
Yuacaux 3 64.3 0 43,5 51 30,4 0 6.4 0,7
CHS (16.1; ’ , : , X
RN (109;173.9) | (1.3:202) | (4,3;215,7) 2,0:19.8) | (4,0,233)

Ixepeno nauux: Tabmuug 3.6; Tabmius 3.17

[Ipumitka: N = KiALKICTE y4acHUKIB y IpyDi 403YBAHHY BIANOBIXHO 10 AjanasoHy MacH Tiila Ha MOMEHT 3apaXyBaHHS Ta 38 TPYIaMH J03H/ikapcskol Gopmu

DTG.

Tpumirka: [pynu 103y BaHHA BIINOBIAHO A0 AlarasoHy MacH Tina ta nosu/nikapeskol dopmu DTG rpyHTyIoThCa Ha Dauux qocnimxedua ODYSSEY y
TpyIax A03YBaHHS BIAMOBIAHO [0 Niana3oHy Macy TiNa Ka MOMEHT 3apaxyBaHHi Ta I03YBaHHA.

MNpumitka: Yei CHA >3 cTynens.

Tpumirka: Joswnikapeski dopmu 6e3 HA ne npeacrarneni (to6to 5 Mr DT). 3apaxysanHs Ao JOCTiKEHHS HE NPOBOAHNOCH 33 TakHMH qo3amu: 10 mr DT,
25 mMr DT, 30 Mr DT, 20 Mr FCT, 25 Mr FCT BID + R 12 50 Mr FCT BID + R,

a. YacToTA BUMAAKIB 3 MONPaBkoIo Ha pibens rmauBy (WPY*100) Ta ianoeinui 95% I Gynu pospaxosani 3a MyacOHIBCLKOIO MOREO 3 log (vac
BILIMBY), BEJIIOYCHHM J0 MOACH SK JATa NPHOIKHCHEA 300py OaHUX, Y3DOMKYIOUH IO MOAEIE 3 KOXKHOK OKPEMOI) TPy 03y BaHHA Binnosinso
J0 AfarnasoHy Macd Tina Ta komBinalicro nosa/tikapekka hopma.

Tabauun 35 3aranpia Kinpkicrs HA 3a rpynow so3ysadns Ta aikapesxolo opmolo 3a nepiog Ao Tiskna 48 (nonynaauia gas ouinkn 6esnexn)
Hoza/nikapeska gopMa Ha MOMEHT 3apaxyBanus, n (%)
YacroTa/100 nagieHTo-poKis
(95% An®
Kareropisn 15 mr 20 mr | Ilpomixmuii 20 mr 25 Mr 35mr 50 mr FCT 25 FCT Ipomixunii | 3araaeHa
DT DT pe3yabTaT FCT FCT FCT (N=1) BID+R pe3yabTaT KinbKicTs
(N=10) (N=5) ana DT (N=5) (N=70) (N=6) (N=1) ana FCT ans DTG
(N=16) (N=83) (N=99)
4 (40} 1(20) 5(31) 1¢20) 11(16) (17 1{100) 1(100) 15(18) 20(20)
YuacHuku 3 152;2 944 127.6 24,4 17,0 17,9 429,7 1084 19,9 25,2
HA 23 (57.1; (13,3; | (53,1; 306,6) (3.4 (9.4;30,7) (2,5; (60,5; (15,3; (12,0;32,9) [ (16,2;39,0)
CTYNERS 405,5) 670,0) 173,3) 127.0) 3050,5) 769,4)
YuacHuKH 3 2(20) 0 2(13) 0 (7 1(17) 0 0 6(7) 8(8)
CH3I 64,3 43,5 7.3 17,9 7.5 9.5
(16,1; {10,9; 173,9) G,1;17,D (2,5; (3,4; 16,7) (4,7, 18,9)
257.1) 1270}

Jixepeno pannx: Tadmunn 3.10; taGmius 3.23

Ipumitka: N = KiTBKICTE YUacHHKIB ¥ TPyT A03YBaHHA BIANOBITHO 0 AianaioHy MacH Tila Ha MOMEHT 3apaxyBaHHA Ta 33 rpynaMu fosu/mkapeekol

dopmu DTG.

MpumMitka: Cpynu 03yBaHHA BIATOBIAHG A0 AianazoHy Macy Tina Ta gozw/aikapcsiol gopmu DTG rpynTytoTecd Ha Zauux Jocnimxenns ODYSSEY y
TpyNax Ro3yBaHHA BiANOBINHO 10 Aiala3oHy MacH TiNa Ha MOMEHT 3apaxXyBaHHA Ta A03YBAHHIL.

Tpumitka: ¥ xonrexcti 18/47 (38%) yuacuukie otpuMysann DT snponosx npuHaiMui 24 TskHiB, a 76/83 (92%) yyacunkis oTpaMyBany momﬂ

npuHaiiMui 24 TinkniB (Jxepeno ganux: Tabanus 3.1).

TIpumitka: Yci CHS >3 crynens.

[Mpumitka: Jozu/nikapeeki gopmu Ges HA ve npencraenesti (10610 5 mr DT). 3apaxysasHs 10 JOCHIAKEHHS HE IIPOBOAMIOCH 32 TAKMMH Ao3amMu: 10 Mr
DT, 25 mr DT, 30 mr DT, 20 mr FCT, 25 mr FCT BID + R ta 50 mr FCT BID + R.

a. YacTOTa BUMAAKIB 3 MONPABKOIO HA piReHs BBy (n/PY*100) Ta Bianosinni 95% JII Gyan pozpaxosaHi 3a IyacoHiBCEKOIO MOLEILIO 3 log (vac
BIUTMBY), BKJIQUEHHM O MOAEN] AK ZAT4 NPUNHHEHHS 300Dy JaHHX, Y3TODKYIOUH [E0 MOJEE 3 KOXKHOK OKPEMO) TPYIIOK0 103y BaHHA BiANORIOHO
Jlo AianasoHy MacH Tina ta kombiHauieio nosa/nikapcska fopma.




Haitbinem nomupeni Hedaxani ABAIIA

[enatuT A, NTHEBMOHIs, aveMis Ta HeliTponeHia Oymu HSI, saxi coocTepiranucs y noHan 1 ygacHHKa A0 J3aTH NPHITHEESHHS
300py JaHuX 3 Oe3neKH (IpKepeno AaHuX: Tabmuud 3.6). Pe3ynpTaTi Ai OOMyIsiil BA3HAYEHHA Oe3leKy IpH3Hadye ol
no3u DTG Ta ominku Oe3nexu nepimol npuzHadeHol 703u DTG 6ymu noxibaumu (mxepeno aanux: tabnuis 3.7, Tabnuns
3.8). Pezrome ycix xninivaax HY 3a nepiox mo Twxas 24 ta Tmxas 48 3a rpynaMu 1o3yBaEHSM BiTIOBLIHO [0
JliamasoHy MacH Tina Ha MOMEHT 3apaxyBaHHS Ta TEPMIHOM TEPEBaKHOT0 BUKOPHCTAHHS B TOMYJIAII] s OIIHKH
Oesnexu npeactasneHo y Tabmuni 3.9 Ta Tabmuni 3.10 «lxepeno aagux». HS, mpo BUHEKHEHHS SKAX OB IOMIEIIOCS
6ineme Hix B 1 yyacHuKa 3a nepiox o Twxua 48, npencrasneni y Tabmumi 36.

Tabanna 36 Haiinomupenimi HA (peporo y >2 yuacHnkis) 3a rpyno 103yBAHHA BIINOBIAHO 50 JIANA30HY MACH TiTA HA MOMEHT 34paXyBaHHS
3a nepiog Ao Tuaxns 48 (monynsuia pns ouinky Gesnexu)

n (%)
YactoTa/100 nauiento-poxis
Tepmin (95% D
NepeBamHoro Bia 3 no Bia 10 a0 Bin 20 ao Bin 30 ac | 3araaena KigeKicThb
3NCTOCYBAHHA <6 kr |[Bim 6 go <10 ki <14 kr Bin 14 1o <20 xr <25 Kkr Bia 25 no <30 kr| <40 kr YHIKaJILHIX
(PT) {N=1) (N=10) (N=5) (N=33) (N=28) (N=16) (N=6) yuacuugis (N=99)
I(20) 1(3) 2(7) 1(6) 5(5)
HeitrponeHis 0 0 79.4 3,3 7,5 6,1 0 5,9
(11,2; 563,7) (0,5:23,5) (1,9; 30,0) (0.,9; 43.2) (2,5:14.2)
1(10) I(20) 1(6) 33)
Anemin 0 30,4 94,4 0 0 6,1 0 35
(4.3:216,1) (13.3; 670.0) (0,9; 43,3) (1,1;: 10.7)
2(2)
I'enatr A 0 0 0 0 0 0 0 23
0,6:9.1)
1(10) 2(2)
[TuesMonia 0 29,6 0 0 ] 0 0 2.3
(4.2: 209,8) (0,6: 9.2

Haepeno panux: Tabnuus 3.10

MpumMitka: YacToTa BHOAIKIB 3 MONPaBKolo Ha pibexs smmMey (n/PY*100) Ta sinnopizai 95% JII 6yau po3paxopati 3a NyacoHIBELKOIO MOZELTIO 3 log (vac
BIUIMBY), BIUIOUCHHM A0 MOAEHI SK 0aTa IPHIUHCHHA 300pY JAaHHX, Y3rOMKYIOUH LIIO MOACHE 3 KOXHOIO OKPEMOIO IPYNIOIC AO3YBAHHA BIANOBIAHO 10
JianasoHy MacH Tina Ta xomOiHalielo fo3a/nikapcrka dopMa.

Tpumitka: N = kinekicTh y4acHHKiB ¥ rpyni A03yBaHHS BiIIIOBIAHO A0 Jialla30Hy MAcH Tila Ha MOMEHT 3apaxyBaHH:I.

VYci sebaxani ssuma (3 /4 cTyneHs)
Pestome ycix HS >3 cTyneHs B momyarii ;i oninku Oezrnexy 3a mepion mo 28 motoro 2019 p. mokasano y tabmuui 37.
Bineiie HiX DON0BMHA ABUIL BAHAKIM IPOTACOM IepIIyX 24 THXKHIB JIKYBaHHA 1 HalgacTime nanexany 1o KCO

«[ndexnii Ta napasuTapHi 3axsopropaHAs» Ta KCO «[lopymenns 3 60Ky KpoBi Ta miMbaTHIHOI cHCTeMU» (JKepemno
nauux: Tabmmms 3.6).

Tadmna 37 Yuacuukn 3 A 23 erynenst (nonyasuin A ouinkn Gesnexmn)




TI'pyna

I'pyna AC3YBAHHA
A03YBAHHA BignoBizHo DO KinsRicTh
BianoBigHo o0 AianasoHy AHiB 3acTocyBaHHE
AianazoHy MacH | mMacH Tiaa Ha ‘Tepmin(-1) Maxcumansuuii micas BOCAiIKyBaHoT0
TijIa Ha MOMEHT MOMEHT HepeBaKHOTo CTYmiHb npuiioMy npenapaty
PID Bix*/cTath sapaxysanua® noyatky HH 3acrocypanus HS® CHi TRKKOCTI 1-i po3u HpPHNHHEHO?
048178 11 . Bir 6 no Hiapes Hi 3 14 Hi
MicguiB/uonapiya Bin 6 zo <10 xr <10 kr
049573 Henocrartne Tax 4 63 Hi
. . Biz 6 no XapuyBauus
2 porn/xinoua | Bin 6 20 <10 kr <10 xr Indextis HuxHIX Tax 3 63 Hi
IEUXATBHUX IINIXIB
050181 10 . Bin 6 no AHeMin Hi 3 22 Hi
Micauipfxinoya Bix 6 10 <10'xr <10 xr
089125 . . . Bin 6.10 Cepennili oTHT Tax ] 16 Hi
I pirdxinoua Bin 6 10 <10 xr <10 kr TTHeBMoOHIA Tax 3 16 Hi
050184 . . Biz 10 no AneMis Hi 3 22 Hi
2 poxw/gonosiua | Bix 10 go <14 kr <14 xr Heitporeria i 1 05 HI
050160 5 pokis/adnoua | Biz 14 10 <20 xr sz (lli-fo [Tuesmouia Hi 3 317 Hi
048526 8 poxis/sononiva | Bin 20 10 <25 kr Bg g(,ll;m Toctpuii cuHyclT Tax 3 227 Hi
049538 10 . Bin 20 a0 He#rponenin Hi 3 16 Hi
pokin/qonosiya Bin 20 no <25 xr <25 xr
049554 S poxin/isoua | Bin 14 o <20 kr Bin2 éi J[:‘lo I'enarur A Hi 4 161 Tax
050136 9 pokipfuonosiua | Bim 20 mo <25 kr Bzg(:{fo Heifrponenia Hi 3 » Hi
050141 4 porufyonosiva | Bix 14 no <20 kr B:é(l)t:{fo Cymomn Hi 3 136 Hi
: d
050151 6 poxie/aonosita | Bin 14 1o <20 kr B.1<112 g(i{im I'enarur A Tax 4 253 Tak
089114 4 poxulucinowa | Bin 14 10 <20 kr B<u(2 (l)t:(,ruo Manapin Tax 3 96 Hi
089514 Migsuinexns pisus Hi 3 168 Hi
N . Bix 20 no NediHKOBHX
9 poxie/kinoua | Bin 20 mo <25 kr <95 kr dbepmenTin
TpomGousmToneHis Hi 3 168 Hi .
089527 7 poxie/xinoya | Big 14 no <20 kr ngo K’;lo Kip Tax 3 332 Hi
048128 10 . Bix 25 no Heiftponenis Hi 3 337 Hi
POKIB/HONOBIYA Bin 25 10 <30 kr <30 kr Heiitponenig Hi 3 505 Hi
048160 _ 12 ) Biz 30 10 <40 kr >40 kr Ilepenom Hi 3 568 Hi
pokiB/yonoriva
048511 17 : Bin 30 no Anemis Hi 3 324 Hi
POKIB/JO0NOBIYA Bia 25 xo <30 xr <40 xr
050129 . ToxcHuHa Hedponarin | Tax 4 406 Hi
12 R 30ge<d0r | BR300 Kpunroxoxosuii | Tax 4 152 Hi
pokie/onosiva <40 xr

