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

Preclinical study report

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

I'rugap (International non-propriety name Capivasertib)

1) type of medicinal product
according to which
registration has been
conducted or is planned to be
conducted

Medicinal ~ product  with dossier

dossier).Other medicinal product. New active substance.

complete (stand-alone

(Medicinal product is centrally authorized by the EMA (item 9 of
section V of the Procedure MoH Ukraine Order Ne 460 of 23.07.2015
(as amended)) with available the EMA public assessment report for

medicinal product).

2) studies conducted

myes no 1l no, please justify

2. Pharmacology:

7
o

1) Primary
pharmacodynamics

Capivasertib is an oral, potent, selective inhibitor of AKT. AKT is a
pivotal enzyme regulating cell proliferation, survival, metabolism,
protein synthesis and gene Expression. In epithelial cells the pathway
i1s activated by many cell surface growth factor receptor tyrosine
kinases. as well as GCPRs, and by small GTPases. AKT is activated
by a complex cascade of intracellular signalling events downstream
of PI3K. with dual activation by PDK1 and mTORC?2 required for
full activation. AKT directly and indirectly regulates the activity of
several proteins and cell functions.

Monotherapy capivasertib treatment shows dose-dependent inhibition
ol tumour growth in human cancer xenograft models as y. In tumour
models representative of ER+ breast cancer capivasertib combines
with fulvestrant, aromatase mhibitors to enhance anti-tumour effects
i vivo. Efficacy 1s observed in both PIK3CA, PTEN and AKT]I
altered and unaltered models. The combination treatment shows
activity in models that are CDK4/6 inhibitor naive as well as post
CDK4/6 treatment.

2) Secondary
pharmacodynamics

Study 0895SY: Capivasertib was tested in a panel of 333 in vitro

radioligand binding and enzyme assays, covering a diverse range of

receptors. 1on channels, transporters and enzymes, at a single

concentration of 10 uM in duplicate. Significant activity (defined as
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> 30% inhibition) was detected at 8 of the 333 targets. For these $
targets, concentration-response curves were constructed and [C50 and
Ki values determined. Capivasertib was also tested in a panel of 7
cardiac ion channels using in vitro electrophysiological assays over a
range of concentrations up to 100 pM. Capivasertib did not inhibit
any 1on channel by more than 50% at the highest test concentration.

3) Safety pharmacology

Dimensions of pivotal safety pharmacology studies are in line with
industry standard:
Cardiovascular System

Study 0354SZ: Capivasertib was tested for its effect on the hRERG-
encoded potassium channel over a nominal concentration range of 10
to 100 uM. Capivasertib inhibited hERG with an IC50 of 73 uM.
Study 219SV: The effects of capivasertib on action potential

parameters in canine ventricular myocytes were investigated.
Cumulative concentration-effect curves were constructed using
nominal capivasertib concentrations of 0.3. 3. 30 and 100 uM.
Capivasertib evoked a “bell-shaped™ concentration-efTect curve on
action potential duration (APD), with 3 and 30 uM capivasertib
evoking increases in APD90. Similar “bell-shaped™ responses were
seen with APD70 and APDS0. None of these changes were
statistically significant. The NOEL was 0.3 uM.

Study PH/E/12009: The effects of capivasertib on contractile

function of 1solated rat thoracic aortae were investigated. Cumulative
concentration-effect curves were constructed using a nominal
capivasertib concentration range of 0.01 to 100 uM. Capivasertib
induced direct relaxation of pre-constricted aorta. with a minimally
active concentration between 1 and 3 pM and significant relaxation at
30 uM and above. Tissues exposed to capivasertib demonstrated
almost full recovery of contractile response following wash-out.
Study 02558B: The effects of capivasertib on APD. conduction
velocity and coronary flow were investigated in the isolated rabbit
heart model. In addition, three parameters thought to be indicators of
proarrhythmic risk were derived: triangulation: reverse-use
dependence and instability. Any overt signs of cardiac arrhythmia
were also noted (e.g., early after-depolarisations (EADs). Cumulative
concentration-effect curves were constructed using nominal
capivasertib concentrations of 0.3. 1. 3, 10 and 30 uM. Capivasertib
caused a decrease in APD60 with a “bell-shaped™ concentration-
effect curve. There was a low-frequency incidence of triangulation,
reverse-use dependence or instability but no EADs. Atall
concentrations, the torsade de pointes (TdP) proarrhythmic score was
less than 25. There was a concentration-related increase in coronary
blood flow. At some concentrations of capivasertib greater than 1
1M, ventricular tachycardia (VT) was reported in 3 out of 6 hearts.
There were no effects on conduction.

Study CO100101: The effects of capivasertib on coronary flow,

heart rate and cardiac contractility were investigated in 1solated




Langendorfl perlused rat hearts. Cumulative concentration-effect
curves were constructed using nominal capivasertib concentrations of
0.3, 3,10 and 30 uM. At 30 uM. capivasertib caused an increase in
cardiac contractility defined as dP/dt max (~ 13% over baseline). At 3
1M and above. capivasertib caused an increase in coronary tlow (up
to 100% increase over baseline). Capivasertib had no effect on heart
rate at any of the concentrations tested. The NOEL was 0.3 uM.
Studies 0159SG & 02098G: Effects of capivasertib on cardiac
electrophysiology were investigated in open-chest anaesthetized
guinea pigs following IV infusion at 0 (vehicle), 3.5, 17.5 or 35
mg/kg (Study 0159SG). Monophasic action potential (MAP) duration
at 90% repolarisation (MAPD90). ventricular conduction velocity

(QRS interval), and atrioventricular (AV) conduction time were
recorded during cardiac pacing. Arterial blood pressure and heart rate
were recorded during sinus rhythm. Maximum total (and unbound)
group mean capivasertib plasma concentrations were 7.36 (1.5), 42.9
(8.8) and 90.01 (18) uM following administration of 3.5. 17.5. and 35
mg/kg capivasertib, respectively. At 35 mg/kg capivasertib caused a
large reduction in blood pressure and heart rate and significant ST
segment elevation of the ECG which is considered to have resulted in
death in two animals. An increase in AV conduction time was also
observed. Capivasertib had no effect on MAPD90. The NOEL for
effects on cardiac repolarisation and conduction was 3.5 mg/kg. To
assess effects on contractility (defined as dP/dt max) capivasertib was
also tested in a separate closed-chest anaesthetized guinea pig model
(Study 0209SG) following IV infusion at 3.33 (n = 1) and 10 mg/kg
(n = 1). Arterial blood pressure. heart rate, left ventricular pressure
and the electrocardiogram were recorded. Capivasertib caused a dose-
dependent reduction in heart rate, blood pressure, contractility and
left ventricular systolic pressure. This was an investigative study
conducted as a follow-up to the tindings of increased cardiac
contractility n the dog telemetry study (1101ZD). As no increase in
contractility was observed in the anaesthetized guinea pig, this model
'was not evaluated further.

Studies PH/E/13611 & 33168R: Effects of capivasertib were
investigated in rats surgically prepared to enable blood pressure, heart

rate and animal activity measurement by telemetry. A single oral dose
of 150 mg/kg capivasertib (Study PH/E/13611) produced no
noteworthy change to any parameter although a mild trend to
increased systolic and diastolic blood pressure was noted beginning
approximately 2 to 3 hours after dosing. This minor increase was
within the range of normal variability and occurred during a period of
elevated rat activity, so was considered not to be of biological
significance. In a separate study (Study 3316SR), the effects of
capivasertib were investigated in rats surgically prepared to enable
blood pressure, heart rate and QA mterval (an indirect measure of
cardiac contractility) measurement by telemetry. Capivasertib was




administered at 0 (vehicle), 25, 75, and 150 mg/kg by oral gavage. A
20% reduction (compared to vehicle) was noted in mean arterial

pressurc at 75 and 150 mg/kg without any significant changes in
heart rate. Capivasertib produced non-significant decreases in QA
interval, indicative of increased cardiac contractility in this study.
Studies 11017ZD & 1167ZD:

The effects of oral administration of capivasertib (5, 30 and 40

img/kg) on arterial blood pressure (systolic, diastolic and mean), left
ventricular (LV) systolic and end diastolic pressure, LVdP/dt+ (an
index of myocardial contractility), LVdP/dt- (an index of myocardial
relaxation), heart rate and ECG parameters (PR, QRS and QT) were
assessed in 4 male conscious telemetered beagle dogs for 1 hour pre-
dose and 20 hours post-dose. QT values were corrected for changes
in heart rate using individual regression analysis (QTcR).

Body temperature and clinical signs were also monitored. In the
telemetry phase, total (and unbound) group mean capivasertib plasma
concentrations measured at 1-hour post dose were 1.45 (0.28), 9.92
(1.9) and 12.0 (2.3) uM at 5, 30, and 40 mg/kg capivasertib.
respectively. Heart rate decreased at all doses for up to 8 hours (peak
decrease of 229% at 8 hours post-dose Capivasertib 40 mg/kg). At 30
and 40 mg/kg there were peak decreases in systolic (20 to 25%) and
chastolic blood pressure (28 to 30%), recovering within 4 hours. At
30 and 40 mg/kg sustained prolongation of QTc¢R (9 and 12%, 19 and
27 ms) and increase in LVAP/dt+ (45 and 56%), along with elevation
ol both glucose (25 and 43%) and insulin (31- and 32-fold increases)
levels were noted. The NOAEL was considered to be 5 mg/kg
capivasertib.

Investigative telemetry dog study to determine whether the effects on
myocardial contractility (LVdP/dt+), caused by administration of
capivasertib, could be reduced by the intravenous infusion of either
atenolol (0.5 mg/kg IV) or verapamil (0.3 mg/kg IV). An oral dose of
30 mg/kg was selected, and 4 hours post capivasertib administration.
cither. a single bolus 1V dose of vehicle (0.9% w/v sodium chloride
in water for injection), or an IV infusion of atenolol or verapamil was
given. Arterial blood pressure, heart rate, left ventricular parameters.
lead II electrocardiogram (ECG) and body temperature were
recorded. The increase in LV dP/dt+ caused by capivasertib was
reduced after atenolol and recovery in contractility was evident by 4
hours after the start of the infusion, compared to 8 hours after the
vehicle. The verapamil infusion also reduced the effects on LV
dP/dt+ caused by capivasertib (30 mg/kg) but to a lesser degree than
atenolol. Glucose and insulin were reduced after administration of
both atenolol.

Respiratory System

Study 26925R: The effects of capivasertib on respiratory rate, tidal

volume. minute volume. inspiration and expiration times and peak




inspiratory and expiratory flows were assessed in male rats for up to
4 hours after a single oral dose of 0 (vehicle). 30. 100 or 150 mg/kg.,
using whole body plethysmography. During the in-life phase. total
(and unbound) group mean capivasertib plasma concentrations
measured at 4.33 hours post-dose were 0,946 (0.22). 3.32 (0.78) and
7.08 (1.7) uM at 30. 100, and 150 mg/kg . respectively.
Pharmacokinetic assessment in groups of satellite rats resulted in
total (and unbound) group mean capivasertib plasma Cmax values of
2.75(0.65). 11.0 (2.6) and 16.1 (3.8) uM at 30. 100. and 150 mg/kg
dose levels, respectively. Capivasertib had no cffects on respiratory
parameters at any dose. The NOEL was 150 mg/kg.
Gastrointestinal Function

Study 2692SR: Effects on gastric emptying and intestinal transit time
were assessed in male rats following single oral administration of
capivasertib at 0 (vehicle) 30, 100 or 150 mg/kg. using the charcoal
meal method. During the in-life phase, total (and unbound) group
mean capivasertib plasma concentrations measured at termination
1.25 hours post-dose were 2.33 (0.55). 6.09 (1.4) and 6.06 (1.4) uM
following administration of 30, 100, and 150 mg/kg capivasertib.
respectively. Pharmacokinetic assessment in groups of satellite rats
resulted in total (and unbound) group mean capivasertib plasma
Cmax values of 2.75 (0.65), 11.0 (2.6) and 16.1 (3.8) uM at 30. 100,
and 150 mg/kg, respectively. Capivasertib caused a dose-dependent
inhibition of gastric emptying at 100 and 150 mg/kg. In addition,
there was a decrease in intestinal transit at 150 mg/kg only. The
NOEL was 30 mg/kg.

Renal Function

Study 09-6713: Effects on renal function were assessed in male rats

for 24 hours after single oral administration of 0 (vehicle), 30, 100 or
150 mg/kg. The following parameters were measured/calculated:
urine volume, water intake, fluid balance. urinary pH. urinary and
plasma osmolality, free water clearance. urinary and plasma
concentrations; and renal excretion and clearance of sodium,
potassium, chloride, calcium, phosphorus, creatinine, protein.
albumin and glucose. A marked glucosuria was scen at 100 and 150
mg/kg, with concurrent diuresis. There was an increase in the
fractional excretion of sodium and chloride at all doses. and of
potassium and phosphorous at 100 and 150 mg/kg. The plasma
concentration of phosphorous was slightly increased after 150 mg/kg.
while the potassium concentration was shightly decreased after 100
and 150 mg/kg. A NOEL could not be determined.

4) Pharmacodynamic
interactions

N/A

3. Pharmacokinetics:

l') Analytical Methods and
validation reports

Validation Report numbers: 313981, KPV007, 320483, 319064

Methods for the determination of capivasertib and AZ14102143

(mousc only) were developed in plasma from mouse. rat and dog.




Samples were prepared by protein precipitation with quantitative
analysis by high performance liquid chromatography coupled to
tandem mass spectroscopy (HPLC-MS/MS)

2) Absorption

BE000747-32: Studies have been conducted in vitro using an Ussing
chamber and excised human intestinal tissue to assess the
permeability of capivasertib. In addition, the toxicokinetic exposure
of capivasertib following single and repeat oral doses in mouse, rat
and dog 1s described.