MEeHIHTIT




KpuntoxoxosHit Tax 4 394 Hi
MeHiHriT
050134 6 poxin/xinona | Bix 14 10 <20 kr B?z 341“{[0 Heiirponenia Hi 3 85 Hi
050157 6 poxis/aonosiua | Bix 14 10 <20 kr Bixz 20 no Tlizpmiuena Tax 3 134 Hi
<25 kr TEMIEepaTypa

Jlxepeno naHux: nepenik 4, nepenik 6, nepenik 12

IMpumMiTka: A8 BH3HAYEHHA CTYNEHA TAKKOCTI BMKOpHcTOBYBanaca knacudikaris DAIDS sepcii 2.0.

a.  Bix Ha MoMeHT paHzoMizauii.

b I'pyna nosysanna BiznosigHo Ko AianazoHy Mac Tila Ha MOMENT 3apaxyBaHud go gocrimxenns ODYSSEY,

c.  HA, zapeecrposani 3a Qopmoro 30 (ERC 0e3 poctyny no pannomizauifaux koais).

d Hoauwx aiit mono cxacysanns DTG 3a ©opmoro 30 He BUKOHYBANOCH, OCKINBKH 3acTocypanad DTG Gyno npuniHeio a0 odiniliHoro BcTaHoBNEHHS
Riarxosy renatuty A. [Tizpumennn pisus 6inipy6iny Ta pisna newinkorux depMentis Gynu 3apeecrporani ax HI, mwo npuzeean o cxacysaHHs
npenapary 3a pitieHHAM JOCAIIHMKA MiCLA POBEIECHHA AocnigxenHs (ukepeno gaHux: nepenik [2). Li aeuma srogom Oyam o6’ eananl nin TepMiHoM
«Lenarur A» 3a pitnennam ERC (aug. Tabnuwo 50).

Hebaxani sBuma, OB’ 43aH1 3 3aCTOCYBAHHAM [penapary

Komme 3 HS He Baxaniocs 10B’ A3aHAM 3 penaparoM (pkepeno nanux: Tabmuud 3.16, Tabmung 3.21).7.1.6. Hebaxani
SIBHINA, IO IIPH3BEINH J0 CKACYBAHHS HOCTLIKYBAHOTO [IPENapary.

Byno 2 ygacruky, siki nprousmm nikysanis DTG gepes H¥ i B 06ox 6yno piarHocToBano rematut A (tabmuns 38).
ObnaBa yyacHUKH BiIOBiIANM BU3HAYEHHM Yy TIPOTOKOJI KPHTEPisM lIediHKOBHX MO (mxepeno nadux: reperik 43).
Hoxanainty indopmanio qus. y posnin 11.3.2, a nosuwmii oruc sunankie CHA — y posaimi 11.1.

Tabauua 38 Ipununenns sacrocysanust DTG s yuacuukis yepes HA

I'pyna no3yeannst Tepmin Kinbkicts
PlD Bik 1a MoMeHT BlJIHOBI,!I'HO A0 Alanasony MepeRAMKHAr0 Ceplmsmcrhlcrynmb ,E[Hll3 mc.rm“
3INPAXYBAHHA/CTATD MACH TiAA HA MOMEHT 3ACTOCYBAHNS THAHRKOCTI npuiiomy 1-i
nouatky HA 4 03U
050151 6 pokis/d Bix 20 o <25 xr T'enatur A* Tax/ crynins 4 253
049554 5 pokis/A Big 14 no <20 xr Ienatur A Hi/ cTyniue 4 161

Thxepe:no nasux: nepenik 6, nepenik 12

a.  Iligeimuenns pisns 6inipy6iny Ta piBug negiHkoux pepmenTie Gynu 3apeccTpoBani Ak H, o MPUIBENH A0 CKACYBIHHA
Hpenapary 3a pilueHHAM JocniaHuKa MicLla NpoBeacHnd nocnimicenna. i aeuura 3rogoM Gynu 06’ gauani mix Tepminom «enarur
A» 3a pitneHuaM ERC.




Tadauna 40 Pesiome ganux aemma «Ilipsumenns pisna AJI'T» 3a rpynamMu Ro3yBaHHa BigmIoBigHO X0 NiaNa3oHy MACH Tila HA MOMEHT
3apaxyBaHis B I0CTiTKenus (Nonyasuin AN ouivkn Geanewu)

Ipyna gosypamus | _ _____ 3a nepioa o Timnn 24 S I — 3a nepionno Tuns 48

:?iqnijiiinuo Ao _ .. Crynins. S S - Cryniun T
panmy M ('% y | (zc'-/) .,.(?i/n) | 'Ef%) | n:(l%); | n (2%) | = (32%)‘ n (‘1»6)‘

Bin 2&1:01‘;6 Kr 0 0 | 0 0 0 0 0 0
ey | 1o 0 0 0 1(10) 0 ° °
Bia 1(21#2;)14 Kr 1 20) 0 0 0 1(20) 0 0 0
Bin 1& - ;)20 KT 2(6) 13) 0 13) 2(6) 2.(6) 0 2(6)
Bin 2& .102 ;)25 Kr 2(7) 0 1(4) 0 3(11) 0 1(4) 0
Big 2& I:Jl 6<)30 Kr 0 0 0 0 0 0 0 0
B3t <0 | ) 0 0 0 2(33) 0 0 0

Ixepeno aanvx: taGmung 3.39, Tabnuua 3.83
TpumiTka: MakcumaneHa TOKCHYHICTE MicIA BHXINHOTO piBHA 3a rpynaMu fo3u/nikapceskol dopmu DTG Ha MOMEHT 3apaxyBaHHA ¥ JOCHi IKSHHA
3a nepiod o Twxns 24 (Jens 210) a0o no Tuxaa 48 (Henn 378).

23. BucHoBok (pe3iome)

JocnimKkyBana momyJiaLis

s Vel yyacHEKH Oy)ii IpeNcTaBHUKAMH HerpoinHoi/adpoaMepEKaHCEKOL pacH, IpHOIHM3HO IOMIOBHHA
(52%) — xinku, a 61% — sixoM Bix 6 1o <12 pokiB.

e [logsiline zactocysanng HI3T ta HHI3T 6yno ectanoBneHo cepely 100% yyacHHKIBE B HOMYJISIIIL JUIS QX HKH
fesrrexy, Kl paHillle OTPUMYBAJIM JIKYBaHHS, IPHYOMY IIPO 3aCTOCYBaHHA IHriOGiTOpiB TpoTeasy He
OOBLOOMIISIOCH.

(dapMaKoKiHeTHKA

e [l HaliBHIIKMX 03 3a JOCIKYBaHHMH CPYIIaMH TO3YBaHHS BIANOBIAHO N0 Alana3oHy MacH Tija (BKIFOYHO 3

JIKapcEKOI0 opmMoro):
o Veci mosu eianosiand GM ninsosoro nokasauka AUCO-24h
o bimemicts mo3 (5/7) Bigmosigamm GM ninsoBoro mokazueka C24h.

e Crocrepiraerbes 9iTKa 3anexHIcTh Bik/Maca Tina g @K DTG. e sinobpaxae 3HIDKEHHA KIIipEHCY IIpETIapary
31 3HMKEHHSM MacH Tija.

¢ Cnocrepiranacs y3ropKeHICTE MK JO3aMH Ta Jikapchkumu (opmamu 3 oriiay Ha OK pesyiasrary, mo
ZIO3BOIAIIO BpaxyBaTH PI3HUIO ¥ 6i00CTYIIHOCTI Mix TableTKaMA, BKPETAMHE ILTiBKOBOIO 0OOIOHKOIO Ta

AUCHEPTOBAHAMH TaOJIeTKaMH:
o Crocrepiranacs 6insina Bapianis 3nagens C24h y nopisuauni 3 noxasaukamu AUC0-24h abo Cmax

o 3a BIAHOCHO HH3BKOI KiNBKOCT] YYACHHKIB Y KOKHIH IpyIIi [03YBaHHs BiAIOBIMHO IO Aiada3oHy MAacH Tija




1 Bapiallis MOXe IPU3BECTH J10 BUITAJIKOBHUX Pe3yJILTATIB, SKi He BII0OPakarOTh JIaHi O1Ib1IoT momyasiil
Ta HE Y3roLKYIOTBCS 3 BEJIMKMM 00CSATOM JaHuX JochimkeHHs. e Moke OyTH IPHYHHOIO HHXKYOTO, HiXK
ouikyBanocsa, GM nokazauka C24h.

e [lonpu Bucoki 3Hadenns Cmax y JiTeil y NOPIBHAHHI 3 peTPOCTIEKTHBHUMH 3HAYEHHSIMH y gopociux DTG nobpe
MEePEHOCHBCSA MPH TPUBAIH Tepanil i #oJAHUX JoJaTKoBHX npodiem Ge3nexu ineHTH(iIKoBaHO He Oyro0. 3aransHa
Oesneka, npoduis 6e3nexn DTG cepen aitedt He cripuunHsC 3aHENOKOEHE Y NOPIBHAHHI 3 podijieM Ge3neku, mo
CIIOCTEPIracThCs Y IOPOCTIHX.

3asBHUK (BIIACHHUK
peecTpariitHoro mocBiI4eHHs )

[Mignuc

Baptiste Rousseau
Meuekep npoekTis, Biamin peryasTopHUx MUTaHb
BiiB Xenckea

20 cepnius 2024

[lepexiiax BUKOHAB:

TOB I'makcoCmiTKnsitn ®apmachioTikance Ykpaina

MeHe pKep 3 peryJsiTOpHHX [THTaHb Ta peecTparil /
4
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Clinical Trial Report —3

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

TIVICAY dispersible tablets 5 mg

2. MA applicant

ViiV Healthcare UK Limited, UK

3. Manufacturer

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations) , UK
Glaxo Wellcome S.A., Spain (batch release site)

4. Conducted Trials
v Yes

o No justify, if no

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

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

5. Full name of CT, CT code

Relative bioavailability study of a tablet formulation vs. Pediatric granule formulation of dolutegravir
50 mg and effect of different types of water plus infant formula on the pediatric granule formulation in
healthy male and female volunteers (CT code ING114556)

objectives of CT

6. CT phase Phase I

7. CT period from [21June2014] - [22August2011]
8. Countries of CT sites USA

9. Number of subjects In this study, 20 subjects included.
10. Main purpose and secondary Primary

* To evaluate the single-dose relative bioavailability of an oral dolutegravir (DTG) granule
formulation given as single 50 mg doses in the fasted state administered with and without
various liquids (purified water, Contrex mineral water, and a milk-based infant formula)
compared to the tablet formulation administered with tap water in the fasted state.

Secondary
¢ To evaluate the palatability of the granule formulation with and without liquids.




e To assess the safety and tolerability of an oral DTG granule formulation given as single 50 mg
doses in the fasted state with and without various liquids compared to the current tablet
formulation administered with tap water.

11. Design of CT Study Design Schematic
Sequence Period 11 Period 21 Period 31 Period 41 Period 51
1 Az Bs Es Cs Ds
2 B C A D E
3 C D B E A
4 D E C A B
5 E A D B c
6 D C E B A
7 E D A C B
8 A E B D c
9 B A C E D
10 C B D A E

There was a wash out of 25 days between doses of study medication

Treatment A=DTG 50 mg using the current Phase 3 formulation 50 mg tablet was given with 240 mL tap water
Treatment B=DTG 50 mg using the granule formulation, was given directly fo mouth (no liquid)

Treatment C=DTG 50 mg using the granule formulation was given with 30 mL purified water.

Treatment D=DTG 50 mg using the granule formulation was given with 30 mL Contrex mineral water.
Treatment E=DTG 50 mg using the granule formulation was given with 30 mL milk-based infant formula.

O e

12. Main inclusion criteria Healthy as determined by a responsible and experienced physician, based on a
medical evaluation including medical history, physical examination, laboratory tests
and cardiac monitoring. Between 18 and 65 years of age inclusive, at the time of signing the informed

consent.
13. Investigational medicinal Full description is found in the Clinical Study Report.
product, method of administration,
strength

14. Comparator medicinal product, |N/A
dosage, method of administration,
strength

15. Concomitant therapy This study was conducted in the healthy subjects.

16. Efficacy evaluation criteria: : N/A

17. Safety evaluation criteria: Safety and tolerability parameters were by change from baseline in number of subjects with adverse events and
toxicity grading of clinical laboratory tests.

18. Statistical methods: No formal hypothesis was tested. For area under the concentration-time curve from time zero extrapolated to infinite
time (AUC[0-x]), area under the concentration-time curve from time zero to last quantifiable concentration (AUC[0-t]), and maximum observed




concentration (Cmax), point estimates and corresponding 90% confidence intervals (CIs) were constructed for the ratio of the geometric mean of
the test treatment to the geometric mean of the reference treatment, u(test)/pu(reference).

19. Demographic characteristics of |[Full description is found in the Clinical Study Report.
the study population (sex, age, race,
etc.)

20. Pharmacokinetic results Plasma DTG exposures following administration of DTG Granules for Oral Suspension directly to

mouth without liquid or reconstituted with various liquids were moderately higher than those following
administration of DTG Tablets, 50 mg

Statistical Analysis of Plasma DTG PK: Relative Bioavailability of DTG Granules vs. DTG
Tablets

Comparison Ratio of GLS Means (90% CI)

Plasma DTG PK Parameter
AUC{0-w0) AUC(0-) Cmax C24
BvsA 1.58[1.46,1.71] 158[146,1.71] | 162[149.1.77) 1,61 [147, 1.75]
CvsA 1.57 [1.45, 1.70] 1.58 [1.46, 1.71] 1.66 [1.52, 1.81 1.58 [1.45,1.72]
DvsA 1.55[1.43, 1.67) 1.56 [1.44, 1.69 1.65]1.51, 1.79 1.52 [1.40, 1.66]
EvsA 1.83[1.69, 1.98] 1.84[1.70, 1.99 2.02[1.86,2.20] 1.88 [1.72, 2.04]
BvsC 1.01 [0.933, 1.09] 1.00]0.928, 1.09] | 0.978[0.899,1.07] | 1.02[0.933,1.11]
DvsC 0.986[0.912, 1.07] | 0.990[0.915,1.07] | 0.993[0.812 1.08] | 0.965[0.886, 1.05]
EvsC 1.17 {1.08, 1.26] 1.17[1.08, 1.26] 1.22[1.12,1.33] 1.19[1.08, 1.29]

Treatment A = DTG Tablets, 50 mg

Treatment B = DTG Granules for Oral Suspension, 50 mg administered directly to mouth (no liquid)

Treatment C = DTG Granules for Oral Suspension, 50 mg reconstituted with 15 mL (+15 mL rinse) purified water

Treatment D = DTG Granules for Oral Suspension, 50 mg reconstituted with 15 mL (+15 mL rinse) HMC water (Contrex)

Treatment E = DTG Granules for Oral Suspension, 50 mg reconstituted with 15 mL (+15 mL rinse) Enfagrow milk-based infant formula
Note: Contrex water contains calcium + magnesium of approximately 524 mg/L.

Note: Treatments A, C, D, E were administered with a total of 240 mL liquid (water or formula + water).

21. Efficacy results N/A

22, Safety results One adverse event (AE) was considered by the investigator to be related to study drug.

Subject 561012 (DTG granule purified water) experienced drug-related mild headache on

Period 2, Day 1. There were no Grade 3/4 AEs reported in the study. There were no deaths, SAEs and
other significant AEs reported during this study.

Full description of safety results is found in the Clinical Study Report.




23. Conclusion (summary)

Pharmacokinetics

* The pediatric granule formulation showed higher oral bioavailability (55-83% for AUC(0-c0)
and 62-102% for Cmax) compared to the tablet formulation under the fasted condition
administered with and without various liquids.

* Oral bioavailability of the pediatric granule formulation was the same when the granule
formulation was administered directly to mouth without liquid, with purified water and with
Contrex mineral water.

¢ Oral bioavailability of the pediatric granule formulation was the highest when administered with
milk-based infant formula compared to other treatments. AUC(0-c0) and Cmax from the granule
formulation mixed with the milk-based infant formula were on average 17% and 22% higher,
respectively, than mixed with purified water.

* The exposure of DTG following administration of the granule formulation alone, with different
types of water and with formula exceeded that of the tablet, demonstrating the DTG granule can
be reconstituted without restriction on the type of liquid, or can be administered directly to
mouth (e.g., when potable water is not available).

Safety

e All formulations of DTG were well-tolerated in this study. No deaths, serious AEs, or AEs
leading to withdrawal from the study occurred. No clinically significant changes in clinical
laboratory values, vital signs, or ECGs were observed during the study.

Applicant (Marketing Authorization
Holder)

Signature

Baptiste Rousseau
Project Manager, Regulatory Affairs
ViiV Healthcare

20 August 2024




N
Il

Healthcare

3BIT Npo_KJIiHIYHE JOCTiMKeHHS — 3

1. HaliMeHyBaHHS JiKapchKOTO 3aco0y
(Homep Rinensit 3a naaerocnii)

TIBIKEHA

2. 3asgBHHK peecTpanii

«BiiB Xenckep IOK Jlimiteny, Bemuka bprrasnis (ViiV Healthcare UK Limited, UK),

3. Bupo6auk

I'makco Onepeitmnc KOK JliMiTen, mo Beme MisAneHicTh sk [ makco Bemnmkom Onepeitinc, Bemika
Bpuranis (Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations), UK);
I'nakco Bemnkom C.A., Ienanis (Glaxo Wellcome S.A.), Spain

4. lIpoBeneni qociuixkenns
V Tax

o Hi obrpystyiiTe, SKmo Hi

4.1. Tun aikapcbKoro 3aco0y, moAo
Axoro Bin0yaocs ado nIaHyBaxocH
NpoBeIcHHS peccTpamii

Jlixapchkui 3acib 3 TOBHUM JOCHE (ABTOHOMEE JIOCEE).

5. IloBua nazsa KJI, xog KJI

HocnimxeHns BigHOCHOT 6iogocTyMHOCTI TabneToBaHoi POpMHE MOPIBHAHO 3 AUTAYOIO [PAHyIILOBAHOK
thopmoito monyTerparipy 50 Mr Ta BIUIMBY Pi3HHX THITIB BOIM ILTIOC MUTAYO! CYMINT HA TATSIY
IPaHyJIbOBaRyY GOPMY Y 3X0poBRHUX I0OPOBOJIBIHE 40M0BIHOL Ta xinovoi ¢taTi (kog CT ING114556)

6. ®aza KJ[

®asza 1

7. Hepion K

3 [21 yeppHs 2014 poxy] o [22 cepnus 2014 poxy]

8. Kpainu, e 3HAX0AATLCA LIEHTPH,
y IKuX nposoxuaocs KJI

CIIA

9. KiabkicTh y9acHUKIB

JIo meoro yocnimkedss 6yno Brino9eno 20 y4aCHHKIB.

10. OcHoBRA MeTa T2 BTOPHHHI 1ini

KJI

OcHoBHa
e ONiHUTH BiZHOCHY 0i0JJOCTYIHICTE pa3soBOT0 3aCTOCYBAHHA NEPOPaTLHOro IPaHyTEOBAHOTO
yonyrerpasipy (DTG) y Barisii onEopaszoBol 034 50 Mr HaTieceple 3 pisHUME pIAMHAMH Ta
6e3 Hpx (ouMOIeHa Boga, MiHepalbHa Boa KORTpeKe Ta MUTUa MOJNOYHA CYMIIIl) IOPIBHIHO 3
TabneropaHoo HOPMOIO 3 BOJOIPOBIIHOIO BOAOIO HATIIECEPIIE.

Bropunni
e  OuinMTH CMAKOBY NPHBAOIHABICTE IPAHYJIBOBAHOI (POPMHU 3 piguHaMu Ta Oe3 HUX.




e Omninuri Ge3meKy Ta NEpeHOCHMICTE TepOPalkHOro rpanynbopaHoro DTG y Burisiai
O/IHOPAa30BOi o3y 50 Mr HaTmecepUe 3 PI3HUMH pilMHAMH Ta €3 HUX IIOPIBHAHO 3 IOTOYHOIO
TabneToBaHO0 HOPMOIO 3 BOOIPOBIAHOIO BOAOIO.

11. Tuzaim KJ{ Cxema TociiKed s
TlocniyOBHICTE Tepion 1) [Tepiog 21 Iepiox 31 Ilepioa 41 Tlepiox 51

1 Az Bs Es Cs Ds
2 B C A D E
3 C D B E A
4 D E C A B
5 E A D B C
6 D C E B A
7 E D A C B
8 A E B D C
9 8 A C E D
10 C B D A E

1. Mix nosamu pocninxyBanoro nikapcekoro 3acefy CHOCTepirages Nepiol BUMHBAHHA TPOTATOM >5 IHIB

2. I'pyna A = DTG 50 mMr 3 noTounoo ikapebkoto (opMoro (hasu 3) Tabrerku 50 mr 3 240 mn Bogonposinxoi Bonu

3. I'pyna B =DTG 50 mr.3 rpaHyns0BaH00 OPMOIC 3aCTOCOBANOI0 nepopanbHo (Ge3 piauHm)

4. T'pyma C=DTG 50 Mr 3 rpaHynbs0BaHOo0 $HopMOI0 3 30 NI OUHILEHOT BOAH.

5. I'pyna D =DTG 50 Mr 3 rparynbosanoio ¢opmoto 3 30 Mi Minepansiof soau KorTpekce.

6. I'pyma E = DTG 50 mr 3 rpanyasosanoi0 dopmoio 3 30 MJ1 IMTAY01 MONOYHOT cymimi.

12. T'otoBHi KpuTepil BKAXOYeHHss | 30POBI YJaCHUKH 3a OIIHKOIO BiAIOBIZAIEHOTO Ta HOCBITICHOTO JiKapd,

BKJIOYAKO4H aHaMHe3, (i3sHKanbHUY orian, nabopaTopHi aHAIi3H

Ta KapAionoriueuif MoHITOpHHT. Bik iy 18 5o 65 pokiB Ha MOMEHT miAnHCaKHS iHGOPMOBAHOI 3TOM.
13. JocmimxyBanuii AikapchKHii IloBHmiT onue MicTHTECS y 3BITi PO KITIHIYHE FOCTIKEHHS.

3acid, cmocib 3acTocyBanms,
JO3YBAHNAS

14. IIpenapar-nopiBHSIHHS, H/3
IO3YBAHHI, cIlocid 3acTrocyBanHs,
KOHIIEHTpAaIif

15. CynyTHe NIKYBaHHS Ie rocmimkeHHs MPOBOIHIOCH 38 YYACTIO 3A0POBHX YUACHHKIB.

16. Kpurepii oninkn edexrnsHocri: : H/3

17. Kpurepii oninkn 6e3nexn: [lapaMerpu 6e3nexy Ta NEPeHOCHMOCT] BH3HAYANH 32 3MIHOIO KIIEKOCTI IAIIE€HTIB i3 HeOaXXaHAMH SBHINAMK
[OPiBHAHO 3 BUXIJHUM piBHEM Ta 3a OIIIHKOIO TOKCHYHOCTI KIIHIUYHUX Jab0paTopHUX aHATI3]B.

18. CraTuernuni Metogn: He BuBUanach skofHa GopManbHa rimoresa. s niomi mix hapMakoXiHETHYHOK KPHBOIO Bif MOMEHTY
3aCTOCYBAHIs JIIKapChKOro 3acoby 3 ekcTpanossiriero 0 HeckinueHHocTI (AUC[0-00]), turomil Iix hapMakoKiHETHYHOK KPHBOK) BiJ MOMEHTY




3aCTOCYBaHHS NIKapChKOro 3aco0y kO 9acy NOCATHEHHS OCTaHHBOI KOHIIGHTPAIIIL, IO TiamacThcd KimbkicHoMy BusHadenHwo (AUC[0-t]), Ta

MaKCHMAIBHOT CIIOCTEepekKyBaHOT

koHnenTpanii (Cmax), ToYkoBl OIIHKA Ta BiAoBiHI 90 % xosip4i inTepsamu (/1) Gyru moGynoBaHi Jis CiBBIAHOMICHHS FeOMETPUIHOTO
CEPEHBOI0 TECTOBOI'O JIKYBAHHSA JI0 CEpeHHOr0 TeOMETPHIHOTO ETANIOHHOTO JIKYBaHHS, W(TecT)/|(eTaroH).

19. lemorpadgiuni xapaKTepHCTHKH
JociainxkysaHoi BHOIpKH (eTaTh, Bik,
paca Tomo)

[ToBHwMit OIHC MICTHTECS ¥ 3BITI PO KNiHIYHE JOCHIIKEHHA.