(Mouse Single and Multiple Dose Toxicokinetics):

The kinetic parameters for Capivasertib and AZ14102143 derived
from toxicokinetic data after single and multiple oral Capivasertib
dose administration in the transgenic mouse 1-month pivotal
loxicology study. Capivasertib was administered in suspension in
reference item/vehicle: 0.55 (w/v) Methocel E4M in Ultra-Pure
Water by once daily oral gavage to Wild type rasH2 (CByB6F1-Tg
(HRAS)2Jic) mice (10 animals/sex/group) at 25, 150 or 300
mg/kg/day in males and 25, 75 and 150 mg/kg/day in females for 28
days. Plasma samples taken from TK satellite animals after Day 1
and day 28 of dosing were analysed by protein precipitation and
quantified by LC-MS/MS for the presence of capivasertib and
AZ14102143. All animals dosed with capivasertib were exposed to
capivasertib and AZ14102143. In males. following once daily oral
administration of capivasertib across the 25 to 300 mg/kg/day dose
range, mean Cmax generally increased in proportion to the dose
while AUC. increased in a greater than dose proportional manner
following single and repeat dosing. In females, following single and
repeat once daily oral administration of capivasertib across the 25 to
150 mg/kg/day dose range. mean Cmax and AUCO-t increased in a
greater than dosc proportional manner. Data was limited in males for
metabolite AZ14102143 at 25 mg/kg/day on Days 1 and 28, therefore
this dose level was not used in the TK assessment. In males,
following once daily oral administration of capivasertib across the
150 to 300 mg/kg/day dose range, systemic exposure to AZ14102143
increased with dose on both sampling occasions. In females,
following single oral administration of capivasertib across the 25 to
150 mg/kg/day dose range, mean AZ14102143 Cmax and AUCO-t
increased in a greater than dose proportional manner, while following
repeat dosing, Cmax and AUCO-t increased in a less than dose
proportional manner. No obvious sex-related differences were noted
in the TK values for capivasertib and AZ14102143 across doses and
sampling occasions. Overall. following 28 repeat daily doses of
capivasertib, systemic exposure to capivasertib and AZ14102143 was
similar to that after a single dose with the exception of females at 25
mg/kg/day where metabolite exposure was higher on Day 28. After
single and repeat dosing of capivasertib. mean AZ14102143

metabolite Cmax and AUC, values were substantially lower (Cmax




8.5- 10 202-fold: AUCn.40- to 275-fold) than for capivasertib
following repeat dosing across the 25 to 300 mg/kg’day dose range.
(Rat Single and Multiple Dose Toxicokinetics):

Following dosing to rats, absorption of capivasertib was rapid with
tmax typically observed at 0.3 hours post-dose at all dose levels: the
[irst time point measured. The exposure to capivasertib following a
single dose and at steady state, in terms of mean Cmax and AUCO-
last. generally increased more than in proportion to the dose of
capivasertib in male and female rats. The trend for greater than dose
proportional increases in exposure was again observed in male rats.
however, exposure increases were broadly dose proportional across
the dose range in female rats. Although there were some increases in
the mean I-month study Cmax and AUCO-last exposures after
repeated dosing compared to single dosing at each dose level in both
male and female rats, these increases were consistently less than 2-
fold and therefore are likely to be within the variability of the data.
The Cmax and AUCO-last exposures from the 6-month study were
broadly consistent with those from the 1-month study in both male
and female rats at all dose levels, with the exception that the female
30 mg/kg AUCO-last exposure data from the 6-month study exhibited
high variability. In the 1-month study, the data suggested a possible
cender difference in the exposure of capivasertib in rats with males
cenerally showing higher exposures in terms of mean AUCO-last than
females. However, there were no conclusive gender-related
differences in capivasertib exposure from the 6-month rat study.
Overall. a gender difference in rat TK is considered unlikely given
the lack of consistent and compelling evidence across the two studies.
(Dog single and Multiple Dose Toxicokinetics):

In dogs. mitial absorption appeared to be rapid, with tmax generally
occurring at 0.3-4 hours. The exposure to capivasertib following a
single dose and at steady state, in terms of mean Cmax and AUCO0-
last. increased approximately proportional to dose. Although there
were some increases in the mean Cmax and AUCO-last after repeated
dosing compared to single dosing at each dose level, these increases
were consistently less than 2-fold and therefore are likely to be within
the variability of the data. The Cmax and AUCO-last exposures from
the 9-month study were broadly consistent with those from the 1-
month study in both male and female dogs at all dose levels. There
was no apparent gender difference in the exposure of capivasertib in

dogs.

3) Distribution

IKPJO11 - The extent of binding of [14C]-capivasertib to human
serum albumin (HSA), human alpha 1-acid glycoprotein (al-AGP)
and to proteins in freshly prepared whole human (male and female)
plasma. [rozen male human plasma and in {rozen plasma of mouse
(male), rat (male) and dog (male) was determined in vitro by
cquilibrium dialysis. The percentage unbound of [14C]-capivasertib

was determined in plasma from mouse, rat, dog over the




concentration range 0.5 to 20 pg/ml. and over the concentration range
0.05 to 5 pug/mL in human plasma. Additionally. the in vitro
partitioning of [ 14C]J-capivasertib between human blood cells and
plasma was determined at a single concentration of 0.5 pg/ml.

There was slight concentration dependent change in plasma protein
binding over the range investigated in mouse. rat and dog. with the
extent of the percentage unbound increasing with increasing
concentration of [14C]-capivasertib. However. plasma protein
binding appeared to be independent of concentration in human
plasma and serum albumin over the concentration range investigated.
A concentration dependent effect was observed in binding to human
alpha 1-acid glycoprotein (AGP). The mean plasma to blood ratio
was 0.714 and the mean proportion of [ 14C]-capivasertib associated
with blood cells was 61%.

BS003919-61 - The human plasma protein binding of AZ14102143
was determined by equilibrium dialysis at a single clinically relevant

concentration of 5 pM, for the purpose of supporting interpretation of
in vitro DDI data. Percentage unbound in human plasma for
AZ14102143 was determined to be 36.8 = 2.92 % (n=3
determinations).

KMRO012 - The tissue distribution and the time-course of tissue
radioactivity concentrations of radioactivity following a single oral
administration of 10 mg/kg [14C]-capivasertib to male and female
rats, including pigmented animals, was studied by quantitative whole-
body autoradiography (QWBA).

Capivasertib related material was rapidly absorbed from the
gastrointestinal tract and widely distributed throughout the animal
body with the majority of tissues sectioned containing measurable
concentrations of radioactivity at 1 hour after dosing. The
radioactivity distribution pattern in male and female albino rats was
broadly similar to that observed in male partially pigmented rats
except in melanin-containing tissues, particularly the pigmented skin
and the uveal tract of the eye, which had measurable levels of
radioactivity throughout the study

The majority of tissues contained concentrations greater than those in
whole-blood and when tissue radioactivity concentrations were
greatest, the highest concentrations were generally associated with
the bile, liver, kidney, caecum wall. small intestine wall, urinary
bladder and uveal tract and lowest concentrations were associated
with bone surface, brain and spinal cord (concentrations below limit
of quantification at all investigated time-points). the lens of the eve,
seminal vesicles and testis. Where they could be accurately estimated,
half-lives for the declines in tissue radioactivity concentrations were
between 2 and 10 hours 1n the majority of tissucs analysed. although
those for the pancreas and non-pigmented skin were slightly longer.
By 24 hours post-dose. radioactivity concentrations were below the
limit of quantification in approximately half of all tissues and by 168




hours. measurable radioactivity was confined 10 pigmented skin and
the uveal tract of the eyve. in which it was stll present at 168 and 504
hours. respectively. Apart from association with melanin, there was

no notable persistence of radioactivity in tissucs.

B5002913-71 - Capivasertib (I pM) was incubated for 4 hat 37 °C

with HLM (1 mg mL in buffer) under equilibrium dialysis conditions
in a 96-well equilibrium dialysis plate. The overall mean + SD
unbound fraction of capivasertib in HLM under the experimental
conditions emploved was 0.622 + 0.0310.

BS003400-59 - Capivasertib (1 pM) was incubated for 4 h at 37 °C

with HH (1 million cells/mL in buffer) under equilibrium dialysis
conditions in a 96-well equilibrium dialysis plate. The overall mean +
SD unbound fraction of capivasertib in HH under the experimental
conditions employed was 0.647 + 0.0196.

4) Metabolism

KMNO010, KMX013, BS000901-99, BS002337-75, BS002337-76 —

The metabolism of capivasertib has been investigated in vitro using
RH, DH and two HH donor preparations, and in HLM and expressed
CYP and UGT enzymes. The contribution of UGT enzymes was
further investigated using expressed enzymes and the contribution of
CYP enzymes was further investigated using Silensomes™ (HLM
where individual CYP 1soforms have been chemically and
irreversibly inactivated using CYP specific mechanism-based
inhibitors). The CYP, UGT and SULT contribution to the in vitro
metabolism of capivasertib in HH.

There was moderate metabolism of capivasertib by RH and DH with
approximately 59% and 62% parent compound remaining after 180
mins incubation, respectively. HH metabolised capivasertib more
slowly than RH or DH with ~78% remaining as parent compound
after 180 mins incubation. In addition, the metabolite profiles from
the two HH preparations appeared to be qualitatively and
quantitatively similar. Across the species, at least 14 different
metabolites were identified by liquid chromatography with
radiometric detection (LC-RAD) and LC-MS/MS. All the metabolites
generated by HH were also formed by RH or DH indicating that the
species used in the toxicology studies have been exposed to the major
metabolites produced in HH in vitro incubations. The major
metabolite formed by DH and HH was a direct glucuronide whereas
the major metabolite in RH was a sulphate conjugate of capivasertib.
The position of the glucuronide and sulphate could not be localised,
but it is likelyv that the glucuronide was AZ14102143. Indeed,
formation of AZ14102143 by HH as the major direct glucuronide
was subsequently confirmed. Six mono-oxygenated metabolites were
also 1dentified and, in the presence of aminobenzotriazole (ABT), the
major human peak was stll the glucuronide of [14C]-capivasertib
whereas the levels ot mono-oxvgenated metabolites were all reduced
in the presence of ABT. This strongly supports the formation of

mono-oxygenated metabolites being mediated by CYP enzyvmes.




Capivasertib was a substrate of the UGT isoforms UGTI1AL,
UGTIA3, UGT1A4, UGTIA9 and UGT2B7, where UGT2B7 was
the major enzyme involved in the formation of AZ14102143
contributing 84% of the total glucuronidation amongst the seven
tested isoforms. Capivasertib was not a substrate of UGT1A6 and
UGT2B15. Capivasertib was metabolised following incubation with
heterologously expressed CYP2D6, CYP3A4, CYP3AS, CYP2C9.
CYP1AL, CYP2C19 and CYP2B6 but not by CYP1A2, CYP2AS,
CYP2C8 or CYP2EIL. Based on the relative expression levels of these
CYP isozymes, and the fact that inhibitory antibodies against
CYP3A4 reduce the levels of the mono-oxygenated metabolites, it is
likely that CYP3A4 will play the largest role in vivo, with
contributions from CYP2C9 and CYP3AS5. Further experiments using
Silensomes™ to identify the CYP isoforms responsible for
metabolism of capivasertib showed that CYP3A4 was primarily
responsible for the CYP-mediated metabolism. In HH, capivasertib
metabolic clearance was mediated approximately 44% by CYP
(predominantly oxidation), and 53% predominantly by UGT with a
minor contribution by SULT.

DMPKTrax 079 - Human plasma metabolites of capivasertib were

detected and quantitied by NMR using steady state AUC pooled
samples from the first-time-in-human multiple-ascending-dose
(MAD) study D3610C00001 Cohort 4, Day 8 (400 mg, BD). In
addition. UHPLC-UV-MS was used to semi-quantify and
characterise metabolites in plasma and urine.

This study enabled the definitive quantification of parent-related
material for capivasertib in the MAD AUC-pooled plasma sample
using NMR techniques, bolstered by structural characterisation data
from UHPLC-UV-MS/MS analyses. Although semi-quantitative in
nature, complementary UHPLC-UV data were in good agreement
with definitive quantification by NMR in steady-state plasma,
showing the two metabolites M2, M1 and capivasertib present at
78.0. 1.2 and 17.0% total parent-related material, respectively, along
with a number of minor trace-level metabolites of capivasertib, due to
an inherently lower limit of detection by UHPLC-UV-MS
BE002560-11 - Semi-quantification of AZ14102143 (M2) in human
urine was performed.

Semi-quantitative UHPLC-UV-MS data were also presented for

metabolites of capivasertib in urine (0-24hr), where the major
response was characterised as AZ14102143 (M2). The UV response
of AZ14102143 was determined to be approximately 5-fold higher
than unchanged capivasertib in urine. The mean fraction of the
capivasertib dose excreted unchanged in the urine ranged from 3.8%
to 7.4% (Study D3610C00001), therefore it can be estimated that
AZ14102143 (M2) represented 19% to 37% of the dose in urine in
study D3610C00001.




4894 KV - In vivo metabolism of capivasertib in rats has been
investigated using plasma. urine, faeces and bile samples collected
following oral (10 mg/kg) and intravenous (1 me kg) administration
of [ 14C]-capivasertib to intact and bile duct cannulated (BDC) male
and female rats,

Unchanged capivasertib was identified as the major circulating drug-
related component following oral administration to intact rats and
accounted for a mean of 63% of the plasma radioactivity AUC. In
male rats the most abundant metabolites resulted from mono-
oxidation on the piperidine ring (M17) and mono-oxidation on the
pyrrolo-pyrimidine region of the molecule (M9). In female rats the
most abundant metabolite resulted from sulphate conjugation (M12).
Following oral administration of capivasertib to intact rats, the largest
proportion of the radioactive dose was excreted unchanged in the
excreta (33 and 49% of the dose in male and female animals
respectively), with the largest proportion of this being recovered in
the faeces (28 and 46%) suggesting oral absorption may not be
complete. In the male animals the most abundant metabolites resulted
from mono-oxidation on the piperidine ring (M17) and mono-
oxidation on the pyrrolo-pyrimidine moicty (M9): both metabolites
were also detected in the female excreta. A sulphate conjugate M12
was the most abundant metabolite detected in the female excreta;
metabolite M12 accounted for 20% of the dose in the female animals
and 1% in the male animals.

Following oral administration of capivasertib to bile duct cannulated
rats, a large proportion of the radioactive dose was excreted
unchanged in the excreta (42 and 39% of the dose in male and female
animals respectively), with the largest proportion of this being
recovered in the faeces (36 and 28%). Only a small proportion of
unchanged capivasertib was recovered in the bile. In the male
animals, abundant metabolites resulted from oxidation of the
piperidine to form a carboxylic acid and oxidation on the pyrrolo-
pyrimidine (M1, M4 and M7), mono-oxidation on the pyrrolo-
pyrimidine region (M8) and M17. representing between 5 and 9% of
the dose. The sulphate conjugate (M12) represented 6% of the dose.
[n the female animals, the sulphate conjugate (M12) represented 39%
of the dose, with the largest proportion being recovered in the bile
(38%). The tri-oxidised M1 metabolite represented 6% of the dose.
AZ14102143 was detected mainly in the bile representing <2% of the
dose in males and females.

Following intravenous administration to bile duct cannulated animals,
a large proportion of the radioactive dose was excreted unchanged in
the excreta (27 and 32% of the dose in male and female animals
respectively), with the largest proportion of this being recovered in
the urine (18 and 19%). In the male animals. the most abundant
metabolites were the oxidation products M1. M4. M7 and M8 that

represented between 6 and 14% of the dose. and the sulphate




conjugate (M12) that represented 5% of the dose. In the female
animals the sulphate conjugate (M12) was the most abundant
excreted drug related component that represented 41% of the dose,
with the larger proportion of this recovered in the bile (39%). The tri-
oxidised M1 metabolite represented 7% of the dose. AZ14102143
was detected mainly in the bile and represented <2% of the dose in
males.

5) Excretion

KMRI016 - Following the single oral (10 mg/kg) or intravenous (1
mg/kg) administration of [14C]-capivasertib to intact male and
female rats, the excretion of radioactivity and the distribution
between plasma and blood was assessed. Complete recoveries of
administered radioactivity in the excreta of the animals were attained
by 168 hours after oral and intravenous dose administration. The
majority of radioactivity was chiminated within 48 hours, irrespective
of the dose route. One week after dosing, elimination of radioactivity
was complete with <0.5% of the administered dose remaining in the
carcasses. Routes and rates ol excretion were similar in male and
female animals. Following oral dosing, the recovery of radioactivity
in the faeces of male animals (92%) was identical to female animals
(92%). Faecal recovery of radioactivity from intravenously dosed rats
was also similar between genders. 76% for males and 82% for
females, but lower than after oral administration. The mean recovery
of admimnistered radioactivity m urine following oral administration
(2-4%) was lower than after intravenous administration (15-17%).
Radioactivity was not detected in expired air at significant levels,
suggesting that the position of the radiolabel within the molecule was
stable and suitable for use in this type of study. Following an oral
dose, the maximum mean concentration of radioactivity in blood
(0.40 and 0.20 nmol'g for males and females, respectively) and
plasma (0.45 and 0.25 nmol/g for males and females, respectively)
was observed at 2 hours post-dose. Concentrations declined between
2 and 6 hours (the final sampling time), but concentrations in each
matrix were still detectable.

Following oral administration. the ratio of blood: plasma
radioactivity concentrations were approximately unity (range 0.81 to
0.90) at 20 minutes and 2 hours in male and female animals. This
suggested there was 35 1o 45% blood cell binding.