20. PeaynsTaTn dapmaxoxinernxku

Konnentpanis DTG y nna3mi micng 3actocypauus rpanyi DTG s nepopansuol cycrensii 6e3 pimaau
abo 3 pI3HUMU PIIMHAMH Oyna DOMIpHO BHINOIO, HiJK TIiCHA 3acTOCYBaHHS JiKapcehkoro 3acody DTG
TabneTkn, 50 Mr

Crarucraanmii anauis ®K DTG B mia3mi: Bignocna 6ioxocrynnicts rpanya ta tabseroxk DTG

IlopiBHAHAY CniBBigHOImEeHHS cepeJHIX 3HAYEHb Y3araibHEeHIM METOJ0M HAIMEHITNX KBA/IPaTiB
(90 % 1D
OK napamerpn DTG y mrasmi
AUC(0-c0) AUC(0-t) Cmax C24

Bra A 1,58 [1,46, 1,71] 1,58 [1,46, 1,71] 1,62[1,49,1,77] 1,61 [1,47,1,75]
CtaA 1,57 [1,45, 1,70] 1,58[1,46, 1,71] 1,66 1,52, 1,81] 1,58 [1,45, 1,72]
Dta A 1,55]1,43, 1,67] 1,56 1,44, 1,69] 1,65[1,51, 1,79] 1,52 1,40, 1,66]
EtaA 1,83 [1,69, 1,98] 1,8411,70,1,991 | 2,02[1,86,2,20] 1,88 [1,72,2,04]
BraC 1,01 [0,933, 1,09] 1,000,928, 1,09] | 0,978 0,899, 1,071 | 1,02[0,933, 1,11]
D1aC 0,986 {0,912, 1,07] 0,990 10,915, 1,07] | 0,993[0,912, 1,08] | 0,965 ]0,886, 1,05]
E1aC 1,17]1,08, 1,26] 1,17]1,08, 1,26] 1,2211,12, 1,33] 1,1911,09, 1,29]

I'pyna A =DTG tabnetku, 50 Mr
I'pyna B = DTG rpanynu a1a nepopansHoi cycnensif, 50 Mr nepopansHo (63 pinuam)
I'pyna C=DTG rpanynu mns nepopanbRoi cycrniensit, 50 Mr posunnnta 3 15 M1 (+15 Ma MpoMHUTH) 04HINEHOT BOAA

I'pyna D =DTG rpanynu ans nepopansHoi cycnensii, 50 Mr po3uyuHuTH 3 15 M (+15 M IpOMETH) BOIH 3 BHCOKHM
BMicToM Minepanis (KoxTpekc)

U'pyna E = DTG rpanynu st nepopaisHoi cycnensii, 50 Mr po3usHETH 3 15 M1 (+15 M mpoMuTH) HUTS40T MOJNOYHOL
cymimi Endarpoy

[1pumitka: Boaa KoHTpeke micTiTs nprdnmsHe 524 Mr/n kanbiiio + Martiio.
Ipumitka: Nikapebki 3acobu rpyn A, C, D, E zacrocosysamu 3 240 M pigunu (sona afo auraua cymim + roaa).

21. Pe3ynnTaTi mMoja0 epeKTHBHOCTI

H/3

22. PesynnTaTi MOA0 De3nexH

HocninHuk BBaykaB oaHe Hebaxkade spunie (H) moB’ 13ammM 3 HOCTiHKYBAHHM JIKapCLKHM 3aC000M.




VYuacauk 561012 (rparmynn DTG 3 o9MIIeH0X0 BOJIOK) BiIyR AETKHi roNOBHMI GiMb, IOB’S3aHHA 3
JIOCTIIACYBAaHNM JIIKAPCHKHM 33¢000M,

ITepiox 2, nens 1. HA crynens 3/4 B Mexax I[bOT0 AOCIIHKCHII 3apeecTPOBAHO He 6yI0. Y 1boMY
JIOCHIIKEHH] He MOBIAOMIISIOCE IIpo JieTanbHi Bananky, CH 1a immi cyrresi HSL

ITorunii onwic MicTHTECS Y 3BiTi PO KIIIHIYHE TOCIiIHKEHHA.

23. BucHoBOK (pesrome)

dapmakokiHeTHKA

I'panynpoBana thopma Ay AiTel npoeMOHCTpYBANA BHILY HepOpanbHy OiogocTymHicTs (55-83
% mma AUC(0-00) Ta 62-102 % mms Cmax) nopisHsHO 3 TabneToBaHoI0 GOPMOIO HATIHECEpIIE 3
pi3HEMH piouHaMH Ta Oe3 HUX.

IlepopaibHa 6i00CTYIHICTE TpaHyIBEOBaHOT (PopMH AIA AiTel OyNa 0THAKOBOIO, KOIH
rpaHyJIkOBaHy (POPMY 3aCTOCOBYBAIM IIEPOPATLHO Oe3 PIIHHH, 3 OYHIIEHOK BOJIOIO Td 3
MiHepansHOI BoIoo KoHTpeKe.

Ilepopansra 6ion0CTYIHICTE IpaHyTEORBAHOT GopmMu Jiis aiTed Oyna HaBHIIOO TIpK
3aCTOCYBaHHI 3 JUTIYOXO MOJIOMHOKO CYMIIIIIMIO HOPIBHAHO 3 IHIIKEME METOIAMH JIKYBAHHS.
AUC(0-c0) ra Cmax rpanynsoBaHoi (hopMH, 3MIIIAHOI 3 THTSI0K MONOYHOIO CYMIINIIID, OYIH B
cepenHbOMY Ha 17 % Ta 22 % BHINUMHE BIATIOBIIHO, HK 3 OYHIIEHOIO BOOKO.

Excnoszuuis DTG nicns 3acTocyBaHHS JMine IpaHynboBaHol GOPMU 3 PI3HUMH THIAMH BOJHM Ta
JIUTIIOI0 CYMIINITIO IEPEBHINYBaila eKCIO3UIIit0 TabeTKH, JEMORCTPY IO, o rpanymm DTG
MOMKHA PO3IHHATH He3allexHO BiJl THITY pinuHY abo MOKHA 3aCTOCOBYBATH TIEPOPATEHO
(HanpuKNa, 33 BiICYTHOCTI IIMTHOI BOJH)

Besmera

VY npomy mocinipxeHHI Bei aikapeeki Gopmm DTG nobpe nepenocunucs. He crocTepiranocs
NeTaNbHHX BHIAfAKiB, cepiiosnux HSI abo HY, mo mpr3seny 10 JOCTPOKOBOTO HPHITHHEHHS
ydacti B gocuipkenHi. ITig wac mocaifkeHHs He CrocTepiranocs MoIqHuX KIHIYHO 3HAYYIHX
3MiH KIHIYHAX AaHUX Tab0paTopHUX aHAII3iB, JKUTTEBO BAKIHBHX 03HaK abo EKI .

3asBuuk (BracHuk peectpauifiHoro
[0CBiTMEHHN)

ITimmme

Baptiste Rousseau




Menemkep mpoekTiB, Binain perynsaTtopHHX NUTaHb
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Clinical Trial Report — 4

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

TIVICAY dispersible tablets 5 mg

2. MA applicant

ViiV Healthcare UK Limited, UK

3. Manufacturer

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations), UK
Glaxo Wellcome S.A., Spain (batch release site)

4. Conducted Trials
\ Yes

o No justify, if no

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

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

5. Full name of CT, CT code

A Phase 1, Single Dose, Crossover, Relative Bioavailability Study of a Dolutegravir Dispersible Tablet
as Compared to a Dolutegravir Pediatric Granule Formulation and Effect of Different Types of Water
on the Dispersible Tablet in Healthy Volunteers (CT code 200401)

objectives of CT

6. CT phase Phase |

7. CT period from [07July2014] - [24September2014]
8. Countries of CT sites USA

9. Number of subjects In this study, 15 subjects included.

10. Main purpose and secondary Primary

e To evaluate the relative bioavailability of Dolutegravir (DTG) 20 mg administered as dispersible
tablets dispersed in low mineral content (LMC) water compared to the pediatric granule
formulation reconstituted with purified water.

e To compare the single dose pharmacokinetics of DTG 20 mg from the dispersible tablet
formulation dispersed with Contrex mineral water compared to the dispersible tablet formulation
dispersed with LMC water.

e To compare the single dose pharmacokinetics of DTG 20 mg from the dispersible tablet
formulation dispersed with LMC water with 30-minute holding compared to when dose is
dispersed with LMC water and consumed immediately.




e To compare the single dose pharmacokinetics of DTG 20 mg from the dispersible tablet
formulation dispersed with LMC water with 30-minute holding compared to when dose is
dispersed with LMC water and consumed immediately.

Secondary
e To assess the safety and tolerability of an oral DTG dispersible tablet formulation given as single
20 mg doses in the fasted state when dispersed with LMC and mineral water as well as the
pediatric granule formulation reconstituted with purified water.
e To evaluate the palatability of the dispersible tablet.

11. Design of CT

Study Design Schematic

Sequence Period 1 Period 2 Period 3 Period 4 Period 5
1 A B C D e
2 B C D E A
3 C D E A B
4 D E A B C
5 E A B C D

Five treatments are listed below:

Treatment A: a single dose of DTG 20 mg of the pediatric granule formulation
reconstituted with purified water.

Treatment B: a single dose of DTG 20 mg of the dispersible tablet formulation
dispersed in LMC water and taken by subject immediately.

Treatment C: a single dose of DTG 20 mg of the dispersible tablet formulation
dispersed in Contrex mineral water and taken by subject immediately.

Treatment D: a single dose of DTG 20 mg of the dispersible tablet formulation

dispersed in LMC water, held for 30 minutes, re-dispersed, and then taken by subject.

Treatment E: a single dose of DTG 20 mg of the dispersible tablet formulation

dispersed in Contrex mineral water, held for 30 minutes, re-dispersed, and then taken by subject.




12. Main inclusion criteria

Body weight 250 kg for males and 245 kg for females and body mass index (BMI)
within the range 18.5 - 31.0 kg/m?2 (inclusive).

13. Investigational medicinal
product, method of administration,
strength

Further details is in clinical study report

14. Comparator medicinal product,
dosage, method of administration,
strength

Further details is in clinical study report

15. Concomitant therapy

This study was conducted in the healthy subjects to understand the bioavailability of DTG dispersible
tablets as compared to granule formulations and effect of different types of water on dispersible tablets
in healthy volunteers.

16. Efficacy evaluation criteria: : N/A

17. Safety evaluation criteria: Safety and tolerability parameters were by change from baseline in number of subjects with adverse events and
toxicity grading of clinical laboratory tests.

18. Statistical methods: No formal hypothesis was tested. For area under the concentration-time curve from time zero extrapolated to infinite

time (AUC[0-e]), area under the concentration-time curve from time zero to last quantifiable concentration (AUC[0-t]), and maximum observed
concentration (Cmax), point estimates and corresponding 90% confidence intervals (CIs) were constructed for the ratio of the geometric mean of
the test treatment to the geometric mean of the reference treatment, p(test)/u(reference).

19. Demographic characteristics of
the study population (sex, age, race,
etc.)

N=15

20. Pharmacokinetic results

Following single oral administration under fasted conditions, DTG Dispersible Tablets, 5 mg (4 tablets)
delivered equivalent plasma DTG Cmax, AUC(0-t), and AUC(0-00) compared with DTG Granules for
Oral Suspension (20 mg).

The bioavailability of DTG was similar following administration of DTG Dispersible Tablets, 5 tag
dispersed in LMC water and HIMC water; allowing the dispersed drug to remain in the water for

30 minutes prior to ingestion had no impact on DTG bioavailability.

Statistical Analysis of Plasma DTG PK: Relative Bioavailability of DTG Dispersible Tablet vs.
DTG Granule (B/A) and Impact of Different Types of Water on the Bioavailability of DTG
Dispersible Tablets




Ratio of

Parameter N n Geometric | Treatment Geometric LS 90% Cl of the
Treatment LS Means | Comparison Means Ratio
AUC(0-t) (hepg/mL)

A 15 | 15 217 - - -

B 15 | 15 29.5 B/A 1.07 (1.01, 1.12)
C 19 | 15 28.0 C/B 0.947 (0.897, 1.00)
D 165 | 15 30.2 DB 1.02 (0.969, 1.08)
E 15 | 15 20.0 E/C 1.04 (0.984, 1.10)
AUC(0-0) (hrug/mL)

A 15 | 15 30.7 - - -

B 16 | 15 32.7 BIA 1.07 (1.01, 1.13)
C 15 | 15 30.9 CB 0.944 (0.893, 0.999)
D 15 | 15 33.6 D/B 1.03 (0.971, 1.09)
E 15 | 18 32.3 E/C 1.05 (0.988, 1.11)
Cmax {u1g/mL)

A 16 | 15 1.77 - - -

B 15 | 18 1.98 BIA 1.13 (1.06, 1.20)
C 15 | 15 1.82 CB 0.918 (0.863, 0.976)
D 15 | 15 1.96 D/B 0.987 (0.928, 1.05)
E 15 ] 15 1.91 E/C 1.05 (0.986, 1.12)




Treatment A= DTG Granules for Oral Suspension (reconstituted with purified water [1.6 mg/mL]), 20 mg (12.5 mL)
Treatment B = DTG Dispersible Tablets, 5 mg (4 tablets) dispersed in 12.5 mL LMC water (5% Contrex water/95% purified water)
Treatment C = DTG Dispersible Tablets, 5 mg (4 tablets) dispersed in 12.5 mL HMC water (Contrex)

Treatment D = DTG Dispersible Tablets, 5 mg (4 tablets) dispersed in 12.5 mL LMC water (5% Contrex water/95% purified water), let
stand 30 minutes, redisperse and consume

Treatment E = DTG Dispersible Tablets, 5 mg (4 tablets) dispersed in 12.5 mL HMC water (Contrex), let stand 30 minutes, redisperse and
consume

Note: Confrex water contains calcium + magnesium of approximately 524 mgiL.
Note: AUC(0-t} was termed AUC{0-tau) in the CSR, butis AUC(0-)

21. Efficacy results

N/A

22, Safety results

One subject on treatments B and C experienced Grade 1 nausea which were resolved on the same day.
The AEs were considered to be related to study drug. There were no Grade 3/4 AEs reported in the
study. There were no deaths, SAEs and other significant AEs reported during this study.

23. Conclusion (summary)

Pharmacokinetics

e Dolutegravir pharmacokinetic exposure following a single dose oral administration of 20 mg
dispersible tablets dispersed in low mineral content water is equivalent to that following a single
dose oral administration of 20 mg granule formation reconstituted with purified water.

* Dolutegravir pharmacokinetic exposure following a single dose oral administration of 20 mg
dispersible tablets dispersed in Contrex mineral water is equivalent to that following a single
dose oral administration of 20 mg dispersible tablets dispersed in low mineral content water.

* Dolutegravir pharmacokinetic exposure following a single dose oral administration of 20 mg
dispersible tablets dispersed in both low and high mineral content water held for 30 minutes
before , re-dispersed, and then consumed is equivalent to that following a single dose oral
administration of 20 mg dispersible tablets redispersed in both low or high mineral content water
and consumed immediately.

Safety

o There were no deaths, drug related SAEs, or withdrawals due to AEs. All AEs reported were
mild in intensity, with only grade 1 treatment emergent lab abnormalities. There were no AEs




resulting in subject withdrawal.

Palatability

e Based on the limited palatability assessment data, the majority of subjects described the taste and
mouth feel of the dispersible tablet as acceptable. However, the granule formulation seemed to
be more acceptable than the dispersible tablets.

Applicant (Marketing Authorization
Holder)

Signature

Baptiste Rousseau
Project Manager, Regulatory Affairs
ViiV Healthcare

20 August 2024
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3BiT Ipo KJIiHIYHe qocaixxeHs — 4

1. HaiiMeryBaHHS JTiKapcbKoTro 3acoby
(nomep niuensii 3a nasgnocmi)

TIBIKEPL TabNeTKH, 10 JACIEePIYIOTHC, 10 5 Mr

2. 3aaBHHK peccTpalii

«BiiB Xenckep IOK Jlimiteny, Bemika Bprranisa (ViiV Healthcare UK Limited, UK)

3. Bapo6ruk

I'maxco Onepetinrae FOK Jlimites, mo Bexe nistnpHicTh Ak ['makco Bemnmkom Onepeitmac, Bemika
Bpuranis (Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations), UK);

I'naxco Bennkom C.A., Icnanis (BupoOHEK 11 BUIycKy cepii) (Glaxo Wellcome S.A.), Spain (batch
release site)

4, IlpoBeneHi xociireanst
v Tak

o Hi obrpyuryiite, sikiuo xi

4.1. Tun nikapepxoro 3acody, Moo
AAIKOro Bigdysiocs abo miaHyBsagocs
NpoBeienHsl peccTpaii

Jlixapcpkui 3aci6 3 TOBHHUM JI0CHE (ABTOHOMHE JJOCEE).

5. Tlopna nazea KJI, xon KJI

Hocnimxenna 1 dasu, oqHOMO30BE, NepexpecHe NOCHiIKEHHS BIHOCHOI GiomocTymHOCTI TabneTok
ZoIyTerpasipa, WO AHCHEPIYIOTBCA B NOPIBHAHHI 3 PaHyJaMd JONyTerpapipa i IediaTpHIHOro
38CTOCYBAHHS T4 BIUIMB PI3HHX THIIB BOJM Ha TabJIETKH, 110 JUCIIEPTYIOTECH, Y 37I0POBUX A0OPOBOJIBIIIB

y AKkux npopogaaoca KJ

(xom KJ1 200401).
6. @aza KJI Paza [
7. epion K 3 {7 munnus 2014 poxy] mo [24 Bepecus 2014 poxy]|
8. Kpainm, Ae 3HaxoaaThCA NEHTPH, | CIIIA

9. KinnkicTh yUacHHKIB

Y ne JociipkeH A OYI0 BKIIOUeHo 15 yJacHHKIB.

10. OcHOBHA MeTa TA BTOPUHHI MiJIi

KA,

OcHoBHA
e OuiHuTH BiHOCHY OiomocTynHicTs qonyrerpasipy (DTG) 20 Mry Burnani TabneTok, mo
IMCIEPTYIOTLCS, AHCIEPTOBAHHX Y BOJI 3 HU3FKHM BMicToM Miiepanis (HBM), nopisusHo 3
TpaHynboBaHOO HOPMOIO MU HiTeH, pO3UMHEHOIO B OUHINEHIH BOIi.
e TlopipHATH (hapMaKOKIHETHKY Pa30BOr0 3aCTOCYBAHHA JiKapcekoro 3acody DTG tabneTkw, mo
THCTEpryIoTECd, 20 Mr, THCIeproBaHoro y MinepanbHil Boai KonTpexe, mopismsmo 3
TaOJIeTKaMH, IO JHUCIEPryIOTHCH, JUCIEProBaHuMH ¥ 8ol 3 HBM.




o JlopiBHATH (hapMaKOKIHETHKY pa30OBOT0 3aCTOCYBaHHA Jikapcekoro 3acoby DTG rabnerkn, mo
JucIepryloTbes, 20 Mr, aacneprosanoro y Boxai 3 HBM nporsroM 30 XxBuiTiH, TOPIBHAHO 3
niKapceKoko HopMOro, EceproBanor y BoAi 3 HBM Ta 3acTocoBaHOM HETalHO.

Bropuuani
¢ QOninuTn 6e3neKy Ta MepPeHOCHMICTE IepopaTBHHEX TAONeToK, 1o guchepryiotses DTGy
BUITLA1 OHOPpa3oRol po3u 20 Mr HaTieceplie, Aucnepropanoi y Boai 3 HBM Tta minepanbHiit
BOJIi, Ta TPaHyJILOBAHOI JOpMH U1 HiTeH, po3UMHEHOI B OUHINEHIH BOJII.
o  OniunTy cMaxory NpuBadiIUBICTE TAONETOK, IO JHCIEPIYIOTHCA.

11. Mmzaiitn KJI

Cxema gocnigxeHHA

MocnigoeHicTL  |[[Mepion 1 MNepion 2 Mepiog 3 Mepiog 4 Mepion 5
1 A B C D E
2 B C D E A
3 c D E A B
4 D E A B C
5 E A B C D

5 rpyn miKyBaHHS:
I'pyna A: ogropasosa go3a DTG 20 Mr rpa"yisoranol GopMit i1 giTel, po3dHHERO] B OYHITEHIN BOJI.

I'pyma B: ogaopazosa noza DTG 20 Mr tabnerox, mo JUCHepryioThes, JUCIEproBaHux y Boai 3 HBM
Ta 3aCTOCOBAHHX HEraifio.

I'pyna C: ogropasosa xo3a DTG 20 mr Tabnerok, mo aucnepryioThes, JUCIIEPTOBAHMX Y MiHepanbHii
Boni KoHTpeke Ta 3acTOCOBaHAX HETaiTHO.

I'pyna D: ogaopazora noza DTG 20 Mr Tabnerox, mo gUCIEpryioThes, AUCIepToBaHux y Boai 3 HBM
npoTsroM 30 XBHIIHH, 3aCTOCOBAHAX ITiCNIs IIOBTOPHOTO JHCIIEPryBAHHS,

I'pyna E: omaopaszosa go3a DTG 20 Mr TabneTtok, o AUCIEPryIOThCS, JMCISPrOBaHMX Y MIHEpaIbHiil
BoAi KorTpekc npotrsaroM 30 XBHIHH, 3aCTOCOBAHMX INiC/IA IIOBTOPHOTO AUCIIEPTYBAHHS.

12. T'o10BHiI KpUTEpii BKJIOYEeHHSA

Maca Tina 2 50 Kr A7 90MOBIKIB Ta = 45 Kr s XKiHOK Ta inxexc Mack Tija (IMT)
B Mexax 18,5-31,0 xr/m? (BKITIOUHO).

13. JocnimxyBanuii JrikapchKAH
3acid, crocid 3acTocyBanns,
JI03YBAHHS

Bimeiie geraneit y 3piti npo xiiHiuHe H0OCTIKEHH.




14. Ilpenapar-nopiBRAHHS,
J03YBAaHHSI, cNocid 3acToOCyBaHHs,
KOHIEHTpAaIlis

bineme neranel y 3BiTi npo KIiHiYHE AOCTIJKEHHS.

15. CymyTHe nikysaHns

He nocnimxenHs 6yJI0 IPOBENEHO 32 YYACTIO 3T0POBHX A0OPOBOIIBIILX, MO0 OMIHUTE Gioq0CTYIHICTE
TabIeToK, 1o aucnepryoThes DTG nopiBHMHO 3 rpaHy ThoBaHUME (OpPMAMH T4 BILIMB PI3HHX THINB
BOJK Ha TabJIeTKH, N0 JUCHCPIYIOTECS Y 3M0POBHX JOOPOBOJIBLIB.

16. Kparepii oninkH eeKTHBHOCTI: :

H/3

17. Kpnrepii oninxn 6e3nexn: [JapamMerpn 6e3mexu Ta IepeHOCHMOCTI BU3HAYAIH 3a 3MIHOIO KiTBKOCT IAIi€HTiB i3 HeOaXaaHMH SBHIIAMH
TOPIBHSIHO 3 BUXi/IHUM DIBHEM TA 34 OIL[IHKOK TOKCHYHOCTI KIIHIYHMX 1adopaTOpHX aHaTi3iB.

18. CraTuernuni metoan: He BuBuanace xomHa gopmanbHa rinotesa. st mwiomi nix papMakoKiHETHIHOIO KPHBOIO Bil MOMEHTY
3aCTOCYBaHH JIiKapchKoTo 3aco0y 3 excTpanonsmieto 1o HeckinuyeHHOCTi (AUC[0-c0]), mromi mix (hapMakokiHETHUHOIO KPHBOKO Bl MOMEHTY
3aCTOCYBaHHS JIKapChKOTO 3ac0o0y 10 4acy NOCSATHEHHS OCTAaHHEO! KOHIIEHTpAMil, o mixnaeTses Kinskicaomy susnauenmio (AUC[0-t]), Ta
MaKCHMAIIBHOI CIIOCTEpEKyBarHoi KoHneHTpaltii (Cmax), ToukoBi oniHku Ta Bixnorinui 90 % nogipdi inteppamu (JII) 6ynn mobynoBaui ais

CIIiBBITHOIIEHHS TEOMETPHUHOTO CEPE;T

HBOTO TECTOBOIO MIKYBAHHS JI0 CEPEIHBOI0 MEOMETPHYHOIO eTAJIOHHOrO JIKYBaHHs, W(TecT)/ | eTanon).

19. emorpadidni xapaKkTepHCTHEH
JoCTiIKyBaHOT BUOIpKH (cTATS, BIK,
paca Touo)

3araneHa KinpKicTs - N=15

20. PesyabTarn papmakokiHeTHRE

Ilicisa pasoBoro IepopalbHOTO 3aCTOCYBAHHA HaTIeceple Jikapehkuii 3aci6 DTG Tabnerku, mmo
JHCIIEPTYIOThCA, 5 MT (4 TabeTKH), NpoIeMOHCTPYBaB eKBiBaeHTHI 3HadeHHs Cmax, AUC(0-t) ta
AUC(0-00) DTG y mnasmi nopieHsiHO 3 rpanyiamu DTG nns nepopansioi cycnensii (20 mr).
Biogocrymaicts DTG 6yna nonibHoto micns 3actocyBanns Mkapceioro sacoby DTG tabnerku, mo
JMCIIEPTYIOTECS, 5 MT, JUCIeproBanoro y Bosl 3 HBM Ta oai 3 BBM; BuTprMyBaHHs MKapChKOro
3acoDy y BoAi mpoTaroM 30 XBIIHH nepes MPHIOMOM He BIUIHHYNO Ha 6iogocrynHicts DTG.