4330KR - Study was performed to determine the rates and routes of
excretion kinetics of [ 14C]-capivasertib following oral (10 mg/kg)
and mtravenous (1 mg 'kg) administration to male and female BDC
rats. The study also generated samples of plasma and excreta for
metabolite profiling and identification from intact and BDC rats.
Following oral administration. biliary elimination was the
predominant route of elimination, accounting for 45% in the male rat
and a mean of 53% in the females. Urinary elimination accounted for
7.6% in the male rat and a mean of 13% in females, whilst faccal

excretion accounted for 439% and 33% of the administered dose in




males and females, respectively. Considering levels of radioactivity
m urine and bile following oral administration, it would suggest that
at least 53% and 64% of the administered dose was absorbed.
Following intravenous administration, biliary climination was the
predominant route of elimination. accounting for a mean of 65% and
64% in males and females, respectively. Urinary elimination
accounted for 26% (males) and 24% (females) of the administered
dose, whilst faecal excretion accounted for 11% and 13% of the
administered dose in males and females, respectively. Levels of
radioactivity in faeces following intravenous administration would
suggest that 20-30% of the administered oral dose was unabsorbed.

6) Pharmacokinetic
Interactions (preclinical)

KMX009 - The ability of capivasertib to competitively inhibit CYP

was investigated in HLM over a concentration range of 0.023 to 50
uM. Reversible inhibition was demonstrated for CYP2D6 with an
IC50 value of 5.3 pM, however, for the other CYPs tested 1C50
values were >16.7 UM or >50 uM.

The potential of capivasertib to cause time-dependent inhibition
(TDI) of human hepatic CYP isoform-mediated enzyme activity was
mvestigated in HLM following a 30 min pre-incubation with
microsomal protein in the absence or presence NADPH. There was
no evidence to suggest that capivasertib caused TDI of CYP1A2,
CYP246, CYPZB6, CYP2C8, CYP2C9, CYP2C19, CYPZ2D6 or
CYP2EI enzyme activities. Capivasertib caused TDI of CYP3A4/5
as an icreased inhibitory effect on CYP3A4/5 mediated enzyme
activity was observed when capivasertib was pre-incubated in the
presence of NADPH when compared with pre-incubation in the
absence of NADPH. Capivasertib (16.7 uM) decreased CYP3A4/3
enzyme activity by 61.1% and 73.9% for midazolam 1°-hydroxylase
andtestosterone 6f-hydroxylase, respectively.

B5001265-84. BS001265-85- The ability of capivasertib to reversibly

inhibit CYP was investigated in HLM over a higher concentration
range of 0.5 to 150 pM. No inhibition of CYP1A2 or CYP2A6 by
capivasertib was observed at the concentrations tested. A low level of
inhibition of CYP2CS8, CYP2E1 and CYP3A4/5 (nifedipine
substrate) was observed at the highest capivasertib concentrations
(maximum inhibition of 30%, 14% and 38% respectively at 150 uM).
Capivasertib inhibited CYP2B6, CYP2C9, CYP2C19, CYP2D6, and
CYP3A4/5 (midazolam substrate) with measurable IC350 values of
134, 75.7, 122, 15.2 and 54.7 uM, respectively.

KMX004- The TDI parameters KI (inactivator concentration that

results in half the maximal rate of inactivation) and kinact (first-order
rate constant that relates the maximal rate of formation of mactive
enzyme to the active enzyme concentration) for capivasertib against
CYP3A4/5 mediated midazolam 1’-hydroxylation were determined.
In this study. capivasertib (1.23 to 100 uM) was pre-incubated with
HLM for up to 30 min, in the presence or absence of NADPH.
Capivasertib was shown to inhibit CYP3A4/5 in a time- and




concentration-dependent manner. The kinetic parameters of
inactivation. kinact and KI were determined by non-linear regression
of the inactivation rate data. The kinact and K1 were calculated to be
0.040 min-1 and 10.5 nM. respectively.

AZM100108-02 - The pregnane X receptor (PXR) activation
potential of capivasertib was assessed using a human hepatoma cell

line, HepG2, transiently transfected with PXR expression vector and
luciferase CYP3A4 reporter plasmid. No induction was observed at
concentrations up to 50 uM (26 pg/ml).

KMX014 - The potential of capivasertib to cause TDI of CYP3A4/5
in pooled cryopreserved HH was studied. The kinetic parameters
associated with the TDI of CYP3A4/5 were determined by pre-
incubating capivasertib over a concentration range of 1.2, 3.7, 11, 33,
and 100 pM for 0. 5. 10. 20, 30, and 60 min. At the end of this pre-
incubation period, an aliquot of the initial incubation was diluted 5-

fold into a secondary incubation mixture and the model substrate
(midazolam) was added at five times the Km concentration.
Capivasertib was shown to inhibit CYP3A4/5 (midazolam 1°-
hydroxylation) in a time and concentration-dependent manner. The
rate of CYP3A4/5 inactivation was calculated for cach capivasertib
concentration. The kinetic parameters of mactivation. kinact and KI
were determined by non-linear regression of the inactivation rate
data. The kinact and K| values were calculated to be 0.027 = 0.006
min-1 and 24 = 16 uM. respectively.

KMX018 -The potential for capivasertib to induce liver CYP
enzymes 1A1/2, 2B6 and 3A4/5 in primary cultures of HH (n=3
donors) was investigated. Induction was measured by enzyme activity
assays selective for CYP1A1/2 (phenacetin O-deethylation),
CYP2B6 (S-mephenytoin N-demethylation) and CYP3A4/5
(testosterone 6B-hydroxylation). Changes in CYP mRNA expression
were also assessed by quantitative reverse transcriptase polymerase
chain reaction (RT-PCR). Incubation of capivasertib with three
different HH donors. at concentrations up to 50 uM. resulted in
concentration dependent increases in CYP3A4 mRNA expression
with maximum fold induction of 11, 10 and 14-fold which was 8%.
21% and 3% respectively of the positive control inducer response. No
changes in enzyme activity were observed which is consistent with
the knowledge that capivasertib is an in vitro TDI of CYP3A4/5. In
addition, incubation with capivasertib resulted in concentration
dependent increases in CYPIA2Z mRNA (5.4, 9.5 and 5.9-fold which
was 0%, 4% and 3% respectively of the positive control inducer
response in these donors) and enzyme activity (3.9, 2.1 and 2.3-fold
which was 6%, 3% and 3% respectively of the positive control
inducer response in these donors) in all three donors at concentrations
up to 50 uM. There was no evidence of induction of CYP2B6 activity
or mRNA expression at concentrations up to 50 pM in any of the

evaluated donors.




ONC5363-0001 PR-CYP - In vitro CYP3A4 induction DDI by

capivasertib was further assessed and quantitatively evaluated in a

single human hepatocyte donor (HH1103) characterised using the
relative induction score (RIS) approach. Capivasertib (0.15-50 uM)
was incubated with HH (HH1103) for 48 hr to determine the fold
change in CYP3A4 mRNA relative to vehicle control. Induction
parameters Emax and EC50 were determined to be 12-fold and 24.9
uM. respectively. Using an Imax. u value of 0.7175 uM. and the
proposed equation. RIS = Emax * Imax. u/ EC50 + Imax, u, the RIS
for capivasertib was calculated to be 0.33. Applying the RIS value of
0.33 to the calibration curve generated for human hepatocyte donor
HH1103. with 18 compounds showing a range of clinical CYP3A
induction, projected a decrease in the AUC of oral midazolam
(sensitive CYP3A4/5 substrate) of 69% indicating capivasertib as a
moderate CYP3A4 inducer. It should be noted that the RIS method
considers induction only and does not project the net outcome of
induction and TDIL In addition, concentration dependent increases in
CYPIAZ2 and CYP2B6 mRNA were observed and corresponding
EC50 and Emax values of 15.6 uM and 4.55-fold, and 20.1 pM and
0.10-fold for CYP1A2 and CYP2BG, respectively were determined.
The potential for clinically relevant induction of CYP1A2, by
capivasertib, could be excluded using the Fold-change method while
the potential for clinically relevant induction of CYP2B6 could not be
excluded. Formation of AZ14102143 was confirmed (19%) during
the hepatocyte incubation and therefore its potential contribution to
induction DDI was incorporated in the assessment.

KMNO025- The potential for capivasertib to act as an in vitro inhibitor
of the human kidney uptake transporter OCT2 expressed in HEK293
cells (HEK-OCT2) was investigated. The inhibitory potential of
capivasertib was assessed by measuring the uptake of the probe
substrate [ 14C]-metformin (5 uM) into HEK-OCT?2 or empty vector
(HEK-vector control) cells atter a 2 min incubation period, in the
absence and presence of a range of concentrations of capivasertib
(0.01 to 100 uM). Capivasertib inhibited the OCT2-mediated uptake
of [14C]-metformin over the concentration range tested, with an IC50
value of 1.34 uM.

The ability of capivasertib to act as a substrate for OCT2 was
investigated in non-transfected and OCT2-transfected HEK293 cells
over a concentration range of 0.07 - 7.0 uM. In these transfected
cells. uptake of capivasertib was mainly mediated by passive
diffusion. however, there was some evidence of a low level of uptake
mediated by OCT2.

Pop inhib 28Juni2 AZ12952302- The potential for capivasertib to

act as an 1 vitro mhibitor of the human efflux transporter P-gp
(MDRI. ATP-binding cassette Bl) when expressed in MDCKII-
MDRI cells was investigated. The inhibitory potential of capivasertib

was assessed by measuring the basolateral-to-apical (B-A) transport




ol the probe substrate [3H]-digoxin (5 uM) over a 90 min incubation
period at 37°C in the absence and presence of a range of
concentrations of capivasertib (1 to 300 uM). Capivasertib did not
inhibit the P-gp-mediated transport of [3H]-digoxin over the
concentration range tested.

05102012 OATPIBI inhib AZ12952302 The potential for
capivasertib to act as an in vitro inhibitor of human hepatic uptake
transporter OATP1B1 expressed in HEK293 cells (HEK-OATPIBI)
was investigated. The inhibitory potential of capivasertib was
assessed by measuring the uptake of the probe substrate [3H]-
estradiol 1703 glucuronide ([3H-EG]; 0.02 uM) into HEK-OATP1B1
or empty vector (HEK-vector control) cells after a 2 min incubation

period, in the absence and presence of a range of concentrations of
capivasertib (0.3 to 100 uM). Capivasertib inhibited the OATPIBI-
mediated uptake of [3H]-estradiol 170 glucuronide over the
concentration range tested, with an IC50 value of 15 uM.
BE000458-19 AZ12952302- The potential for capivasertib to act as
an in vitro inhibitor of the human efflux transporter BCRP (breast

cancer resistance protein; ABCG2) expressed in Caco-2 cells was
investigated. The inhibitory potential of capivasertib was assessed by
measuring the basolateral-to-apical (B-A) transport of the probe
substrate [3H]-rosuvastatin (1 uM) across Caco-2 cell monolayers
after a 90 min incubation period at 37°C. in the absence and presence
of a range of concentrations of capivasertib (1 to 300 uM).
Capivasertib inhibited the BCRP-mediated transport of [3H]-
rosuvastatin over the concentration range tested, with an IC50 value
of 100.1 puM.

BS001265-62- The potential of capivasertib to inhibit UGT1A1 and
UGT2B7 enzymes was determined in HLM over a concentration
range of 0.3 to 300 pM. Inhibition was demonstrated for UGTIA|
with an IC50 of 85 uM. Inhibition of UGT2B7 activity by
capivasertib was observed only at 300 pM, with 87% of the vehicle
control activity remaining but the inhibition was not sufficient to
determine an 1C50.

16AZTrP3- The potential for capivasertib to act as an in vitro
inhibitor of the human hepatic uptake transporter OATP1B3
cxpressed in HEK293 cells (HEK-OATP1B3) was investigated. The
inhibitory potential of capivasertib was assessed by measuring the
uptake of the probe substrate atorvastatin (0.15 pM) into HEK-
OATPIB3 or empty vector (HEK-vector control) cells after a 5 min
incubation period, in the absence and presence of a range of
concentrations of capivasertib (0.3 to 100 pM). Capivasertib inhibited
the OATP]B3-mediated uptake of atorvastatin over the concentration
range tested, with an IC50 value of 25.2 uM.

The potential for capivasertib to act as an in vitro inhibitor of the
human kidney uptake transporters OAT1 expressed in HEK293 cells
(HEK-OATTI) was investigated. The inhibitory potential of




capivasertib was assessed by measuring the uptake of the probe
substrate para-aminohippurate (PAH: 10 pM) into HEK-OATT or
empty vector (HEK-vector control) cells afier a 5 min incubation
period. in the absence and presence of a range of concentrations of
capivasertib (0.3 to 100 uM). Inhibition of OATI activity by
capivasertib was not sulficient to determine an 1C50 as only 13.9%
inhibition of OAT-mediated para-aminohippurate (PAH, 10 uM)
uptake was observed at the top capivasertib concentration tested (100
LuM).

The potential for capivasertib to act as an in vitro inhibitor of the
human kidney uptake transporters OAT3 expressed in HEK293 cells
(HEK-OAT3) was investigated (Study 16 AZTrP3). The inhibitory
potential of capivasertib was assessed by measuring the uptake of the
probe substrate furosemide (5 pM) into HEK-OAT3 or empty vector
(HEK-vector control) cells after a 5 min incubation period, in the
absence and presence of a range of concentrations of capivasertib (0.3
to 100 uM). Capivasertib was found to be an apparent activator of
OAT3 mediated furosemide (5 uM) uptake at lower concentrations
(0.3 to 3 uM) with inhibition of furosemide (5 pM) uptake being
observed at higher concentrations (30 to 100 uM). An IC50 was not
determined although it was observed that 50% nhibition of control
activity could be achieved at a capivasertib concentration of 28 pM.
The potential for capivasertib to act as an in vitro inhibitor of the
human kidney efflux transporters MATE] and MATE2-K in
HEK293 cells was investigated

The inhibitory potential of capivasertib was assessed by measuring
the uptake of the probe substrate metformin (50 pM) into HEK-
MATE1, HEK-MATE2-K or empty vector (HEK-vector control)
cells after a 10 min incubation period. in the absence and presence of
a range of concentration of capivasertib (0.3 to 100 uM).
Capivasertib inhibited the MATET and MATE2-K-mediated
transport of metformin with [C50 values of 1.79 uM and 14.0 pM.,
respectively.

The potential for capivasertib to act as a substrate for P-gp in MDCK-
MDRI1 cells was investigated at concentrations of 1. 10, 50 and 100
uM and at | uM in the presence and absence of the P-gp inhibitor
valspodar. At 1 uM. the measured concentrations of capivasertib in
the A to B direction with MDCK cell monolayers were below LLOQ.
As such, the Papp (A to B) value in MDCK cells, the efflux ratio in
MDCK cells and the relative eftlux rato (MDCK-MDRI1 cells vs.
MDCK cells) were not determined. At 1uM. the efflux ratio of
capivasertib was 116 in MDCK-MDRI cells. in the presence of
valspodar this efflux ratio collapsed to 0.18. indicating 100%
inhibition of capivasertib efflux in MDCK-MDR1 cells. At 10 uM,
the relative efflux ratio of capivasertib was 4.4. These results at | uM
and 10 pM indicate that capivasertib is a substrate of P-gp. At higher

capivasertib concentrations, relative efflux ratios of 0.98 and 1.55




were observed at 50 pM and 100 pM respectively indicating
saturation ol active transport.

The potential for capivasertib to act as a substrate for BCRP in
MDCK-BCRP cells was investigated at concentrations of 1, 10, 50
and 100 uM and at 1 uM in the presence and absence of the BCRP
inhibitor Kol43. At 1 pM. the measured concentrations of
capivasertib in the A to B direction with MDCK cell monolayers
were below LLOQ. As such, the Papp (A to B) value in MDCK cells,
the efflux ratio in MDCK cells and the relative efflux ratio (MDCK-
BCRP cells vs. MDCK cells) were not determined. At 1 uM, the
efflux ratio of capivasertib was 25.4 in MDCK-BCRP cells, in the
presence of Kol143 the efflux ratio was 41.6, indicating no inhibition
of capivasertib efflux in MDCK-BCRP cells. Thus, the efflux
observed in MDCK-BCRP cells is potentially due to canine P-g
expressed in the parental MDCK cells. At 10, 50 and 100 pM, the
relative efflux ratios of capivasertib were 0.41, 0.12 and 0.24
respectively. These results mdicate that capivasertib is not a substrate
of BCRP.

BS001705-69- The potential of capivasertib to inhibit UGT1A9 was
determined in HLM over a concentration range of 0.1 to 1000 puM. It
was concluded that capivasertib does not have a significant inhibitory
cffect on the activity of UGTTA9 up to 1000 uM in human liver
microsome incubations.

BS003400-56- The potential of capivasertib to inhibit UGT1A4 was
determined in HLM over a concentration range of 0.3 to 300 pM. It
was concluded that capivasertib does have some inhibitory effect on
the activity of UGT1A4 as nearly 50% inhibition (45.5%) of
UGTI1A4 activity was observed at the highest evaluated capivasertib
concentration of 300 pM.

BE000901-57-The transport characteristics of capivasertib in HH
were assessed. [t was shown that active transport contributed to the
total uptake of capivasertib in HH in vitro.

BS001884-52, BS001884-58-The ability of AZ14102143 to

competitively inhibit CYP was investigated in HLM over a
concentration range of | uM to 300 pM. AZ14102143 produced
minor reversible inhibition of CYP1A2 (22%), CYP2A6 (10.2%),
CYP2B6 (18.2%), CYP2C19 (13.1%), CYP2D6 (9.1%) and CYP2E1
(11.4%) at the highest evaluated concentration but not sufficient to
determine an [C30 (IC50 values >300 pM). AZ14102143 did not
inhibit CYP2CS. CYP2CY and CYP3A4/5 over the evaluated
concentration range. |

BS001884-49- The potenual for AZ14102143 to act as an inhibitor of]
the human efflux transporter P-gp when expressed in MDCKII-
MDRI1 cells was assessed by measuring the basolateral-to-apical
transport ol the probe substrate digoxin over a 120-min incubation
period at 37°C in the absence and presence of a range of
concentrations ol AZ14102143 (1 uM to 300 uM). It was found that




AZ14102143 did not cause inhibition of digoxin transport over the
concentration range tested.

BS001884-50- The potential for AZ14102143 to act as an inhibitor of
the human efflux transporter BCRP in Caco-2 cells was assessed by
measuring the basolateral-to-apical transport of the probe substrate
rosuvastatin (I pM) across Caco-2 cell monolayers after a 120-min
incubation period at 37°C. in the absence and presence of a range of’
concentrations of AZ14102143 (1 uM to 300 uM). It was found that
AZ14102143 caused little inhibition of rosuvastatin transport over the
concentration range tested such that the apparent IC50 value was
=300 uM.

BS001884-51- The potential for AZ14102143 to act as an inhibitor of
the human OATP protein expressed in HEK293 cells (HEK-
OATP1B1) was assessed by measuring the uptake of the probe
substrate estradiol glucuronide, (5 uM) into HEK-OATP1BI or
empty vector (HEK-vector control) after a 2-min incubation period.
in the absence and presence of a range of concentrations of
AZ14102143 (1 uM to 300 pM). It was found that AZ 14102143 is an
inhibitor of human OATPIBI, with an IC50 value of 65.8 uM.
19AZTrP7- Capivasertib was shown not to be a substrate for the
hepatic uptake transporters OATP1B1 and OATP1B3 when studied
In vitro using transporter-expressing HEK293 cells.

7) Other Pharmacokinetic N/A
Studies

4. Toxicology:

1) Single-Dose Toxicity N/A

2) Repeat-Dose Toxicity 20279282

Rising-Dose and Multiple Dose Study by Oral Gavage in Mice

Capivasertib when given orally once daily at 75, 150 and 300 mg/kg
for 14 days to CByB6F1 hybrid (Tg.rasH2 non-transgenic littermate)
mice was well tolerated at dose levels up to 300 mg/kg in males and
150 mg/kg mn females based on few clinical signs and only transient
weight losses at 300 mg/kg in females. However, mortality was
observed at 300 mg/kg in females. There were nonadverse
capivasertib-related changes in haematology and clinical chemistry at
> 75 mg/kg. In addition. there were nonadverse capivasertib-related
microscopic changes in the mandibular salivary gland (= 150 mg/kg).
liver (= 75 mg/kg; with increases in liver weight at > 150 mg/kg).
pancreas (= 150 mg/kg in females and 300 mg/kg in males) and
thymus (= 75 mg/kg; with decreases in thymic weight). In addition.
there were decreased spleen weights at > 75 mg/kg in females or
decreased testis and epididymis weights at > 150 mg/kg in males with
no microscopic correlate. The MTD was considered to be 300 mg kg
for males and 150 mg/kg for females.

8003410

One Month Oral (Gavage) Toxicity Study in Transgenic Mouse




Daily oral administration of capivasertib 1o transgenic mice for 28
days was generally well tolerated. Administration of the test item was
associated with reduced body weight gains in males at 300
mg/kg/day, disturbance in glucose metabolism at all doses. and
secondary increase in liver enzymes and bilirubin. as well as higher
mean liver/gallbladder weights and increased hepatocellular
vacuolation. Microscopic findings were also observed in thymus in
males and females at >150 mg/kg/day. in testis in males at =150
mg/kg/day, and in the liver of males and females at all doses. Due to
the severity of the adverse microscopic findings observed in the testis
at 300 mg/kg/day, the no observed adverse-cffect level (NOAEL) for
males and females was considered to be 150 mg/kg/day. At the
INOAEL, the mean Cmax and AUC(0-t) values were 22.1 pmol/L and
78.2 umol=h/L, respectively. after 28 days of dosing.

2239DR

MTD Study in the Rat

Daily oral doses of 500 or 300 mg/kg/day for 1 or 2 days resulted in

premature termination of animals due to adverse signs. In decedents
and the survivor at 300 mg/kg/day there were transient decreases in
body weight, increases in glucose and associated increases in insulin,
and gross pathological changes in the gastrointestinal tract.

The MTD for 2 days was 150 mg/kg/day. although there were also
transient decreases in body weight and increases in glucose and
insulin at this dose level

2374DR

MTD and 7-Day Oral Toxicity Study in the Rat

Daily doses of 50, 100 and 150 mg/kg/day capivasertib were tolerated

for seven days with reduced food consumption and associated body
weight changes. At all dose levels there was also increased insulin
with associated changes in blood glucose and pathology in the liver
(glycogen vacuolation) and pancreas (hypertrophy/hyperplasia of the
islet cells). Pathological changes in the kidneys and associated
changes in urine parameters were also apparent. Testicular changes
were present at 100 and 150 mg/kg/day but not at 50 mg/kg/day. Due
to the changes in insulin and glucose at the lowest dose, a no
observed effect level (NOEL) was not identified in this study.
2638AR

One Month Oral Toxicity Studyv with Assessment of Recovery in
the Rat

Daily doses of 100 mg/kg/day capivasertib were tolerated for 28 days

but there was a greater severity and/or higher frequency of findings in
males compared to females. There were body weight changes, either
losses (males) or reduced gain (females) and an associated reduction
in food consumption in males. Increased urine output was seen in
both sexes and was associated with increased water consumption in
high dose males only. There was altered insulin signalling with

associated increases in the blood glucose (both sexes) and increased




isulin levels (only measured i males). and histopathology findings
in the liver and pancreas. There were histopathological and/or organ
welght changes in the reproductive organs (testes and prostate or
uterus and ovaries). and cffects on the hacmopoietic system (thymus,
bone marrow. spleen and white cell changes) and changes in the
pituttary (males). thyroid (males) and adrenals (both sexes). Although
most of these changes were reversible the changes in the testes and
bone marrow did not reverse after 28 days off dose. ‘
AL 30 mg/kg/day there were changes in urine output (both sexes).
Histopathological and blood glucose changes were similar to those
scen at 100 mg/kg/day, but they were generally of lower severity or
seen at lower frequency than at 100 mg/kg/day and there were no
effects in the male or female reproductive organs or the pituitary.
Although there was one incidence of polyuria seen at 10 mg/kg/day,
this was not considered to be adverse, therefore 10 mg/kg/day was
considered to be the no observed adverse effect level (NOAEL).
527477

Six Month Oral Toxicity Study in the Rat

Oral gavage administration of capivasertib to rats once a day for 6
months at 10, 30, 100 (males) or 150 mg/kg/day (females) was
cenerally well tolerated. Administration of the test item was
associated with reduced body weight gain and food consumption at
100/150 mg/kg/day and reduced body weight gain for males at 30
mg/kg/day. Clinical pathology changes were evident at >30
mg/kg/day. however they were more prevalent and pronounced at
100150 mg/kg/day and included electrolyte, glucose, insulin and
total protem changes. At =30 mg/kg/day for males, microscopic
findings were observed in kidney. liver, pancreas, adrenal gland and
thyroid gland. At 100,150 mg/kg/day microscopic findings were also
observed in thvmus. femur and sternum bone marrow for both sexes,
and for males also in the pituitary gland, testis and epididymis. Due
to the microscopic [indings noted, the NOAEL was considered to be
30 mg/kg/day for females and 10 mg/kg/day for males.

1068DD

MTD and 14-Dayv Toxicity Study in the Dog

Results trom the MTD indicated that three doses at 60 mg/kg/day in

the male was tolerated. A single dose at 90 mg/kg in the male was not
tolerated with the animal killed for welfare reasons following adverse
clinical signs including emesis and inappetence. Three doses at

25 mg/kg/day n the female were tolerated.

For all other parameters, there were no toxicologically significant
changes considered to be related to treatment.

Following daily administration at 40 mg/kg/day for five days, both
the male and female dogs were killed for welfare reasons following

adverse clinical signs and mappetance in the female. The dose levels

of 15 and 30 mg/kg day for 14 days were tolerated. Target organs




identified following treatment with capivasertib include the GI Tract.
bone marrow, thymus, GALT and axillary and/or mesenteric lvmph
nodes. The NOAEL was considered to be 15 mg/kg/dav.

1112AD

One Month Oral Toxicity Study in Dog with Assessment of

Recovery

Oral administration of capivasertib to dogs for one month at dose
levels up to 30 mg/kg/day was tolerated but was associated with
reductions in body weight and reduced food consumption. An
alteration in insulin signalling was noted at all dose levels and an
increase m QTcR was noted at 30 mg/kg/day. Histopathological
changes were noted in the male reproductive tract (testes,
epididymides and prostate), thyroid gland, adrenal gland, pancreas.
liver and thymus at a dose level of 30 mg/kg/day. In addition the
thyroid, pancreatic and liver changes were noted in animals dosed at
10 mg/kg/day and 3 mg/kg/day (liver changes only). The effects were
reversible with the lesions in the prostate gland, thyroid gland,
pancreas, liver and thymus not apparent at the end of the 4 week
recovery period although findings were still present in the testes and
cpididymides. The NOAEL for this study was 3 mg/kg/day.

527482

Nine Month Oral Toxicity Study in the Dog

oral gavage administration of capivasertib to dogs once a day for 9
months at doses of 0, 1.5, 5, or 15 mg/kg/day was associated at >3
mg/kg/day with microscopic findings in the pancreas (islet of
Langerhans vacuolation) which correlated with increased glucose and
insulin levels, and at 15 mg/kg/day with high glycosylated
haemoglobin levels, microscopic findings in the testis (tubular
degeneration) and epididymis (cellular debris), and organ weight
changes 1n the testis (lower), epididymis (lower), liver (higher). and
adrenal gland (higher).

A dose level of 1.5 mg/kg/day was well tolerated and was considered
to be the NOEL established by this study.

3) Genotoxicity:
in vitro

2332BV
Bacterial Reverse Mutation Test

Capivasertib was not mutagenic in a 5-strain bacterial reverse
mutation test in Salmonella typhimurium LT2 strains TA1535.
TA1537. TA98 and TA100, and E. coli WP2 strain uvrA/pKM101,
when tested in the dose range 4.6 to 4100 pg (0.0107 to 9.56 pmol)
per plate in both the presence and absence of Aroclor 1254-induced
rat liver metabolic activation system (89). Concentrations were
limited by toxicity as indicated by reductions in the growth of
background lawns and decreases the incidence of spontaneous
revertant colonies seen at and above 405 pg (0.944 umol) per plate

for the four S. typhimurium strains, and at and above 1232 pg (2.87




mol) per plate for the E. coli strain in both the presence and absence
ol S9

2333MV

Mouse Lymphoma Cell Thymidine Kinase Locus Assay

Capivasertib was not mutagenic in the mouse lvmphoma L5178Y tk
Mouse Lymphoma Cell Thymidine Kinase Locus Assay, when tested
up to concentrations limited by toxicity following 3 hours exposure in
the presence of Aroclor 1254-induced rat liver metabolic activation
system (S9), and 3- and 24-hours exposure to capivasertib in the
absence of metabolic activation.

[n the presence of S9. concentrations of capivasertib evaluated to
determine mutant frequency were 0.10 to 0.45 mmol/L following 3
hours exposure. Precipitate was not seen at any analysed
concentration. Relative total growth (RTG) was 20% at the highest
concentration analysed. No significant increase in mutant frequency
was seer.

In the absence of S9, concentrations cvaluated were 0.10 to 0.45
mmol/L following 3 hours exposure and 0.00031 to 0.005 mmol/L
following 24 hours exposure. Precipitate was not seen at any analysed
concentration. RTG was decreased to 15% and 6% at the highest
concentrations tested following 3 and 24 hours exposure,
respectively. No significant increase in mutant [requency was seen.

In vivo (including supportive
toxicokinetics evaluation)

27180R

Rat Micronucleus Test

Capivasertib was administered to groups ot 7 male Wistar Han rats.
Groups were given two doses of 0. 15. 75 and 150 mg/kg 24 hours
apart and sampled for bone marrow analvsis 24 hours after the second
dose. Two oral doses of 150 mg kg is the MTD in rats (study
2239DR). As there were no substantial sex differences in the toxicity
of capivasertib male rats only were used.

There was a statistically significant increase in the incidence of
micronucleated immature erythrocytes (IE) above the vehicle control
in the highest dose level 150 mg/kg/day (P<0.03) in the initial count
of 2000 immature erythrocytes. The mean count was 3.9 MN IE /
2000 IE which lies just above the upper natural process limit for
vehicle control means. To clarifv the finding. the analysis was
extended to score a total of 6000 IE and following statistical analysis
the significance of the increase in MN 1E was greater (P<0.01). There
were no significant increases in MN 1E at 15 or 75 mg/kg/day,
therefore the NOEL is 75 mg/kg/day.

The IE:E ratio measured in 1000 cells was similar between the treated
and vehicle control group indicating there was no evidence of any test
article-induced toxicity to the bone marrow.,

Cyclophosphamide shides from a previous study where
cyclophosphamide was dosed at 20 mg kg were stained and coded
into the study as positive control slides. As expected. the incidence of

MN IE in the slides from rats previously dosed with




cyclophosphamide was significantly increased compared with the
vehicle control values.

It was concluded that two oral administrations of 150 mg/kg/day

capivasertib increased the incidence of micronucleated immature
crythrocytes i the bone marrow of Wistar Han rats

8331243
Rat Micronucleus

A sccond micronucleus test was conducted to identify a more precise
NOEL for micronucleus induction. Micronuclel were increased at
150 mg/'kg/day, but no effect was seen at the lower dose of 75
mg/kg/day. Therefore. the dose range between 75 and 150 mg/kg/day
was mvestigated in this current study. Capivasertib was administered
to groups of 7 male Wistar Han rats. Groups were given two doses of
0. 100. 125 and 150 mg/kg 24 hours apart and sampled for bone
marrow analysis 24 hours after the second dose.