Cratucrmannii anaiizs K DTG B nnasmi: Bianocna biogocrynmicrs Tadnerox, mo

adacnepryroTeed Ta rpagys DTG (B/A) Ta BoinB pizHBX tanie Boau HA diogocTynHicTs Ta/eTox,
n1o gucnepryoThes DTG

[lapameTtp CepennoxEanpaTani .prna CuiBBigHomeHRs 90 % I -
I'pyna Nin . . | JIKyBaHHSA [cepeNHLOKBAAPATHYHHX . .
: cepeIHi reoMeTpHIHi . - cniBBiTHOMEHHH
iKY BaHHS IHopiBHAHHS cepeTHIX reoMeTPHYHHX
AUC(0-1) (roxMxr/mi)
A 15(15 27,7 - - -
B 1515 29,5 B/A 1,07 (1,01, 1,12)
C 1515 28,0 C/B 0,947 (0,897, 1,00)
D 15|15 30,2 D/B 1,02 (0,969, 1,08)




E 1515 29,0 |  EC | 1,04 | (0,984, 1,10)

AUC(0-o0) (rom-MKr/MIT)

A 1515 30,7 - - -

B 1515 32,7 B/A 1,07 (1,01, 1,13)
C 1515 30,9 C/B 0,944 (0,893, 0,999)
D 1515 33,6 D/B 1,03 (0,971, 1,09)
E 1515 32,3 E/C 1,05 (0,988, 1.11)
Cmax (MKT/MII)

A 1515 1,77 - - -

B 1515 1,99 B/A 1,13 (1,06, 1,20)
C 1515 1, 82 C/B 0,918 {0,863, 0,976)
D 15|15 1,96 D/B 0,987 {0,928, 1,05)
E 15]15 1,91 E/C 1,05 (0,986, 1,12)

I'pyna A = DTG rpasynm 11 nepopaibiol cycnensii (po3unHeHi B oummenii soxi [1,6 Mr/mi]), 20 mr
(12,5 mm)

I'pyna B = DTG Tabnetxu, mo aucnepryrorsed, 5 Mr (4 tabnerkn), aucneprosani y 12,5 M BOIH 3
HBM (5 % poma Korrpexe/95 % ouninena Boja)

I'pyna C = DTG TabneTku, mo AHCHepryioThed, 5 Mr (4 tabnetku), aucneproeami y 12,5 M1 Boau 3
BBM (Kortpexke)

I'pyna D = DTG tabnerkn, mo qucnepryrotses, 5 Mr (4 TabieTky), mucneprosani y 12,5 M1 BOJIHM 3
HBM (5 % Boga Koutpexc/95 % oummena Bona) npoTaroM 30 XBHIIHH, 3aCTOCOBAHI Mic/Is IIOBTOPHOTO
JTACHEepryBaHes

I'pyna E = DTG Tabnerku, mo gucnepryiotscs, 5 mr (4 TaGaerku), aucneprosani y 12,5 Mn Bonu 3
BBM (Kontpekc) npotsrom 30 XBHIMH, 3aCTOCOBaHI MiCIsA DOBTOPHOTO AUCIEPTYBAHHH

IIpumitka: Bona Kontpeke MicTuTts npubiasyo 524 Mr/n KanbIio + MarHilo.
Ipmmitia: AUC(0-t) 6yno nazpano AUC(0-tau) y 3eiti, ane AUC(0-t)

21. Pesynbratn mojgo edeKTHBHOCTI

H/3

22. PeayabraTn mojao He3nexu

Omua yuacEuk rpyn B ta C Bimays nynoty cryness 1, mo Gyna BHIiKyBaHa y Toi xe nens. HS 6ym
II0B’A3aHi 3 JOCTIKYBaHHM JiKapchkuM 3acoboM. H cTymens 3/4 B Mexxax meoro JOCHiGKeHHS
3apeecTpoBaHo He Oyio. ¥ 1bOMY JOCTI/DKEHH] He IOBIXOMILSUTOCE Mpo JeTanbhi Bunaik, CHSI ta
innm cyTreni HL




23. Bucnosok (pesiome)

PDapmakokiHeTHKA

e ®dapMakOKIHETHYHA €KCIO3HIlisl IOy TErpasipy Micis NepopaibHOrO pasoBOro 3acTOCY BAHHS
20 mr TalJIeToK, 1110 JUCIEPryOThHCS, IUCIePrOBAaHUX Y BOJII 3 HH3EKHM BMICTOM MiHEpAIiB,
€KBIBAJIEHTHA €KCIO3HIIIT ITiC/s epopaIbHOro pasoBoro 3acrocyBanus 20 Mr rpaHyl,
PO3YMHEHUX B OUHUIIEHIH BOJII.

e (QapMakoKiHETHYHA €KCIO3HUIIs JOTyTErpaBipy Micis IepoPaTbHOTO Pa30BOT0 3aCTOCYBAHHS
20 mr Tab1eToK, Mo AUCIEPryIOThCs, JUCIeProBaHuX y MiHepasbHiil Boai KoHTpeke,
eKBIBAJICHTHA EKCITO3HIT MiCIIsi IEPOPaATBHOr0 pa3oBoro 3actocysanus 20 Mr TablieToK, 1Mo
JMCIIEPrYIOTHCS, JIMCIIEPrOBAHUX Y BOJII 3 HU3LKUM BMICTOM MiHEpaJIiB.

e (@apMaKOKIHETHYHA €KCIO3UIIS JOJIyTerpaBipy Iicjsi HepopaIbHOTO Pa30BOr0 3aCTOCY BAHHS
20 mr TabIeToK, 110 JUCIEPIYIOThCS, JHCIEPrOBaHUX Y BO/I 3 HU3LKHM Ta BHCOKHM BMiCTOM
MiHepaliB npoTsiroM 30 XBHIHH, Ta 3aCTOCOBAHUX ITICIIst IOBTOPHOT'O JMCIIEPTYBAHHS,
eKBIBAJICHTHA €KCIO3MILIT Mic/Is NepopaTbHOTO pa3oBoro 3acrocyBants 20 Mr TabieTok, mo
JIMCTIEPIYIOTHCS, IOBTOPHO IHUCIIEProOBaHMX Y BOJII 3 HU3bKMM 200 BUCOKHM BMICTOM MiHEpasiB
Ta 3aCTOCOBAaHMX HETANHO.

be3nexa

e He Oyiio 3apeecTpoBaHo JieTanbHuX Bunazakis, HS, mos’s3anux i3 mikapcbkuM 3acobom abo
BHII4/IKIB IOCTPOKOBOTO 3aBEpLICHHs y4acTi y jociimkenni yepes HS. Yci 3apeectposani HSI
OyJH JIETKOro CTYNeHs BaKKOCTI, JIHINE 3 BiIXHJICHHSIMH J1ab0opaTOpHUX MOKA3HHUKIB Bil HOPMH
1 crynens. He cnocrepiranoce HSI, mo npussenu 6 10 Z0CTPOKOBOTO 3aBEpINEHHS Y4acTi y
JOCIKEHHI.

CmakoBa npupadiiuBicTs

e BianosigHo 10 0OMekKeHHX JaHHX OLIHKH CMaKOBOI MPUBAOIMBOCTI, OUIBIIICTD YYACHHUKIB
OIMCAM CMak Ta BIAYYTTS y POTi TabIETOK, IO JUCHEPIYIOTHCS K HpHHHATHI. O1HAK
rpaHyJ/boBana opma BUsiBHIACh OUIBII TPHIHATHO, HIX TaGIETKH, 10 JUCIEPTYIOTHCS.

3assuuk (BnacHuk peecrpauiiHoro
MOCBIA4EHHs)

[ligmuce

Baptiste Rousseau

Menemxep npoekTis, Bintin peryasTopHHX NUTaHb
BiiB Xenckep
20 cepnus 2024

Ilepex/iax BHKOHAB:

Menemxep 3 perynstopaux nuranb Ta peectpauii TOB 'nakcoCmitKnsitn ®@apmacekiotikanc Ykpaina Mapunsiko Jlroamuina
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Clinical Trial Report—35

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

TIVICAY dispersible tablets 5 mg

2. MA applicant

ViiV Healthcare UK Limited, UK

3. Manufacturer

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations), UK
Glaxo Wellcome S.A., Spain (batch release site)

4. Conducted Trials
v Yes

o No justify, if no

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

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

5. Full name of CT, CT code

A 2-Part, Phase I, Single Dose, Crossover Relative Bioavailability Study of Both TIVICAY 10 mg
Conventional Tablets and 5 mg Dispersible Tablets Compared to Conventional TIVICAY Tablets in
Healthy Adult Subjects (CT code 205893)

6. CT phase Phase |
7. CT period from [03May2017] - [23June2017]
8. Countries of CT sites USA

9. Number of subjects

This was two-part study. In a Part 1, 14 subjects included and Part 2, 24 subjects included.

10. Main purpose and secondary
objectives of CT

Part 1 Primary
e To evaluate the relative bioavailability (BA) of DTG conventional 10-mg tablets (5 tablets)
administered direct to mouth as compared to a conventional 50-mg tablet (reference)
administered direct to mouth.
Part 2 Secondary
e To compare the single dose pharmacokinetics of DTG conventional 10-mg tablets (5 tablets)
administered direct to mouth as compared to a conventional 50-mg tablet (reference)
administered direct to mouth.




¢ To evaluate the safety and tolerability of DTG conventional 10-mg tablets (5 tablets)
administered direct to mouth as compared to the administration of a conventional 50-mg tablet
(reference) administered direct to mouth.

Part 2 Primary

¢ To evaluate the relative BA of DTG dispersible 5-mg tablets (5 tablets) administered as
“disperse and immediately take™ and of DTG dispersible 5-mg tablets (5 tablets) administered
direct to mouth as compared to a conventional 25-mg tablet (reference) administered direct to
mouth.

Part 2 Secondary

e To compare the single dose pharmacokinetics of DTG dispersible 5-mg tablets (5 tablets)
administered as “disperse and immediately take” and of DTG dispersible 5-mg tablets (5 tablets)
administered direct to mouth as compared to a conventional 25-mg tablet (reference)
administered direct to mouth.

e To evaluate the safety and tolerability of DTG dispersible 5-mg tablets (5 tablets) administered
as “disperse and immediately take” and of DTG dispersible 5-mg tablets (5 tablets) administered
direct to mouth as compared to a conventional 25-mg tablet (reference) administered direct to
mouth.

11. Design of CT

Part 1

Treatment Perod 1 o Treatment Period 2
T =
= 5‘ Treatment A: o Treatment A- Follow-up {7-10
E - i » — or —»{  days postlast
?L Treatment 8- g Treatment B: dose)
=

Treatment A = Conventional 10-mg DTG tablet (5 tablets, test) administered direct to mouth.
Treatment B = Conventional 50-mg DTG tablet (reference) administered direct to mouth.

Part 2




TreamentPesiod | g Treament Period 2 g | | TrestmenPerod 3
P Treatment C: 3 Teeatment C: - Treatment C
4 § & = & = @ Folowup (7-1)
ga ~¥ TeatmentD: [ % [P TeameniD: ¥ 5 ¥ TeamentD  [—» Gayspostiast
1 o g o 2 . o)
Treatment £ 3 Testment & - Treatment €

Treatment C = Dispersible 5-mg DTG tablet (5 tablets) administered as a dispersion and immediately taken (test 1).
Treatment D = Dispersible 5-mg DTG tablet (5 tablets) administered as direct o mouth {fest 2).
Treatment E = Conventional 25-mg DTG tablet administered as direct fo mouth (reference).

12. Main inclusion criteria Healthy as determined by the investigator or medically qualified designee based on a

medical evaluation including medical history, physical examination, laboratory tests,

and cardiac evaluation (history and electrocardiogram [ECG]). Between 18 and 65 years of age
inclusive, at the time of signing the informed consent.

13. Investigational medicinal Further details is in clinical study report

product, method of administration,
strength

14. Comparator medicinal product, [N/A
dosage, method of administration,
strength

15. Concomitant therapy This study was conducted in the healthy subjects to understand the bioavailability of DTG tablets.

16. Efficacy evaluation criteria: : N/A

17. Safety evaluation criteria: Safety and tolerability parameters were by change from baseline in number of subjects with adverse events and
toxicity grading of clinical laboratory tests.

18. Statistical methods: No formal hypothesis was tested. For area under the concentration-time curve from time zero extrapolated to infinite
time (AUC[0-]), area under the concentration-time curve from time zero to last quantifiable concentration (AUC[0-t]), and maximum observed
concentration (Cmax), point estimates and corresponding 90% confidence intervals (CIs) were constructed for the ratio of the geometric mean of
the test treatment to the geometric mean of the reference treatment, p(test)/u(reference).

19. Demographic characteristics of |N=14 in Part 1 and N=24 in Part 2

the study population (sex, age, race,
etc.)

20. Pharmacokinetic results Part 1:




Following single oral administration under fasted conditions, DTG Tablets, 10 mg (5 tablets) delivered
equivalent plasma DTG Cmax, AUC(0-t), and AUC(0-e0) compared with DTG Tablets, 50 mg
(1 tablet); the 90% CIs of the geometric mean ratios were within the bioequivalence limits (0.80, 1.25).

Part 1. Statistical Analysis of Plasma DTG PK (Relative Bioavailability of DTG Tablets, 10 mg vs.
DTG Tablets, 50 mg)

Parameter Geometric LS Treatment Ratio °f 90% Ci of the
N n L Geometric LS b
Treatment Means Comparison Ratio
Means

AUC(0-f) (heng/mlL)
A 14 14 55800 A/B 1.0121 (0.8648, 1.1845)
B 14 14 55200

AUC(0-) (heng/mL)
A 14 14 58300 A/B 1.0084 (0.8626, 1.1789)
B 14 14 58400

Cmax (ng/m)
A 14 14 2780 A/B 1.0328 (0.8623, 1.2373)
B 14 14 2700

CI = confidence interval; DTG = dolutegravir; LS = least squares; N = number of subjects in the treatment; n = number of
subjects with evaluable data

Note: An analysis of variance with treatment and period as a fixed effects and subject as a random effect was performed on
the natural In-transformed parameters AUC(0-t), AUC(0-c0), and Cmax.