Groups of male rats treated with capivasertib exhibited %IE values
(assessed 1n at least 500 cells) that were similar to the vehicle
controls and which fell within acceptable ranges. There was no
evidence of any test article-induced toxicity to the bone marrow.
Group mean frequencies of MN IE were similar to and not
significantly (p=0.05) higher than those seen in concurrent vehicle
controls for all dose groups. Individual frequencies of MN IE for all
treated animals at 100 mg/kg/day were consistent with historical
vehicle control distribution data and similar to frequencies observed
in the concurrent controls. For dose groups of 125 and 150 mg/kg/day
several animals did exhibit slightly elevated MN IE values compared
o concurrent controls, though none exhibited a MN IE value that
exceeded the upper limit of the historical vehicle control range. As
such. the slight dose related increase in MN IE was observed (linear
trend) was not statistically significant. The remaining animals in each
of these dose groups exhibited MN IE values that fell well within
historical vehicle control distribution data. Overall, these data did not
fulfil the criteria for a positive response.

As expected. the incidence of MN IE in the group dosed with positive
control cyclophosphamide was significantly increased compared with
the vehicle control values.

It was concluded that. capivasertib did not induce biologically
relevant increases m micronucleated immature erythrocytes in the
bone marrow of male Han Wistar rats when given two oral
administrations (24 hours apart) at doses up to 150 mg/kg/day (under
the experimental conditions employed).

Considering the data from the two in vivo rat micronucleus studies it

was concluded that as 150 mg/kg/day dose was positive for MN




formation (study 2718QR), the overall NOEL for MN [ormation in
the rat was 125 mg/kg/day.

2759KV

Kinetochore Labelling of Slides from the Rat Micronucleus Test

A study was completed to determine if the increase in MN 1E in the
bone marrow of rats administered 150 mg/kg/day capivasertib in
study 2718QR was a consequence of chromosome breakage or
chromosome loss (aneugenicity). Slides prepared in study 2718QR
were labelled using antibody-kinetochore probes to determine the
proportion of the micronuclei containing kinetochores, The presence
of a kinetochore in a micronucleus indicates that it contains a whole
chromosome and the micronucleus was formed by an ancugenic
process. It was concluded that the majority of the MN (86%) induced
in the bone marrow of rats given capivasertib contained a kinetochore
signal and therefore capivasertib has an aneugenic mode of action.
3274BR

Comet Assay

Capivasertib was administered to groups of 7 male Wistar Han rats.
approximately 10 weeks old at dosing. Groups were given 2 oral
doses of 0, 75 and 150 mg/kg 21 hours apart and sampled for liver 3
hours after the second dose. The doses selected were those used for
the rat micronucleus study in which an increase in the incidence ol
micronuclei was observed at 150 mg/kg/day (2718QR). The control
rats were dosed with vehicle, water containing 0.5% w/v
hydroxypropyl methylcellulose. The highest dose selected was the
maximum tolerated dose (study 2239DR). Male rats only were used
because there were no data to indicate a substantial sex difference n
the toxicity of capivasertib and males had been used for the bone
marrow micronucleus tests. A group of 3 rats was given a single oral
dose of methylnitrosourea (MNU), the comet endpoint positive
control, at 17 mg/kg, 3 hours before termination.

The small increases in percent tail intensity (%7TI) above the vehicle
control were not deemed biologically relevant alter two oral doses of
capivasertib. Small increases in percent tail intensity (%TI) above the
vehicle control were seen using the group mean. However, the
average summary statistic of the natural log for each group is -2.66. -
2.65, and -2.70, equating to average tail intensities of 0.07%, (0.07%
and 0.06%, for Groups 1 to 3 respectively. Therefore, changes in %TI
are not deemed biologically relevant. The incidence of non-detectable
cell nuclei (NDCN) was similar in the vehicle control and treated
groups for capivasertib. As expected, the incidence of %T1 from rats
given MNU was clearly increased compared with the vehicle control.
It was concluded that capivasertib did not induce increases in DNA
damage in the liver of Wistar Han rats when administered two oral
doses up to the MTD, 150 mg/kg.

4) Carcinogenicity: N/A
Long-term studies N/A




Short- or medium-term IN/A
studies

Additional studies N/A

5) Reproductive and

Developmental Toxicity:

Fertility and early embryonic [N/A
development

Embryotoxicity 496879

Embrvofetal Development and Pre- and Post-Natal Study in the

Rat

In Phase 1 of the study, administration from Day 2 to 16 of gestation
at 10, 30 and 150 mg/kg/day was associated with reduced body
weight gain and food consumption during the dosing and post dosing
periods. On Day 16 of gestation an increase in maternal blood
elucose was observed at all dose levels. Administration at 150
mg/ke/day was also associated with an increase in minor fetal
visceral variations, an increase in post-implantation loss as evident in
the increase in early embryonic deaths together with reduced gravid
uterine and fetal weights.

In Phase 2 of the study, administration from Day 6 of gestation to at
least Day 6 of lactation at 150 mg/kg/day was associated with a
reduction in body weight gain and food consumption during gestation
and early lactation together with an increase in maternal blood
glucose on the last day of dosing. Similar effects on body weight gain
and food consumption were observed in animals administered

10 mg/kg/day during early lactation only. Also at 150 mg/kg/day, a
reduction in litter and pup weight was evident. At all dose levels there
were no pup abnormalities that were considered to be associated with
capivasertib administration.

In conclusion, once daily administration of capivasertib from Day 2
to 16 of gestation or Day 6 of gestation to at least Day 6 of lactation
at dose levels up to and including 150 mg/ke/day was associated with
reduced maternal body weight gain, food consumption and increased
blood glucose levels. In addition, administration at 150 mg/kg/day
over Days 2 to 16 of gestation was association with reduced
embryofetal survival and reduced uterine and fetal weights.
Administration of 150 mg/kg /day over Day 6 of gestation to at least
Day 6 of lactation was also associated with a reduction in pup and
litter weights.

Based on the results of this study when capivasertib was administered
from Day 2 to 16 of gestation the maternal NOAEL and the
embryofetal NOEL were considered to be 30 mg/kg/day. When
capivasertib was administered from Day 6 of gestation to at least Day
6 of lactation the maternal NOAEL and the reproductive NOEL were

considered to be 10 mg/kg/day.




Prenatal and postnatal IN/A

toxicity

Studies in which the IN/A

offspring (juvenile animals)

are dosed

and/or further evaluated

6) Local Tolerance IN/A

7) Additional Toxicity

Studies:

Antigenicity (production of [N/A

antibodies)

Immunotoxicity IN/A

Mechanistic studies IN/A
ependence IN/A

Metabolites toxicity IN/A

[Impurities toxicity N/A

Other 20065496

IPhototoxicity Potential

IAn 1n vitro study was conducted to assess the phototoxic potential of
capivasertib in Balb/c 3T3 mouse fibroblasts using the neutral red
uptake assay. Cells were exposed to 5 J/em2 of UVA and 19.4 to 20
mJ/cm2 of UVB. When tested up to 100 ug/mL, capivasertib was not
cytotoxic in either the absence or presence of UV in two independent
tests. All OECD 432-recommended cell survival and OD540 criteria
were met in all assays and promethazine (positive control) results
were acceptable. In conclusion capivasertib did not demonstrate
phototoxic potential under the conditions of this assay

5. Preclinical study
conclusions

The non-clinical toxicology profile is considered to be acceptable for
the use of capivasertib in combination with fulvestrant for the
treatment of adult patients with hormone receptor (HR) positive,
human epidermal growth factor receptor 2 (HER2) negative (defined
as THC O or 1+, or IHC 2+/ISH-) locally advanced or metastatic
breast cancer following recurrence or progression on or after an
endocrine-based regimen

Applicant (registration
certificate holder)

SAMo L

(signatllre)

ELRARETH ANeE MARTIA)

(full name)
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J10 TMopsanky nposenenns excneprisu
peecTpauliinnx Matepiaiis Ha nikapebki
3aCOOH, 1110 TIOIAIOTECSE HA JIEPIKABHY
peecTpaniio (nepepeecTpaniio), a Takox
CKCIICPTH3H MaTepiaiiB PO BHECCHHS
3MIH J10 peecTpaliifHuX MaTepiais
[POTATOM i1 peecTpailifiHoro
NMOCBIAYEHHS (TIYHKT 4 po3ainy V)

3BiT npo pokiHIYHI KoCTiTKeH S

1. Hassa nikapcskoro 3aco0y
(3a HasABHOCTI — HOMep
peecTpaiiiioro
[OCBI/{UEHHS):

Tpyxan (Trugap) (Mixknaposna HenlaTeHTOBaHA HA3BA
KarniBacepTHo)

1) Tun nikapceKoro 3aco6y,
3a AKHM IIpOBoJIacs abo
[JIaHY €TBCA peecTpallis

Jlikapcekuii 3aci6 3a MOBHMM 1OCBE (ABTOHOMHE Jocke). IHimmit
Jlikapebkuii 3aci6. Hosa niloua pedosuHa.

(Jlikapebkuii 3acib peectpyeTbes €BpONEHCHKUM areHTCTBOM 3
siKapepkux 3aco6is [EMA] 3a nentpanizoBanoo npoueaypoio (. 9
po3ainy V Hopsaaky 3rizuo 3 Hakazom MO3 Yipaiun Ne 460 gin
23.07.2015 (3i 3mMinamu) 3 gocTynuuM ny6miunum 3sitom EMA npo

OLIHKY JIIKapchKoro 3acoby)).

2) IpoBe/IeH] TOCIIIKEHHSI

W TaK HI AKIIO Hi, 0OTpYHTYBATH

2. @apmakooris:

1) IlepBunna
(apmakoguHamika

KaniBacepTn6 € notyxuum cenextusHuM inribitopom AKT s
lepopaibHoro sacrocyBans. AKT — ne ocHoBHuIT Qepmenr, 1o
peryJoe npomigepariio, BUKHBaHHSA Ta METaBOMI3M KIIITHH, CUHTE3
O1IKiB Ta excrpeciio renis. B enmitemansuux kiaiTHHax MeTabosiunmii
IJIAX aKTHBY€TBCS PI3HUMM THPO3HHKIHA3aMH Ha TIOBEPXHI KIiTHH
penenTopis axtopa pocty Ta G-6110K-38’13aHUX PELENTOPIB
(GCPR), a takoxx manumu GTPazamu. AKT aKTHBY€TbCA B
pe3yiibTaTi CKIaHOI0 KacKaay BHYTPIIUIHLOKIITHHHUX CHIHAIbHUX
noaiit Huwkue PI3K, 3 nozsiitnoro aktusaniero pepmentamu PDK1 Ta
mTORC2, neobxinnoro nns nosHoi akrusanii. AKT npsimo un
OIOCEPEIKOBAHO PETYIIOE aKTUBHICTD PI3HUX OLIKIB 1 PyHKIT
KJIITHH.

[Ipu MonoTepanii kaniBacepTHOOM crocTepiraeThes 10
IHT10yBaHHs POCTY IyXIIHHH B MOJIEJIIX KCEHOTPAHC
mounun. Y moznenax ER+ paky monounoi 3ano3u k

TOC/AHY€EThCS 3 (DYJIBECTPAHTOM Ta iHri6iTopaMH ap

CTOCTEPIracThCsl AK Y MOZEAX 3 allb
PTEN 1a AKT1, Tak i B Moaensix 6e3
Tepanii crnocTepiracTbes akKTUBHICTh
3acTocoByBanucs inriditopu CDK4/

pl-el

[KTTX paH

nonepe/iHiM 3actocyBannsm CDK4/6.




2) Bropunna
hapmakomnamika

ociijukenns 0895SY. Kanisaceptu® TECTYBAIM B OJIHII
KoHLeHTpauii (10 MkM), y aBox mapanensuux ananizax. i3
3aCTOCYBaHHAM IlaHesl 3 333 TeCTiB Ha 3B sI3yBaHHs pagioniranis i

(pepmenTis in vitro, o oxorunoBanH UIMPOKHH CHEKTP PEIENTOPIB,
IOHHMX KaHaJliB, TPAHCTIOPTEPIR i (pepmeHTIB. 3HAUNY aKTHBHICTE
(o BuzHavanacs sk > 30 % inriGysanmsi) OyJ10 BUsIBNIEHO y 8 3 333
mimenei. Jlns nux 8 miwreneit 6ys10 no6yosano KpHBI
«KOHIICHTpAIlis — BIMOBL/Ib» Ta po3paxoBano snauenns [C50 i Ki.
Kpim Toro, kaniBaceptud TecTyBanu B jianazoni KOHLIEHTpaii 10
100 MxM Ha naueni 3 7 ioHHAX KaHAIB cepLs 3a A0TOMOT0I0
eeKTpodi3ionoriyHmx aHamizis in vitro. [1pu naiipamiii iz
[IPOTCCTOBAHMX KOHIEHTpaLi kanmiBacepTuO He iHTibyBaB KOIHOTO
10HHOTO KaHay GinbIne Hix Ha 50 Y.

3) ®apmakosioris Gesnexu

[lapameTpu onopHux fociipkens hapmakosorii Gesneky
Bi/INIOBINAIOTH TAJIy3€BUM CTaHAAPTAM.

CepuieBo-cyiuHHA cHcTeMa

[Mocaimxenns 0354SZ. OuiHoBaIy BIIHB KaniBacepTuoy Ha
KaJlieBUH KaHal, IKHIT KOAYeThes TeHOM crielnpianmux KamieBux
kananis cepust (hERG), y nianasoni HoMinansHuX KOHIEHTpaIiii Bij
10 o 100 mxM. Kanisacepru® inriGysas hERG, upu 1momy
sHauennsa IC50 cranosuio 73 MxM.

ocaizkenHs 219SV. JlocnimkyBsanu BiuMB KanisacepTuoy Ha

MOKa3HHKH MOTEHIIaNy Jiii B MiOLNTaX LUTYHOUKIB Y cobak. Byiu
MoOy0BaH1 KyMyIATHBHI KPHBI «KOHUEHTpallis — cdek i3
BUKOPUCTAHHAM HOMIHAIBHUX KOHIEHTpaliii kanisaceptnody 0,3, 3,
30 1 100 mxM. KamiBaceptn6 nponeMoncTpyBan «J3BIHONOJIIOHY»
KPHBY «KOHIEHTpallis — epeKT» 1010 TPUBAIOCTI NoTeHiany mii
(action potential duration — APD), npuuomy kaniBaceprut y
KOHIIeHTpaniaX 3 Ta 30 MkM npu3BowmB j1o 36inbiuenns APDYO.
[loni6ni «u3BiHOMOMIGHI» BinOBiAI cniocTepiramies woxo APD70 ta
APDS50. J)Konna 3 nux 3miH He Oyna CTATMCTHYHO 3HAUYIIOH.
MaxcumanbHa 103a, M0 He cnpuunHse Buaumoro ehekty (NOEL),
cTtaHoBuia 0,3 MxM.

ocaikenust PH/E/12009. [locnimkyBanu Biue kanigacepTnOy Ha
CKOpOUyBaIbHY (YHKIIIIO i3011b0BaHOI IPYJHOT 40PTH Y 1LY PIB.
KyMyJIaTHBHI KpHBI «KOHIIeHTpallis — edekT» Gy nobynosani 3

BUKOPHCTAHHIM HOMIHAILHUX KOHLEHTpaLlliii kaniBacepTnoy B
nianasoni gin 0,01 mo 100 mxM. Kanisaceptn6 inykyBas mpsive
po3ciallieH s IONEPETHBO 3BYKEHOT A0PTH, TPUYOMY MiHIMATIBHO
AKTHBHA KOHIEHTpallis ctaHoBmia Bij 1 10 3 MxkM, a n :

KonnenTpamii 30 MkM 1 Buine criocTepiranocs 3HauH cnablieHHs.