Treatment A = Conventional 10-mg DTG tablet (5 tablets) administered direct to mouth (test).
Treatment B = Conventional 50-mg DTG tablet administered direct to mouth (reference).

Part 2:

Following single oral administration under fasted conditions, DTG Dispersible Tablets, 5 mg (5 tablets)
delivered higher plasma DTG Cmax, AUC(0-t), and AUC(0-0) compared with DTG Tablets, 25 mg (1
tablet). The results were similar for DTG dispersible tablets administered as a dispersion or directly to
mouth.




Part 2. Statistical Analysis of Plasma DTG PK (Relative Bioavailability of DTG Dispersible
Tablets, 5 mg vs. DTG Tablets, 25 mg)

Ratio of

Parameter Geometric LS Treatment i 90% Cl of the
Treatment N " Means Comparison Ge Mean: LS Ratio

AUC(0-0) (heng/ml)
C 24 24 49000 CIE 16292 (1.5030, 1.7661)
D 24 24 46700 DIE 15519 (14317, 1.6822)
E 24 24 30100

AUC{0-20) (heng/mL}
C 24 24 51300 CIE 16242 (1.4986, 1.7604)
D 24 24 48800 D/E 15448 (1.4253, 1.6743)
E 24 24 31600

Cmax {ng/mL)
C 24 24 2690 CIE 17933 {1.6226, 1.9819)
D 24 24 2700 DIE 1.7974 (1.6263, 1.9865)
E 24 24 1500

CI = confidence interval; DTG = dolutegravir; LS = least squares; N = number of subjects in the treatment; n = number of
subjects with evaluable data.

Note: An analysis of variance with treatment and period as a fixed effects and subject as a random effect was performed on
the natural In-transformed parameters AUC(0-t), AUC(0-00), and Cmax.

Treatment C = 5-mg dispersible DTG tablet (5 tablets) administered as a dispersion and immediately taken (test 1).
Treatment D = 5-mg dispersible DTG tablet (5 tablets) administered as direct to mouth (test 2).

Treatment E = Conventional 25-mg DTG tablet administered as direct to mouth (reference).

21. Efficacy results

N/A

22. Safety results

Part 1:
One subject (7.1%) in Part 1 of the study reported 2 AEs (nausea and headache) that were
considered by the investigator to be drug-related. Both events occurred after receiving




1 conventional 50-mg DTG tablet administered direct to mouth (Treatment B). Both AEs
resolved by the end of the study without additional treatment.

Part 2:

Two subjects (8.3%) in Part 2 of the study reported a total of 3 AEs (abdominal pain, diarrhea, and
fatigue) that were considered by the investigator to be drug-related. One subject reported fatigue after
receiving 1 conventional 25-mg DTG tablet administered as direct to mouth (Treatment E) and 1 subject
reported abdominal pain and diarrhea after receiving 5 dispersible 5-mg DTG tablets administered as a
dispersion and immediately taken (Treatment C). All AEs resolved by the end of the study without
additional treatment.

23. Conclusion (summary)

Pharmacokinetics

Part 1:

Following single oral administration of 5 conventional 10-mg DTG tablets direct to mouth (Treatment
A), geometric mean systemic exposure to DTG (Cmax, AUC[0-t], and AUC[0-0]) was equivalent to
that observed following administration of 1 conventional 50-mg DTG tablet direct to mouth (Treatment
B); the 90% Cls of the geometric mean ratios were within the bioequivalence limits (0.80, 1.25).

Part 2:
The geometric mean peak and overall exposures (Cmax, AUC[0-t], and AUC[0-]) to DTG were

between 1.5-fold to 1.8-fold higher following administration of dispersible DTG tablets (test Treatments
C and D) compared with the conventional DTG tablet (reference Treatment E).

Safety
All formulations of DTG were safe and well-tolerated by the healthy adult subjects in this study. No
deaths, SAEs, or AEs leading to withdrawal from the study occurred. No clinically significant findings

or treatment-related trends in clinical laboratory values, vital signs, or ECGs were observed during the
study.

Part 1: -

Three subjects (21.4%) in Part 1 reported a total of 5 AEs; 1 subject (7.1%) experienced 2 AEs that were
considered related to study drug by the investigator. No subjects discontinued early from the study due
to AEs. All AEs were mild and resolved by the end of the study without additional treatment.




Part 2:
Six subjects (25.0%) in Part 2 reported a total of 9 AEs; 2 subjects (8.3%) experienced a total of 3 AEs

that were considered related to study drug by the investigator. No subjects discontinued early from the
study due to AEs. All AEs were mild and resolved by the end of the study without additional treatment.
Exploratory Palatability

Fifteen of 24 subjects (62.5%) rated the palatability of the dispersion treatment (Treatment C) as

‘neutral/acceptable.
Applicant (Marketing Authorization
Holder) /
Signature

Baptiste Rousseau
Project Manager, Regulatory Affairs
ViiV Healthcare

20 August 2024




Healthcare

3siT Npo KIiHiYHE ROCTIUKeHHS — 5

1. HaitmeryBanng nikapcbKoro 3acody
{(romep nivensii 3a nasgrocmi)

TIBIKEM, Ta6neTky, 10 QHCIEepPryoThCs, 0 5 Mr

2. 3asBHHK peecTpaLii

«BiiB Xenckep IOK Jlimiten», Benuxa Bpuranis (ViiV Healthcare UK Limited, UK),

3. Bupo0OHixk

I"naxco Onepeitmmuc FOK JlimiTen, o Bene nismbHicTs ax ['axco Bennkom Onepeiimne, Benmka
Bpuranis (Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations), UK);
I'naxco Besuikom C.A., Icnanis (Glaxo Wellcome S.A.), Spain

4. IIpoBeneni mocmimxeHnnn
v Taxk

o Hi ofrpyntyitre, siximo i

4.1. Tun aikapcpkoro 3aco0y, oA
SIKOro Big0yJocst aGo MIaHYBaXOCs
MIPOBEfEHHN PeEcTPALl

Jlikapchknii 3acif 3 TOBHUM J0ChE (ABTOHOMHE JOCKHE).

5. ITosua Hazsa K, xox KJI

Yactuna 2, Qasa I, 0(H010308€, IEpexpecHe NOCIIMKEHHS BiIHOCHOT 61040CTYTHOCTI 3BHYaHHNX
tabnerox TIBIKEW 10 mr Ta TabneTok, mo AMCIEPTYIOTHCS, [0 5 MT Y [OPIBHAHHI 31 3BHYAHHHAMH
tabnetkamu TIBIKEW y 3mopoBux jropocnux cy6'ektiB (xox KJ1 205893)

y skHX niposoanoes KT

6. Qaza KJI Pasa |
7. Hepiog KJI 3 [3 Tpasug 2017 poxy] mo [23 uepsns 2017 poky]
8. Kpainn, ne 3naxogaTsest HEHTPH, | CIIIA

9. KinbKicTb yuacHHKIB

Lle nocmimkennsa, o ckiafaerses 3 2 yacTud. Y Yactuai 1 6yno Brmoueno 14 yuacHukis,; a y
Yactusi 2 — 24.

10. OcuoBua »era Ta BTOPHEHI wimi

KA

Ocnonna stera Yacrunn 1

e OuikuTh BigHOCHY DiogoctynHicTs (BJI) 2Buuaituux nepopanpuux tabnetox 10 mr (5 Tabnetok)

DTG nopiBasiHO 31 3pYaiiHAMM TepopansHUMHE TabneTtkamu 50 Mr (eTamon).
Bropuuni uini Yacrunu 2

e  Ouiunti papMakoKiHETHKY Pa3oBOro BBEACHHSA 3BHUAHUX repopansaux Tabnetox 10 mr (5

Tabnetok) DTG nopiBHAHO 3i 3BMYaliHUMHU NTepopanbHUME TabieTkamu 50 Mr (€TAIOH).




e QuinuTy 0e3neKy Ta NepeHOCHMICTh 3BHYalinux nepopansHux tabnetox 10 mr (5 tabneTok)
DTG nopiBrsHO 31 3BUYaiHUMH IepopalbEUME TadieTkaMu 50 Mr (eTanoH).
Ocnosna meta YacTunn 2
¢ Ouinnty BigHocHy B/l Tabnerok, o aucnepryioTsesa 5 mr (S tabnerox) DTG (aucneprysaru ta
HeraifHoO BBECTH) Ta MEPOpaILHUX TabIeToK, IO ARCIEPryIoThes 5 Mr (5 Tabnerok) DTG
TIOPIBHSAHO 31 3BHYAHHHMH [TEPOPATBHAMH TablIeTKaMH 25 MT {eTaloH).

Bropuuni mini Yacrunu 2

o  OniHNTH dapMaKOKIHETHKY pa3soBOT0O BBEJIEHHSN TaONeTOK, IO MMCIepryIoThea S Mr (5
tabnerox) DTG (aucniepryBsaru Ta HeraiHo 3aCTOCYBATH) TA NEPOPANTLHAX TAGIETOK, 1O
aucnepryrTses 5 Mr (5 Tabnetox) DTG nopiBHAHO 3i 3BHYAMHAMME MepopanbHEMH TablIeTKaMH
25 Mr (eTanoH).

o OuisnTy 6e3neky Ta IEPEHOCHMICTH TabIeToK, 0 AUCIepryoThes 5 Mr (5 Tabnerox) DTG
(oMcTIepryBaTH Ta HEralHO 3aCTOCYBATH) Ta EPOPANILHUX TaOJETOK, 10 AUCIEPIYIOTECS 5 MT (5
tabnerox) DTG nopisaaxo 31 3BHYMaliHUMH NepopanbHUMU TabneTkaMy 25 Mr (eTalon).

11. J{uzaiin KJI

Yaerina 1

A03u)

.'g [pyna nixyeanus MNepioa g ['pyna nikysanusa [epioa

< © 2 Mepi

o - m = pica noganbworo
" ) :o ) cnocrepexeHxHs (7-10
L > Mpyna A: P T Mpyna A: » [HIB NicnA BBEAEHHA
z abo g™ ato OCTaHHLOT

z [pyna B: g pyna B:

< ©

&) [t

pyna A = 3evdaniii nepopansHi TaBnetkv 10 mr (5 TabneTok, TecT) DTG.
pyna B = aewyanui nepopanbHi Tabnetku 50 mr (eTanon) DTG.




Yacrupa 2

= [pyna nikysawus ___ r~ _ _ [pynanikysawda _ *~ _ [Dyna nikyBauHa ____

z Mepios 1 % Oepion 2 g Depion 3 Mepioa

S 7T Mpyna C: ] Mpyna C: = pyna C [ [OAANBLLLIOMD

% abo o ato so abo CMOCTEPEMEHHS

- Mpyda D: =3 lpyna D: £5 Toyna D (7-10 ghis nicns

=z abo o ao ) abo BBEAEHHA

g \ Mpyna E: A ) lpyna E: 2 lpyna E OCTaHHLO! 4031)

& et had 8 — I E el —

@ or ﬁ o 5 o vy
Tezatmens E: e Trieatmznt £: P Treatment B

pyna C = tabnetkn, Wo ancnepryoTees 5 Mr (5 Tabnetok) DTS 2actocoeaHi HeraiiHo nicns gucneprysaHns (rect 1).
Ipyna D = TaGneTku, wo gucneprytoteca 5 Mr (5 Tabnerox) DTG 2acTocoBaHi nepopansHo (Tect 2).
I'pyna E = 3suuaitHi Tabnerkn 25 mr (etanod) DTG sacrocosaHi nepopanbHo

12. TonoBHi KpuTepii BaOYedHst | 310poOBi YYACHHKH 32 OLIHKOIO BIANOBLAANMBHOTO T2 JOCBIIMEHOr0 JIiKaps,
BKJIIOYAIOYH aHamHe3, (hi3HKanbHHHE ornsn, nabopaTopHi aHaizu

Ta KapAioNoriyHuif MOHITOPHHT (aHamHe3 Ta enexrpoxapuiorpama [EKI]). Bik six 18 mo 65 pokis Ha
MOMEHT MIJITUCAHHA 1H()OPMOBAHOI 3T0TH.

13. HocnimxyBanHuit Jikapcebiuii Jetani HaBeieHO B KITIHIYHOMY JOCIIIGKEHH],

3acif, croci® BBeIeHHA, NO3YBAHHS

14. IlpenapaT-uopiBHIHHS, H/3

103YBaHHA, cioci® BBeneHHs,

KOHIIEHTPaIs

15. CynyTtue JikyBaHHs Lle mocmipKeRHS MPOBOAUIOCE 32 YUACTIO 3JIOPOBHX YYACHHUKIB, 106 OIiHHTH G10D0CTYIIHICTD
Tabneroxk DTG.

16. Kpurepii ouinkn epexrnBHocti: : H/3

17. Kpnrrepii oninxn 6e3nexu: [TapaMeTpn Geznexy Ta nepeHOCHMOCTI BH3HAYAIH 3a 3MiHOO KiTLKOCTI NALli€HTIB i3 HeDaXXaHUMH SBHINAMH
MOPIiBHAHO 3 BUXIIHHM PIBHEM Ta 32 OLLIHKOIO TOKCHYHOCTI KJliHIYHHX N1ab0paTOpHUX aHaIi3iB.

18. Crarncriuui metonn: He BuBuanacs xxonHa ¢opMansia rinotesa. Jng nnouti nig gapMakokiHETHYHOIO KPHBOIO Bil MOMEHTY BBEIEHHS
nikapcbkoro 3acofy 3 excrpanonguiclo no Heckinuennocti (AUC[0-]), niown nnin papMakoKiHETHUHOIO KPHBOIO BiZl MOMEHTY BBEAEHHS
nikapebkoro 3acofy 1o yacy HOCSTHEHHs OCTaHHLO! KOHLEHTpallil, 110 MAKaeThea KibkicHoMy BuaHaueHHIo (AUC[0-t]), Ta MakcumanbHol
cnocTepexxyBanoi KoHneHTpanii (Cmax), ToukoBi oLiHKH Ta BianosiaHi 90 % nosip4i inteppanu (/1) Oy noOynoBani 118 CIIiBRIAHOIIEHHSA
T€OMETPHUHOIO CEpeIHEOr0 TECTOBOrQ JIIKYBaHHS 10 CEPEAHBOT0 FTeOMETPHYHOTO €TaIOHHOTO JIiKyBaHHs, p{TecT)/u(eTanoH).




19. Jenmtorpadivyui xapaxTepHcTHRH
nocnipxkysanoi BUOIpKH (cTaTh, Bik,
paca Tomo)

KinpkicTe yuacHEKIB B uacTHHI 1 — N=14, B uacTuni 2 — N=24.

20. PesyasTaTi dapMaKoKiHeTHKH

Yacruua 1:

[licnst pazoBOro nepopaabHOro BBEAECHHS HaTinecepe Nikapepkuil 3acid DTG tabnerky, 10 Mr

(5 TabneTok), NpoaeMOHCTPYRaB ekBiBaneHTH 3Ha4eHHA Cmax, AUC(0-t) Ta AUC(0-00) DTG y nnazmi

NOpPIBHAHO 3 nixapcbKuM 3acobom DTG Tabnerku, 50 mr (1 tabnerka), 90 % HI cnirBinHOIIEHE

CepeJHiX reOMETPHYHUX 3HAXOAUIHUCE B Mexax bioekianentHocti (0,80, 1,25).

Yactuna 1. CratuctuuHuit aHania ®K DTG e nna3mi (BigHocHa B6iogoCcTYNHICTL NiKAPCBKUX
3acobiB DTG Tabnetku, 10 mr, Ta DTG Tabnetku, 50 mr)

4 [pyna CnisgigHoweHHA 0
MapameTp Ipyna CepegHbokBaapaTUuHi|l _. 90 % Al
IrTiKyBaHHS NI n ce}zze,qni reome}"’rpuqui mK}.'BaHHﬂ CePEAHLOKBAAPATUNRNX . ip b n y oine ks
[MopiBHAHHA [cepefHiX reoMeTPUYHUX
IAUC{0O-t) (rog-Hr/mn)
A 14 (14 55800 A/B 1, 0121 {(0,8648, 1,1845)
B 14 ({14 55200
AUC({0-=2) (rog-Hrimn)
A 14114 58900 A/B 1, 0084 {0,8626, 1,1789)
B 14|14 58400
Cmax (Hr/mn)
A 14 (14 2780 A/B 1, 0329 {0,8623, 1,2373)
B 14114 2700

JI — nosipuuit intepsan; DTG — nonyTterpasip; N — KibKICTh YUACHHKIB NKyBAHHA; N ~ KiJIbKICThL YYACHUKIB 3 JAHHMH,
NpHAATHUMU ANA OUIHKH

ITpuntiTra: AricrepcifiHui aHamis 3aleKHO Bif NiKyBaHHA Ta Nepiofy AK MocTiHHAX edekTiB T2 y4acHUKa SK BUIIALKOBOTO
e(IeKTy IPOBOAMBCA AN NPHPOAHKX forapHpMivHo-nepeTropenix napaMerpie AUC(0-t), AUC(0-0) Ta Cmax.

Ipyna A = aeuuaitii nepopansui Tabnerxu 10 Mr (5 Tabnerok) DTG (Tect).
"pyna B = 3BHyaiiki nepopansHi Tadnerkn 50 mr DTG (eranoH).
Yacriaa 2:

ITicns pazosoro nepopafibHOro BBEACHHS HaTwiecepe skapcbkui 3acid DTG rabnerku, mo
Jucnepryorbed, 5 Mr (5 TabneTox), IpoaeMoHCTpyBaB Buili 3HadeHHs Cmax, AUC(0-t) Ta AUC(0-0)
DTG y nnasmi nopiBusHo 3 nikapebkuM 3acobom DTG Tabierky, 25 Mr (1 Tabnerka). Pesynprati 6ynu




nogibHHMH And TabneTok, mo aucnepryoteca DTG, axi Gynu 3actocosani nicsa AXCHEpryBadHs, abo
IEepOPaTBHO.

Hactuua 2. CtaTtvicTuuHuMiA ananis @K DTG e nnasmi (BigHocHa BiogocTynHicTL NikapcbKkUx
3acobie DTG Tabnetku, wo gucneprytotsen, 5 mMr, Ta DTG tabneTku, 25 mr)

ﬂ.apame'rp Fpyna Nln CepeAHl?oxaa,qpaTqu_li nh[c-;g::lm cepe?:;iillf;azu;::guux s 9.0 % Al
INikyBaHHA cepeaHi reoMeTpuuHi | o o - cniBBigHOWeEHHA
OpiBHAHHA [cepefHiX reOMeTPUUYHUX

AUC(0-t) (rog:Hr/mum)
Cc 24 |24 49000 C/IE 1,6292 {1, 5030, 1, 7661)
D 24 |24 46700 D/E 1, 5519 (1,4317, 1, 6822)
E 24|24 30100

AUC{0-+) (rog-Hr/mn)
C 24 124 51300 C/E 1, 6242 (1,4986, 1,7604)
D 24 (24 48800 D/E 1, 5448 (1,4253, 1,6743)
E 24 (24 31600

Cmax (Hrimn)
C 24 |24 2690 C/E 1, 7933 {1,6226, 1,9819)
D 24 124 2700 D/E 1, 7974 {1,6263, 1,9865)
E 24 |24 1500

Al — nosipuitit inTepean; DTG — noayrerpasip; N — KinbkicTh y4acHHKIB J1iKyBaHHA; 0 — KITLKICTh YUaCHUKIB 3 JAHUMH,
NpPHAATHHMH [UIA OLIHKH.

MpumiTka: Jucnepcilinmii aHANi3 3anexHO Bl NiKyBaHHA Ta Mepioay Ak NOCTIi{HMX ed)eKTiB Ta yeacHHMKa IK BHOALKOBOrO
eexTy NPOBOAMBCA TS IPHPOAHHUX NOTapPHPMIYHO-NepeTBOpeHX napameTpis AUC(0-t), AUC(0-e0) Ta Cmax.

I'pyna C = TabneTku, wo aucnepryiotses 5 Mr (5 tabnetok) DTG 3actocoBaHi Heraliko nicna pucneprypasns (TecT 1).
I'pyna D = tabnerki, o avenepryiotses 5 mr (5 tabnetox) DTG, 3acTocosaHi nepopansno (Tect 2).

I'pyna E = 3suMaitni nepopansHi Tabnerxu 25 mr (etanon) DTG.

21. PesyasTaTn moao e)eKTHBHOCTI

H/3

22. PezyasTaTH niojo de3mexn

Yacruna 1:

I yuacnuk (7,1 %) y Uactuni 1 pocniuxerns nosigomus npo 2 HSI (synora ta ronosruii 6ib), mo,
Ha OYMKY JIOCHIAHUKa, Oymi MOB’A3aHi 3 NikapebkuM 3acobom. Obunsa HS npoiiiunm nicng npuitomy
| 3BHuaiinol nepopansHoi Tabnerku 50 mMr DTG (rpyma B). Oduyiga HS

MPOHIIUIN HANPHKIHLI JOCAIKEeHHS 63 OXATKOBOI'O JIKYBAHHS.




Yacruua 2:

Hsa yuacnuka (8,3 %) y Hactuni 2 nocnimkenns noeigomumu npo 3 HA (6ine y xuBoTi, Aiapes Ta
BTOMA), 0, Ha AYMKY 1OC/IiiHHKa, Oy NOB’A3aHi 3 IiKapchKHM 3ac06oM. | yYaCHHK MOBiIOMHB IO
BTOMY IIicTiA npHioMy 1 3BHYaiiHOT nepopanshol Tabnetku 25 mr DTG (rpyna E), a 1 yuacHuk
NOBIAOMUB 11po Gisie y KHBOTI Ta Ajapeto Mmicns npuiioMy 5 TabneTok, mo aucnepryiorscs DTG 5 mr,
sxi Oy 3acTocoBaHl HeraHHo micns aucneprysanns (rpyna C). Yei HS npoitmnu manpuxinni
Jocnixenna 6e3

OOOAaTKOBOIQ JiKYBAHHS.

23. BucHoBOK (pec3iome)

PapMaKoKiHeTHK2

Yacrnua 1:

ITicas pasoBOro NepopaibHOro BBEACHHA 5 3Bnuaitnux taGnerox 10 Mr DTG (rpyma A) cepemus
reoMeTpuyHa cucteMua excnosuuig DTG (Cmax, AUC[0-t] Taaa AUC[0-0]) 6yna exBiBaneHTHO
€KCIIO3HLII, 0 CIocTepiranacs IMic/iId nepopaisHoro BEeaeHnAs 1 38Huakinoi tabnetku 50 mr DTG
(rpyna B); 90 % [II cniBBigHOIIEHE CEPEAHiX reOMETPUIHAX 3HAXOAHIHNCH B MeKax 6i0eKBiBaneRTHOCTI
(0,80, 1,25).

Yacruna 2:

Cepente reoMeTpHYHe NIKOBE 3HAUECHHA Ta 3aransHa ekcnosunis (Cmax, AUC[0-t] ta AUC[0-o0]) nas
DTG Gynu iz 1,5 no 1,8 pazis BumunmMu nicis BBeAeHHs TaGNETOK, O AucnepryioTees DTG (TecToBi
rpynu C ta D) nopirgsauo 31 3BuuaiinumMu Tabnerkamu DTG (eranonna rpyna E).

be3neka

Vet nmixapeski opmu DTG Gynu 6e3neunnmu ta 106pe NIEPEHOCIIIHCE Y 3A0POBHX JAOPOCIHX
YUaCHHKIB IIEOTO AOCIipkeHHs. He crocTepiranock neranpuux Bunanxis, CHS abo HSI, mo npussenn
10 IOCTPOKOBOIO NPHIIMHEHHA Y4acTi B JocnimkenHi. ITin dac nocnimxeHHs He criocrepiranocs
XKOIHHWX KJIIHIYHO 3HAUYIIHX 3MiH (ab0 3MiH, OB’ I3aHHX 3 JIIKYBaHHSIM) KIIHIYHEX JaHHX
nabopaTOpHUX aHATI3iB, MHTTERO BaXIMBUX 03HaK abo EKT.

YacTina 1:

3 yuacuuka (21,4 %) y Hacruui | mosimomunu npo 5 HA; 1 yuacuuk (7,1 %) 3asnas 2 HS, o, Ha
OyMKY AOCHIAHMKA, OyNH NOB’43aHHMHU 3 NOCTIKYBaHHM NMikapchkum 3acoboM. Xoaen yyacHHK He
NPHIMHUB JOCTPOKOBO YUacTh ¥ pociipkenHl dyepes HE. Vi HS Gynu nerkoro cTyneHs BaXKKOCTI Ta
IIpOfIIUTH HANPHKIHII AOCHiKEHHS 6€3 K0OaTKOBOrO JIKyBaHHS.




Yacruna 2:

6 yuacHukiB (25,0 %) y Yactuni 2 nosigomunu npo 9 HS; 2 yyacuuxa (8,3 %) 3azvanmu 3 HS, o, na
JYMKY Aociijinuka, Oyau noB’s3aHuMu 3 JOCHDKYBAaHUM JTiKapchkuM 3acobom. JKojieH y4acHuK He
[PUITHHUB JIOCTPOKOBO y4acThb y jociijukenHi yepes HA. Vei HS 6ynu nerkoro cryneHs BayKKOCTI Ta
[POHIIIM HANPUKIHII Aoci/KeHHs 06e3 10aTKOBOIO JTiKy BAaHHS.

CmakoBa npuBadInBiCTh

15 3 24 yyacuukis (62,5 %) ouinuny cMak TabneTok, 1o aucnepryiorees (rpymna C) sk
«HEUTpaTbHUH/TIPUHHITHUHY.
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