Y TkanuHax, 00pobiennx KaniBacepTuOOM, criocTepipdnocs Maiike
[10BHE BIJTHOBJICHHS CKOPOYYBAIBHOI BiZNOBI I MiCAY BUMHUBAHHS
npenapary.

ocaizkenns 0255SB. Briums kanipacep &y ma A

D AIBEITKICT

IPOBIHOCTI Ta KOpoHapHUii KporoTi R HieAiFoKypai 1 1301L0BANi i
Moieni cepits y Kpostis. Kpim Toro, ﬁﬁﬁsﬁiﬁ@ HEO T TrapaMeTpH,

Y D.
. = R T




SIKI BBOKAIOTHCS TIOKAZHHKAMH NPOAPHTMOTEHHOIO PUHKY:
TPIAHTYJISILLSE, 3B0POTHA YaCTOTHA 2AJeKHICTE 1 HECTAOINBHICTE.
Taxox BijicTexRy Basucs Oy ab-sKi ABHI 03HAKH CepueBol apuTMil
(HanpuKnajl, paHHs NOCT/IENOAPH3aLis (early after-depolarisation —
EAD). Kymy s THBHI KpHBI «KOHIEHTpallis — edexT» Oymu

1100y 10BaH1 3 BAKOPHCTAHHAM HOMIHAILHIX KOHLEHTpaIlii
KanisaceptOy 0,3, 1, 3, 10 i 30 MxM. KaniBaceptu® npuspoaus 1o
sMeHIIeHHs APD60, ieMoncTpytoun «3BiHonojiGHy» KPHUBY
«KOHIEHTpaIlis

edexr». HacToTa BUNANKIB TPiaHTy 1AL,
3BOPOTHOI 4aCTOTHOI 3ajiexHOCTi abo HecTabinbHOCTI GyIia HH3BKOIO,
ane 1e He crocysanocs EAD. Tlpyn Beix KOHIEHTpaLisX MOKA3HUK
[IPOAPHTMOrEHHOTO PU3NKY MIPYETHO! 1Ty HOUKOBOI TaXikapail
(torsade de pointes — TdP) ctanosus menme 25. Cnocrepiranocs
TI0B’5I3aHE 3 KOHUEHTPALI€IO 301/IbIIEHHs KOPOHAPHOTO KPOBOTOKY.
[Ipn jeaknx KoHUEHTpauisx kaniBaceptnOy monan 1 MkM
Bi/I3HAYAIAcs LITYHOYKOBA TaXikap/iis (LIT) y 3 i3 6 cepreus.
Briusy Ha nposignicts He 6yI10.

ocaikenns CO100101. Briwms kanipaceptuty na KOpPOHApHHH

KPOBOTIK, YaCTOTY CEPIEBUX CKOPOUEHB i CKOpOYYBaIBHY 3/1aTHICTE
CepIIsl I0CIILKY BaTH Ha i301bOBAHIX CEPILSX LTy PiB, ephy30BaHHUX
3a Jlanrengoppom. KymyasTusni kpusi «koHIeHTpalis — edek
Oyyin noOy10BaHi 3 BUKOPHCTAHHIM HOMIHATBHHEX KOHIEHTpalii
icartiBaceptnOy 0,3, 3, 10 1 30 MxM. [Ipyu konnentpauii 30 MxM
KariBacepTHO NPU3BO/IME /10 3011bIIEHHs CKOPOUYBATBHOT 31ATHOCT]
CCpLd, 10 BU3HAYANACS SIK MAKCUMAIbHO JTOCATHYTHH CHCTOMIYHMIMA
tuck (dP/dt max) (~ Ha 13 % nopiBHAHO 3 BUXiAHUM 3HAuYEHHAM).

1 Ipn xonuenTpanii 3 MxM i Bullle KaniBacepTHO BHKIIMKAB
301IBLIEHHS KOPOHAPHOTO KPOBOTOKY (710 100 % mopiBHSHO 3
BUXIHUM 3HaueHHsM). KanipacepTn6 He BIUIMBaB Ha YacTOTy
CCPIEBHX CKOPOUCHB Y XKO/HIH 13 NPOTECTOBAHUX KOHIIEHTpAIliii.
MakcumanbHa 71032, 0 He CIPHYHHSIE BUIMMOTO eekTy (NOEL),
cranoBuia 0,3 MmxM.

ocaiukennst 0159SG 1a 0209SG. Brums kanisaceptu6y Ha

€NeKTPO(I3I0NOriio cepis A0CIIKYBaTH Ha aHECTE30BAHUX
MOPCBHKHX CBHHKAX i3 BIAKPHTOIO I'PyIHOIO KIITKOK TiCIs
BHYTPILIHLOBEHHOT (B/B) iH(Dy3il B 1031 0 (inepTHa pevoBuHa), 3,5,
17,5 abo 35 mr/kr (nocmipkenns 0159SG). IMig vac

Kap/Ii0CTHMY 1111 peecTpy BaIn TpUBaIiCTh MOHO(pA3HOTO
noteHiiany aii (monophasic action potential — MAP) ipu 90 %
penossipuzanii (MAPD90), 1BHAKICTB HUTYHOYKOBOT IPOBiIHOCTI
(inTepsat QRS) i wac arpioBeHTpHKYIIpHOrO (AV) NPOBENCHHS.

ctaHoBuiM 7,36 (1,5), 42.9 (8,8) Ta
KaniBacepTHOy B 1031 3,5, 17,51 35 T/KI

35 MI/KT KaniBacepTHd CpuYHHsB




THCKY Ta 4acTOTH CEPUEBUX CKOPOYEHB 1 3HAUHY eJIeBaLlilo cerMeHTa
ST na EKT', mo, sik BBaXKAeTLCs!, IPU3BENIO 10 CMEPTI JIBOX TBApHH.
Takox crniocrepiranocs 36iblenns yacy aTplOBEHTPHKYIAPHOTO
nposesienns. Kanisaceptu®6 ve pumisar na MAPDO0. JToza NOEL y
KOHTEKCTI BILIMBY Ha CCPIEBY PENONAPH3ALIIIO Ta TIPOBIAHICTD
cranoBua 3,5 mr/kr. [llo6 oninuTy BruiMB Ha CKOpOYYBaJIbHY
3/IATHICTH (110 BU3HAuaeThes sik dP/dt max), kanisacepTn® Takox
TECTYBAJIN Ha OKpeMii MOJIeNli aHECTE30BaHOT MOPCHKOT CBHHKH i3
3AKPUTOIO I'PYIHOIO KIITKOXO (nocnimkenns 0209SG) micns B/B
inQys3ii B 1031 3,33 (n= 1)1 10 Mr/kr (n = 1). PeectpyBanu
aprepiaibHUi THCK, YaCTOTY CEPUEBHX CKOPOUEHD, THCK Y JIIBOMY
LLTYHOUKY Ta JlaHi eJjeKTpokap/iiorpamu. Kanisaceptu6 BHKIHKAB
/10303aJ1¢)KHE 3HHIKEHHS YaCTOTH CEPLEBUX CKOPOYEHB,
apTepiabHOTO THCKY, CKOPOTIMBOCTI CEPLsl Ta CUCTONIYHOTO THCKY
B J1IBOMY 1LTyHOUKY. Ile GyI10 IOIIYKOBe 10CTiKEHH S, TPOBeIeHe
K J10/IATKOBE BUBUYCHHS JIAHUX 100 TiJIBUIIEHOT CKOPOTIHBOCTI
Ceplis Ml Yac TeJIeMeTPHYHOTO JIOCIiIKeHHs Ha cobakax (1101ZD).
OCKINBKA B aHECTe30BAHHX MOPCLKHX CBMHOK HE CHOCTEPIranocs
111IBUILEHHS CKOPOTIHBOCTI, IO MOJI/b JOJATKOBO HE OLiHIOBAIH.

ocaiukenns PH/E/13611 Ta 3316SR. Edexty kanisaceptuoy
NOCTIIJIKY BAJIH Ha Iy pax, NiArOTOBIEHHX XipypriuHUM IUIAXOM 15l
BH3HAYCHHS apTepiabHOTO THCKY, YAaCTOTH CEPLEBUX CKOPOUEHD Ta
AKTHBHOCTI TBApMH 3a JI0IIOMOTOI0 TesieMeTpii. Pasose nepopanshe
BBEJICHHS KaniBacepTudy B 1031 150 mMr/kr (mocmimkeHHs
PH/E/13611) ne npu3Beno 10 NOMITHUX 3MiH )KOIHOTO 3 OKA3HUKIB,
X0ua NpuoIN3HO Yepe3 2—3 TOJHUHMU Micsisl BREIEHHS 1031
CrocTepiranacs He3HauHa TeHIACHILS 10 11 (BUIIEHHS CHCTOIIYHOTO
Ta IacTOJIYHOTO apTepianbHOro THCKY. Lle He3sHauHe migBHIICHHS
HE BUXOJIMIIO 3a MEXKI HOpManbHOI BapiabensHOCTI Ta BigbyBanocs B
[EPIo/T 1JIBUIIEHOT aKTHBHOCTI 11y PiB, TOMY BBaXKanocs, 1110 BOHO He
Mae 010710114HOT 3HadymocTi. B okpeMoMmy jocipkenni
(nocniyukenns 3316SR) ouinioBamu edektu KanizacepTuoy Ha

L1y pax, K1 OYJIH MArOTOBJCH] XIpYyPriYdHuM LLIAXOM I
BH3HAYCHHS apTepiallbHOTO TUCKY, YaCTOTH CEPLEBHX CKOPOUYEHL Ta
intepsay QA (onocepeKoBaHH MOKa3HUK CKOPOTIMBOCTI ceplist)
3a onoMorolo Tenemerpii. KaniBacepTu6 yBoauu nepopaibHo B
no3ax 0 (ineprha pewoBuHa), 25, 75 1 150 MI/Kr 3a 10I0OMOI0OKO
UTYHKOBOTO 30H71a. CTIoCcTepiranocst 3HHKEHHs! CepeIHbOro
aprepiaibHOro THEKY Ha 20 % (TOpIBHSHO 3 IHEPTHOIO PEYOBHHOIO)
1npu n03ax 75 i 150 Mr/kr, 0e3 iCTOTHHX 3MiH Y 4acTOTi CeplIEBUX
ckopoueHb. KaniBacepTu® BUKIHKAB He3HAYHE 3MEHIIEHHS
inTepBany QA, 1110 BKa3ye Ha IIOCHJICHHs CKOPOTIMBYCTE Cepils B

1IbOMY JIOCIIJKCHHI.

Jocaikenns 1101ZD 1a 1167ZD.

Briine nepopaibHO BBEICHOTO I{amBacepl n6y
aprepiaibHHH THCK (CHCTONIUHUIA, i A squeﬂm

30140 MF/Kr) Ha

CHUCTONIYHUH 1 KIHIIEBUH ﬂ]aLTOﬂl‘-]




(LV), LVdP/dt+ (inneke ckopotimBocTi Miokapaa), LVAP/dt-
(innexc poscnabnens Miokapsia), 9acToTy CeplEBHX CKOPOUEHb i
nokasuuku EKI™ (PR, QRS 1 QT) ouimosanu y 4 neanecre30Banux
camuiB cobax nmoposu Oirk 3a 1 rofmiy 710 BBE/ICHHS Ta yepe3

20 roauu micis BBejieHHs npenapaty. 3Havenns QT kopurysanu 3a
3MIHAMH YacTOTH CEPLEBUX CKOPOUEHB LIIXOM perpeciiinoro
anajnisy Ha IHIUBiAyasHiH octosi (QTcR).

Taxox KOHTpOIOBaNN TeMIlepaTypy Tina Ta KiiHiuHi o3xaku. Ha
eraii TeJieMeTpii MaKCHMalbHi IPYNOBI cepesiii KOoHIEHTpanil
3aranbHOro (Ta He3B sA3aHOT0) KamiBacepTuOy B I1J1a3Mi KPOBi yepes
1 rojny nicsis BeeneHHs cranoBimm 1,45 (0,28), 9,92 (1,9) Ta 12,0
(2,3) MmxM npu 3acTocyBanui 1034 5, 30 1 40 MI/KT BITOBIIHO.
HacToTa cepueBHX CKOpPOUYEHB PH BCIX 103aX 3HHIKYBAIACS
[POTATOM 8-FOJIUHHOTO NEepioy (MakCHMalbHE 3HUKEHHS Ha 22 Y%
criocTepiranocs yepes 8 roJiMH micis BBEACHHs KaniBacepTHOy B 1031
40 mr/xr). Ipn noszax 30 i 40 Mr/kr crocTepirajocs MakCuMasbHe
3HHIKEHHS cHeTosyHoro (Ha 20-25 %) i niactoniynoro
apTepianbHOro TUCKY (Ha 28-30 %), SKHii BIIHOBIIOBABCS NPOTATOM
4 ronun. Ipu noszax 30 mr/kr i 40 mr/kr croctepiranocs criiike
nonosxenHs iHTepBany QTcR (Ha 9 %112 %, 19127 mc) i
niasuieHHs LVAP/dt+ (Ha 45 % 1 56 %) pa3oM i3 NijBHIIEHHM
piBHs rmokosu (Ha 25 % 143 %) ta incyniny (8 31 pas Ta B 32 pasn).
by70 BcTaHOBIICHO, IO MaKCUMAIIBHA J103a KarliBacepTuOy, sKa He
crpuunnsie BUIMMUX HeOaxanux edektiB (NOAEL), ctaHOBUTE

S MI/KT.

MeTa TeIeMeTPUYHOTO I0CIIIKEHHS Ha cobakax 1oJisraia B ToMmy,
11100 BU3HAYUTH, Y4 MOXKHA 3MEHIINTH BIUIMB KarniBacepTHOy Ha
ckopoTauBicTk Miokapaa (LVdP/dt+) msxom BHY TpilIHBOBEHHOT
1H(y3ii arenonony (0,5 Mr/kr B/B) abo Bepanamiiy (0,3 Mr/kr B/B).
byno obpano 103y 30 MI/KT U1 TepopaibHOIO 3aCTOCY BaHHs, 1
yepes 4 TOIMHY TicTs BBEJICHHS KaniBacepTHOy 3/iHcHIOBAIN
0JIHOPA30BY OOJIIOCHY B/B iH’€KIIIO IHEPTHOT PEYOBMHH (PO3UNH
XJIOpUY HATplO y Boi juist i1 exuiii 0,9 % mac./06.) abo B/B
1H(Y3110 aTeHOJI0JY UM Bepanaminy. PeecTpyBanu aprepiaibHuii
THUCK, YACTOTY CEPLIEBUX CKOPOYEHD, IOKA3HHUKH B JIIBOMY
MITYHOUKY, AaHi enexktpokapaiorpamu (EKI) v Biasenensi 11 ta
reMmrniepatypy Tina. [linpumenns dP/dt+ v nmiBoMy HiyHouky,
CIpUYHHEHE KamiBacepTHOOM, 3MEHITYBAJIOCs MIC/Is BBEICHHS
ATEHOJI0JY, @ BIAHOBJIEHHS] CKOPOTIUBOCTI OY10 OYEBHIHUM Yepe3
4 TOMHM TIiCIIA MoYaTKy 1H(Y311l MOPIBHAHO 3 8 TOAMHAMH TiCIIA
BBE/ICHHSI iHEpTHOT peuoBUHH. [HDy3is Bepanaminy
3MeHnTyBaa BITMB Ha dP/dt+ y niBoMy mimyHouKy,

npenaparis.




JIlnxaabna cucrema

Hocaiukenns 2692SR. Brius kaniBacepTudy Ha 4acTOTY JIMXaHHS,
JIMXAIBHEH 00" €M, XBUJIMHHUI 00° €M, yac BIUXY i BUIHXY Ta

MaKCHMAaJILHY 1IBHIKICTh BAUXY i BH/IMXY OILIHIOBAIH Y CaMIliB

LY PIB IPOTATOM 4 I'OJIMH MIC/Is 0JJHOPA30BOr0 MEPOPATHLHOTO
BBCIICHHS Npenapary B 1031 0 (iHeprha pevosuna), 30, 100 abo

150 mr/xr 3a nonomoroto mietusmorpadii Beroro tina. Ha
NMPUKATTEBOMY €Talll I'PYIOBi cepe/iHi KOHIEHTpALliT 3araabHoro (Ta
HC3B A3aHOT0) KaniBacepTudy B IU1a3Mi KpoBi uepes 4,33 ToauHu
micis BBeJIeHHs penapary ctanosunn 0,946 (0,22), 3,32 (0,78) Ta
7,08 (1,7) MmxM nipu 3actocysadui no3u 30, 1001 150 Mr/xr
B1/110B1/1HO. PapMaKOKineTHYHA OLlIHKa B I0JAaTKOBUX IpyHax HIypiB
MOoKasaja, 1o Tpynosl cepe/iHi 3HaueHHs Cmax 3arainpHoro (Ta
HE3B A3aHOr0) KaniBacepruOy B 1I1a3Mi KpOBI CTaHOBIATH 2,75
(0,65), 11,0 (2,6) Ta 16,1 (3,8) MmxM npu no3ax 30, 100 Ta 150 mr/kr
BianoriaHo. Kanigaceptud y 6y/ib-saxiii 1031 He BIUIMBAB Ha
pecnipatopHi nokasuuku. Jloza NOEL cranosuna 150 mMr/kr.
HInyHKOBO-KHITKOBA dDYHKILis

ocaipkerHs 2692SR. B Ha crioposkHeHHs IIUTYHKA Ta Jac
KHIIKOBOTO TPAH3UTY OLIIHIOBAIM Ha caMIAX LIYpiB Micas

OJIHOPA30BOTIO NEPOPATBLHOTO BBEICHHS KaniBacepTudy B 1031 0
(ineptha pevoruna) 30, 100 abo 150 MI/Kr, BAKOPHCTOBYIOYH METOJ
MIYeHHS 1XKi akTUBOBaHMM BYTijuisiM. Ha npuxkurTeBoMy eTari
IPYTOBI cepe/iii KOHIeHTpail 3arajgbHoro (Ta He3B 13aHOro)
KariBacepTHOy B 1171a3Mi KpoBi yepes 1,25 roiMbu mic/s BBEIEHHS
npenapary craHoBuiu 2,33 (0,55), 6,09 (1,4) ta 6,06 (1,4) MxM mipu
sactocysanHi 1031 30, 100 1 150 mr/xr BinosigHo.
DapMakoKiHETHYHA OlliHKA B JI0/IaTKOBHUX IpyIiax IiypiB Mokasana,
1110 TPYTORBI cepejini 3HadeHHs Cmax 3arajbHoro (Ta He3B 13aHOT0)
KariBacepTuOy B 11a3mi Kposi cranosisTs 2,75 (0,65), 11,0 (2,6) Ta
16,1 (3,8) MmxM npu jozax 30, 100 ta 150 mMr/xr BiAmoBizaHO.
KarmiBacepTn0d clipuunHsiB JI0303a1€3KHE IPUTHIUYEHHS CTIOPOYKHEHHS
nutyska 1npu goszax 100 1 150 mr/kr. Kpim Toro, cniocrepiranocs
SHUKCHHS KHIIKOBOI'O TpaH3uTy jauie 1pu ao31 150 mr/kr. Jloza
NOEL cranosuia 30 Mr/kr.

Hupkosa dyHkuis

ocaizkenus 09-6713. Brums na (yHKIII0 HUPOK OLIHIOBAIIH Y

caMLB LIYPIB POTSAroM 24 rojiuH 1icist 0JJHOPa30BOTo
NIEpOPaIbHOTO BBE/ICHHS Npenapary B 71031 0 (iHepTHa pethHHa) 30,
100 abo 150 mr/kr. Bumiprosain abo po3paxoByBaiu

[IapaMETPU: 00’em Celll CIIOKHBdHHA BOIH, DanaHc 7
OCMOJIAJILHICTE ceul Ta IJ1asMH, K.}'II]JGHC BIJIBHOT BO/] g, I{OHI_IeHTpaLlll

(4

KJIPEHC HaTPIIO,
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[JIHOKO3Y IS 13 CYIYTHIM JI1YPE30M. B?H

(paxiiifHoi eKCKpellll HAaTPIO Ta XJI0PY-HR




Kauiio Ta pocdopy npu gosax 100 i 150 mr/kr. KonuenTpartis i
(bocopy B n1a3Mi KPOBI HE3HAUHO MiABMILYBAIACS TTIC/IA BBEIEHHS]
1031 150 MI/KT, TOJ1I SIK KOHIEHTpALLs KaJlito JIE0 3HIIKYBAIACs!
nicis eestenns 103 100 1 150 mr/kr. JTosy NOEL BH3HauuTH He
BaAJIOCH.

4) MapmakoHAMIYHI
B3a€MOJI11

H/3

3. GapmMakoKIHETHKA:

1) AHamiTHYHI METOIHKH Ta

Homepn Baninauiiinux 3eitis: 313981, KPV007, 320483, 319064

3BITH L1010 IXHBOT Bajiamii

MeTom BU3HAYEHHS KOHIEHTpaIil KamisacepTudy Ta Horo
MeTadoniTy AZ14102143 (nuiue y Mumei) po3potusnucs 3
BHKOPUCTAHHAM T1J1a3Mi KPOBI MUIIEH, Iy piB i cobak.

3pa3zku roTyBaJii HUIAXOM OCaJDKEHHs OilKa Ta BUKOHYBAJIN
KLILKICHHH aHaJli3 3a JI0IIOMOroK BHCOKOS(EKTHBHOT PiAMHHOL
Xpomarorpaii y noeIHaHHI 3 TAHJEMHOIO Mac-ClEeKTPOCKOIIEI0
(BEPX-MC/MC).

2) Bemoxrysanms

BE000747-32. JlocniixKeHHS TPOBOIMIIACS 1N Vitro 3 BAKOPHCTAHHAM

KamepH YcciHra Ta pe3eKTOBaHO1 TKAaHWHM KUINEYHHKA JIFOJMHU JUTS
OLIHKH IIPOHUKHOCTI KaniBacepTudy. Kpim Toro, 6yno onucano
TOKCHKOKIHETHUHMH BIUIMB KarliBacepTuOdy Mmicisi 04HOPa30BoOro Ta
0araTopasoBOTro NMepopaIbHOrO BBEJCHHA y MHIIEH, IIypiB i cobak.
(ToxcukokineTuka y MHIIeH IpH OAHOPA30BOMY Ta HararopazoBomy
BBEJICHHI IIpenapary).

Kinetnuni napamerpu kamiBaceptudy ta AZ14102143 Busnavanucs
Ha OCHOB] TOKCHKOKIHETHYHHUX JaHUX IIiCJIs 0JIHOPa30BOIo Ta
OaraTopazoBOro NepopaitbHOTO BBEICHHS KamiBacepTHOy
TPaHCreHHUM MHIIAM Nij yac 1-MicSIHOro OOPHOTO
TOKCUKOJIOITYHOTO nociikenns. KamiBaceptd yBo iy y BUTIsi
CYCIIEH311 B KOHTPOJILHOMY 3pa3Ky/iHepTHiil pe4oBHHI:

0,55 (mac./06.) Merouen E4M B yasTpauucTiii BOI OIHH pa3 Ha
100y 1nepopajibHO Yepe3 30H/1 MULIAM JHKOro THIy rasH2
(CByBO6F1-Tg (HRAS)2Jic) (mo 10 TRapHH KOXKHOI CTaTi HA TPYIY) B
no3i 25, 150 a6o 300 mr/kr/noby camusm ta 25, 75 abo

150 mr/kr/no0y camuusm npoTsiroM 28 JiHiB. 3pa3ku IJ1a3MH,
BI/110paH1 y A01aTKOBUX TBAPHH JUIs OLIHKH TOKcHKOKIHeTHKH (TK)
nicist 1-ro Ta 28-ro JHIB 3acTOCYBaHHS NperapaTy, aHaIi3yBain
LIISIXOM TpenuniTalii 0i1ka Ta BHKOHYBAJIM KUIBKICHUH aHami3
kanipaceptuOy Ta AZ14102143 3a nonomoroto PX-MC/MC. Vi
TBApPUHU, SKMM YBOJIMJIH KaniBacepTHO, 3a3Halli BILIMBY
karniBacepTHOy Ta AZ14102143. ¥V camuis nicns nepopaJu,Horo
BBE/ICHHs KaniBacepTuOy OMH pa3 Ha 700y B Jlanasoptyio3 Bia 25

itianasoni 103 Big 25 no 150 Mr/}cr/,udﬁy ( epeﬂm sfiauent




AUCO-t 3pocTaiy Gistbie HiK TPOHOPLINHHO 1031, [Tpu EaCTOé)’Ba}—IHi
npernapary B 1031 25 Mr/kr/noby B 1-ii ta 28-if qni y camuis 6y 10
HEI0CTATHLO AaHUX 110/10 MeTadomiTy AZ14102143, tomy neii
piBEHb J103H HEe BUKOPUCTOBYBanH s otk TK. Y camuis nicas
NepoparbHOrO BBEAEHHS KaniBacepTudy o/un pas na 100y B
nianasoni 103 Bif 150 10 300 Mr/kr/100y cHeTeMHa €KCIO3HILs
AZ14102143 36inbinyBanacs 31 3011bIIEHHIM 1031 B 000X YaCOBHX
TOUKaxX BIAOOPY 3pa3kiB. Y caMHLb Hic/is 0/IHOPA30BOIO
epopaabHOIo BBEACHHS KariBacepTuOy B ianasoHi 103 Bix 25 10
150 mr/kr/noby cepenni 3nauenns Cmax ta AUCO—t metaboumity

AZ 14102143 3poctany Gisblie Hi’K TPONOPLIHHO J1031, a Ticas
MOBTOPHUX BBEJCHE 3Ha4eHHs: Cmax ta AUCO—t 3pocTann Menuie
HIK MPOIOPIiHHO 1031. He criocTepiranocs sBHUX cTaTEBUX
BiminHOCTelH y TK nokasnukax kanisaceptudy ta AZ14102143 npu
BCIX JI03aX Ta B YCIX 4aCOBMX TOUKAX BiAOGOPY 3paskis. 3arajiom
iciis BReieHHs 28 1000BHX /103 KaniBacepTHOY cHCTeMHa
eKCIIo3HILiA KarniBacepTuOy ta AZ14102143 6yna noaibHO0 10 TaKol
[1CJIsl Pa30BOI 103H, 32 BHHATKOM I'PYIH BBEJCHHS TIPENapary
CaMHILAIM y /1031 25 MI/k1/1100y, Jie eKCTo3ullis MeTabonity Ha 28-ii
nieHs Oyna Buioro. [licnst oanopa3zoBoro Ta 6aratopasoBoro
BBEIeHHs KaniBacepTuOy cepeani 3nauenns Cmax ta AUCO-t
meTabomity AZ14102143 6ynu 3nauno vuxkuumu (Cmax y 8,5—

202 pazu; AUCO-t y 40-275 pasiB), Hi’k NOKa3HUKH KariBacepTHoy
nicys 6araTopazoBOro BBEJCHHS B iana3oHi 103 Bij 25 10

300 mr/kr/no0y.

(ToxcukokineTHka y uypiB OpH 0JJHOPa30BOMY Ta 0araropazoBoMy
BBEICHHI IIpernapary).

[ licna BBeieHHs KaniBacepTHOY 1y pam BiAOYBanocs MIBUJIKE
BCMOKTYBaHHs, IPUUOMY tmax 3a3BHYail ClIOCTEpiraBcs yepes

(0,3 roamHy nicns BBEIEHHS Npenapary B yCIX NPOTECTOBAHMX J103aX;
e OyJa nepiua yacoBa To4Ka OlliHKH. Excrniosuitis kanigacepTudy
MicIisi 0/IHOPA30BOT0 BBEICHHS Ta B PIBHOBAKHOMY CTaHi, a came
cepeni 3navenHs Cmax Ta nioii mij papMakoKiHETHUHOIO KPHBOIO
BiZl MOMEHTY uacy 0 JI0 yacy JOCSTHEHHs! OCTaHHLOI KOHUEHTpALlil,
sIKa MigaaBanacs Kubkicnomy BusHadeHHio (AUCO-last), v camuis i
caMH1b 111y PiB, SIK NPABUII0, 3pocTaia Oijblile HIK NPOTopUiiHo 1031
KariBacepTudy. Y camilis Iypis criocrepirajacs TEHAEHIIS 10
O1IBIIOr0, HIXK NPONOPLIHHE 1031, 3pOCTAHHS €KCIO3MILT, OJJHAK Y
camMM1b L1YPIB Y JUana3oHi 3aCTOCOBAHMX /103 3pOCTAHHS €KCIIO3HIIT
Oy10 31€011b1110T0 TPONIOPIIHUM /1031, X04a B | -MicAuHOM

MEHIUE HIK 2-KPAaTHUM, @ OT)KE, HMOBIPHO,-JIEIKaHO-B-MEK B
JlianasoHy BapiabenbHoCTi janux. EKcRozuiig’ B KOHTERCH 3HaueHb

Cmax Ta AUCO-last y 6-micganomy adciioKe nﬁ"ﬁﬁlkld?b'if;}i%
PaxiacgLSpen s



Y3rOJDKyBanacs 3 1anuMu | -MICSUHOTO JIOCTDKEHHS K Y CaML[-iB,
TaK 1 B CAMHIIb LLYPIB IIPH BCIX 703aX, 32 TAM BHHSTKOM, 1110 J1aHi
o0 excnosuuii (AUCO-last) y caMuIIb, SKUM YBOIWIIH 703y

30 MI/Kr y 6-MicsuHOMY JIOCTIKEHH], TPOJIEMOHCTPYBAJIM BUCOKY
BapiabenbHicTh. Jlani 1-MicsuHOro K0CIiUKeH s CBIUaTh PO
MOJKJIMBI CTATEBI BIAMIHHOCTI B €KCIIO3MLIT KaniBacepTHOY y 1y pis:
Y caMIliB, AK IIPABHIIO, CIOCTEPITAETHCSA BHIIA EKCTIO3HILIA B
KOHTEKCTI cepennboro 3naveHHss AUCO-last, nisk y camuis. Onnak y
6-MiCsIYHOMY JIOCTIKEHHI Ha LlypaX He CIocTepiranocs
MEePEKOHJINBUX BIMIHHOCTEH B eKcrio3uuii KariBacepTuoy,

OB’ SI3aHHUX 31 CTATTIO. 3arajloM cTaTeBa pi3HULA B nokasHukax TK y
111y PIB BBAKAECTHCS MATOHMOBIPHOIO Yepe3 BiICYTHICTE TOCIIJOBHUX
1 IEPEKOHIIMBUX JAHUX I11)1 Yac JIBOX JOCIiIKEHb.
(ToxcuxoxineTuka y cobak npH 01HOPa3OBOMY Ta HAraTopazoBOMY
BBEJICHHI [Iperapary).

Y cobak crocTepirayiocst IBHJIKE N0YATKOBE BCMOKTYBAaHHS,
MPHYOMY tmax 3a3Buyail nocsrascs yepes 0,3—4 rogunu. Excnosuiis
KaniBacepTHOY Ticisi OJIHOPA30BOTO BBEACHHS TA B PIBHOBAKHOMY
CTaHl B KOHTEKCTI cepe/iHix 3HaveHb Cmax ta AUCO-last 3pocrana
NpUOIU3HO NPONOPIIHHO 1031. X04a CHoCcTEPIraaocs AesaKe
3pocTanns cepeHix 3nadeHb Cmax ta AUCO-last micns
OaraTopa3oBOro BBEJICHHs Mpenaparty MOPIBHAHO 3 0QHOPa30BHM
BBCICHHSIM Y BCIX IPOTECTOBAHUX J103aX, 1€ 3POCTAHHS HE3MIHHO
0yJ10 MEH1IIe HIJK 2-KPaTHUM, a OTe, HMOBIPHO, JICXKAJI0 B MeXax
lanasoHy BapiadensHOCTI 1aHuX. EKCIo3uilis B KOHTEKCTI 3HAYEHb
Cmax Ta AUCO-last y 9-micsiuHOMY 10CTIDKEHHI 3HAYHOK MipOIO
Y3UO/IPKyBajlacs 3 NOKa3HUKaMK B 1-MICSAYHOMY JTOCTIKEHHI AK Y
caMI1liB, TaK 1y CaMHIlb [IpH BCix j103ax. Y cobak He 0yJI0 MOMITHHX
CTATEeBUX BIIMIHHOCTEH B €KCIIO3UIIT KariBacepTHoy.

3) Poznouin

KPJO11. Crynins 38 sa3yBanns [14C]-kamniBaceptuOy i3
CHPOBATKOBHM allbOyMiHOM JI0JIMHH (HSA), anbda-1 kucinum
rinikonporeinom o iuau (al-AGP) i Oinkamu y
CBDKOTIPHTOTOBIIEHIH LIbHIH I1a3M1 KPOBI JIIOJHHH (YOIOBIKIB |
PKIHOK), 3aMOPOIKEHIH TJ1a3Mi KPOBI JIKOJIMHU YOJIOBIYOT CTATI TA B
3aMOpOKEHIH M1a3Mi KpoBi MuIIeH (camiiiB), mypiB (camiuiB) i cobak
(cam11iB) BU3HAYAIIM 1N Vitro 3a JOTIOMOTOI0 PIBHOBAYKHOTO JIiafizy.
Bijicotok He3s s3anoro [14C]-kamiBacepTnOy BU3HAYAIU B M1J1a3Mi
MUILIEH, 11ypiB 1 codak v ana3oHi koHueHTpauii i 0,5 no

20 MKI/MJI, a TAKOXK Y jJiana3oHi KoHuenTpaitii ig 0,05 1o 5 Mxr/mn
y Ma3mi KpoBi moauHu. Kpim Toro, BuszHavyanu posnonin [14Cl-
KariBacepTHOy MiX KJIITHHAMH JIIO/ICLKOT KPOBI Ta Ia3MH i vitro

Npu 0JIHIH KOoHUeHTpauii — 0,5 MKr/miL.
YV MulIeH, uypis 1 codakax crocrepiraiacs 3ajae)kHa Bi




3B'A3YBaHHs 3 OlKaMK [1J1a3MH BHSABHUIIOCS HE3AIEKHNM Bijl
KOHLEHTPAIT B [171a3Mi KPOBI Ta CHPOBATKOBOMY abOYMIHI IO MHH.
Sasiesknnit Bin KonneHTpawii edexT crocTepirapes mpu 3B SI3yRAHHI 3
anb(a-1 kueanm raikonporeinom mommnn (AGP). Cepenne
CTIBBIJHOILIEHHS 11J1a3MH Ta KpoBi cTanoBuno 0,714, a cepens
dactika [14C]-xaniBaceptuby, 38°s13aHOr0 3 KJIITHHAMU KPOBI,
cranoBuia 61 %.

BS003919-61. 38 s3yBanns AZ14102143 3 Ginkamu mmasmu Kposi
JIFO/INHA BU3HAYAJIM 3a IOTIOMOT'0X0 PIBHOBAIKHOTO [iaiizy B 0JiHiil
KITIHIYHO 3Hauy il KoHnenTpauii (5 MkM) 3 MeTolo 06rpyHTYBam s
IHTEppeTalil JaHUX 1010 B3aEMOJIIT MiXK TiKapehkuMu 3acobamMu
(drug-drug interaction — DDI) in vitro. BizicoTok He3s’ s3aH0r0
AZ14102143 y nna3mi KpoBi JTIOIUHM CTaHOBUB 36,8 + 2,92 %

(n = 3 BU3HAYCHHS).

KMRO012. Posnonin y TkaHMHAX i 4acoBa JHHAMIKa KOHIIEHTpAILiT
pa/lioakTHBHO MiYEHOTO Ipenapary B TKAaHHHAX IS OXHOPA30BOI0
nepopaibHoro BBenenns [14C]-kaniBaceptudy B 1031 10 Mr/xr
CaMLsSIM 1 CAMULLAM HIYpIB, 30KpeMa IIrMEHTOBAHHM TBAapHHAM,
BHBYAJIH 32 IOIIOMOT0I0 KUIBKICHOT aBTOpajiorpadii Bchoro Tina
(quantitative whole-body autoradiography — QWBA).

Peuosnna, 11oB’s3ana 3 xamiBacepTu6oMm, IMBUAKO BCMOKTYBaJ1acs 3i
1ILTY HKOBO-KHIIIKOBOTO TPAKTY Ta MIMPOKO PO3IMOALIAIACH 110 BChOMY
TUTY TBapUH, IPUYOMY OiIBINICTE 3pi3iB TKAHMH MIiCTHIIH BUMipIOBaHi
KOHIEHTpaNil pa/loakTHBHO MiUeHOTo MaTepiaiy yepes 1 roauny
niciist BReeHHs Tpenapary. Cxema po3no/iny paaioakTHBHOCTI y
CaMUIB i caMHIb 111y piB-aibOiHOCIB Oyia HiIKoM NoaiGHOIO 10 Tiel,
1110 BI/[3Ha4aacs y camIliB YacTKOBO MITMEHTOBAHMX ILypiB, 3a
BHHSITKOM TKaHHH, 1110 MICTSITh MeJIaHiH, 30KpeMa irMeHTOBaHOoT
LIKIPH Ta yBEAILHOTO TPAKTY OKa, B IKMX BAMIpIOBaHi piBHi
pajloakKTUBHOCTI CHOCTEpiranycs IPOTAroM YChOro AOCIiKEHHS.

Y OLnbIIOCT] TKAHHH KOHIEHTPALT Oy BUIIMMH, HIK Y HiJIbHii
KpoBi. Ha MOMEHT NocsATHeHHs HAafBUINMX PIBHIB paJlioaKTHBHOCTI B
TKaHWHAX Haib1IbLI KOHIIEHTpanii, IK IPaBHIIo, CIIOCTEpiraimes B
KOBYI, IIEYIHII, HUPKAX, CTIHI CJIMOT KHIIKH, CTIHII TOHKOT KMIIIKH,
CEYOBOMY MIXYpl Ta YBeaJILHOMY TPaKTi OKa, a HallHMK4Yl — Ha
OBEPXHI KICTOK, y TOJIOBHOMY Ta CHIMHHOMY MO3KY (KOHIIEHTpaLlii
HMIKYE MEKI KITbKICHOTO BU3HAYEHHS B YCI KOHTPOJIbHI MOMEHTH
yacy), KpHIITAIUKY OKa, CIM SHUX MIXYpHAX 1 seukax. Y BHIIa/IKax,
KOJIM ITPH 3MEHUIEHH] KOHLIEHTpallil padioakTHBHOTO MaTepiany B
TKaHMHAX MOkHa 0yJI0 TOUHO BU3HAYUTH TIEPIOAH HATIBPEINAJLY, B
OIIBLILIOCTI NpoaHaNi30BaHUX TKAHWH BOHM CTAHOBHMIM BYJY 2 J10

1i 1mKipi

10 roamn, xo4a y niITUTYHKOBIH 3a71031 T2 HEMITMEHTO
Oyim Tpoxu oBmuMH. Uepes 24 ronunu 1iciis BBeIgHHs ipenapary
Konuempaun paaloakTHBHOT petIOBan 6y3m HHU 32 Me>1<y
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TPakKTi OKa, ie¢ BOHA Bee 1ie OyJia npucyTHs yepes 168 Ta 504 roannu
BLANORIIHO. OKpiM 3B’SI3yBaHHsl 3 MeJIaHIHOM, He 6YJI0 MOMITHOT
CTIIKOCTI pamioakTHBHOT PEUOBMHH B TKAHWUHAX.

BS002913-71. KaniBaceptu6 (1 MxM) inky6yBanu npoTsrom

4 ronun npu 37 °C 3 mikpocoMaMu Tiedinkn o un (HLM)

(1 Mr/miy OygepHoMy po3unHi) 3a YMOB PiBHOBayKHOTO /a3y B
96-11yHKOBOMY IUTAHIIETi IJ1st PIBHOBAXKHOTO Jlianizy. 3arajbie
Cepe/ite 3HaYeHHs + cTan apTHe BixuieHHs (CB) He3s s3anol
(paxuii xaniBaceprudy 8 HLM 3a 3actocosanux
EKCIIEpUMEHTANILHUX YMOB cTaHoBuo 0,622 + 0,0310.
BS003400-59. KaniBaceptu® (1 MxM) iHKyOyBanu npoTsarom

4 rojun ipu 37 °C 3 HH (1 mineiion kinitun/yMn y 6ydepromy
pO34KHI) 32 YMOB PIBHOBXKHOTO a3y B 96-IyHKOBOMY IJIAHIIET]
ISl pIBHOBA)KHOTO Jiami3y. 3aranbHe cepejine 3Hauenns + CB

He3B s13aHoi (hpakuii kaniBaceptudy B HH 3a 3acrocoBanux
EKCIIEPUMEHTAILHUX YMOB cTaHoBmio 0,647 + 0,0196.

4) MeTtabonizm

KMNO010, KMX013, BS000901-99, BS002337-75, BS002337-76.
MeTaOoni3m kamiBacepTuOy JOCHI/DKYBaIM In Vitro 3 BAKOPUCTAHHAM
RH, DH 1 aBox nonopchkux npenaparie HH, a rakosx y HLM Ta
excnpecoBanux epmentax CYP 1 UGT. Pous gepmentie UGT

JI0/IATKOBO JIOCTII/DKYBaIIH 3 BUKOPUCTAHHSIM €KCIIPECOBAHUX
(epmeHTiB, a poab depmentiB CYP 101aTKOBO JI0CTiIKY BAIH 3
BUKOpUCTaHHAM peareHTy Silensomes™ (HLM, ne oxpemi i30popmu
CYP Oynu XiMigHHUM IIIIIXOM HEOOOPOTHO IHAKTHBOBAHI 3a
JIOTIOMOI'010 1HT101TOPIB 13 MexaHizMoM Jiil, ciietndiuaum s CYP).
Ponb pepmentiB CYP, UGT i SULT y metabonismi kaniBacepTudy B
HH 1n vitro.

CnoctepiraBcst nomipuuii Metabolni3M kanisaceptudy i jiero RH
ta DH, npuyomy micis 180 xBunun iHkyOamii 3anuimanocs
mpu0au3Ho 59 % 162 % BUXAHOT peyoBMHH Bianosiano. [1in nieo
HH xaniBaceptu® metabonizyBaBcs noBinbHILIe, HIxK 1)1 aieio RH
abo DH: micia 180 xBunun iHkyOaiii 3anumanocs ~78 % BUXiIHOT
pevyoruHH. KpiMm Toro, mpodini MetabomiTiB y /1BoX npenaparax HH
BHUSBHJIMCS SKICHO Ta KINBKICHO TOMIOHUMH. 3a JIONOMOTO0I0 PIAMHHOL
xpomarorpadii 3 paxiomerpuunum BussnenusMm (PX-PAJL) 1 PX-
MC/MC y pizaux 6i070Ti4YHUX BUIIB 0y 710 11eHTH(HIKOBaHO
moHaiiMenmie 14 pisaux MetaboniTiB. Yci MeTabomiTH, YTBOPEHi mij
niero HH, ¢popmyBanucs Taxox nij aiero RH ado DH. Ile Bxasye Ha
Te, 1110 010JIOTTYHI BUIH, BAKOPUCTAHI B TOKCHKOJIOTIUHHX
UVIOCITIJDKEHHSX, T1AaBaTiCs BIULIHBY OCHOBHUX MeTa0O0iITIB, sIKi
yTBOproBaiics npotsaroM inkyoauii B HH in vitro. OcnoBaum
MeTaboniTom, yrBopennm nij aicto DH ta HH, 0yB npsamuii
[IIIOKYPOHLJL, TOJ1 SK OCHOBHUM METa0OITOM, 1110 YTBOPIO
mieto RH, OyB cynbdatauii xon'1orat kanigaceptudy. JloxgpBaniio

[IIIOKYPOHI ABASB coboro MeTabonit AZ | 41502143‘ barcry

3roJIoM OYJIO MJITBEPIKEHO YTBOpeHHs AZ 1}4“'1'@' 143 5119




NpAMOro oKy poniy niz aieto HH. Takox 6yio inentudikosano
LIICTH MOHOOKCHIEHOBAHNX MeTaboIiTiB; y NIPUCYTHOCTI
aminoOen3otpHazony (ABT) OCHOBHHM IiKOM ¥ 3pas’Kax JII0AuHM Bce
e OyB rimokyponis [ 14C]-kanisacepTuby, Toai sk pisHi Beix
MOHOOKCHI€HOBAHUX MeTadoiTIB y npucyTHocTi ABT Gyiu
sHIDKeH. Lle nepekonmBo niaTeppkye yTBOpeHHs
MOHOOKCHI'€HOBaHUX MeTaboJliTiB, onocepe/ikoBane GpepMeHTaMu
YR

Kamnisaceptu6 6ys cyGerparom Takux isodpopm UGT sik UGTI1A1,
UGTIA3, UGT1A4, UGT1A9 ta UGT2B7, npuuomy UGT2B7 OyB
OCHOBHHUM (DepPMEHTOM, 3aJly4eHNM 10 yTBOpeHHs AZ 14102143,
AKHH, Cepel CeMH IPOTECTOBAHMX i30hopM, 3abe3neuysas 84 %
3arajipHol rimokyponizauii. Kanigaceptu6 ne 6ys cy6erparom
UGTI1A6 1a UGT2B15. KaniBaceptu6 metabosizysagcs micis
iHKyOauii 3 rereposnoriuno exenpecopanumu pepmentamu CYP2D6,
CYP3A4, CYP3AS, CYP2C9, CYP1A1, CYP2C19 i CYP2B6, ane
He 3 pepmentamu CYP1A2, CYP2A6, CYP2C8 i CYP2EL.
Brxoznsuu 3 BiIHOCHHX piBHIB excnipecii uux i3odepmentis CYP i
TOro (hakty, mo inridiropni anturina npotu CYP3A4 3HIKYIOTH
PIBHI MOHOOKCHI€HOBAHUX MeTabOIITIB, LIKOM IMOBIpPHO, 1110
CYP3A4 pinirpaBatume HaiibGinbiny poss in vivo, ane CYP2C9 i
CYP3AS takosx poOnTuMyTh cBili BHecok. [loganbumi excrepumMenTy
3 BAKOPUCTaHHSIM peareHTy Silensomes™ ju1s BU3HaueHHS i30Qopm
CYP, BiinoBinanpuux 3a Metabos1isM KaniBacepTuby, moKa3aid, 1o
CYP3A4 3pebinpimoro BiJinosijae 3a Metabo1i3M, onocepenKoBaHHil
(bepmenTtamu cimefictea P450 (CYP). Y HH metabosniunuii kiipenc
kaniBacepTnOy OyB onocepeaxoBanuii npubanu3Ho Ha 44 %
(pepmentamu CYP (nepeBaxkno okucHeHHs) i Ha 53 % —
3aebinbioro pepmentamu UGT i3 He3HAYHUM BHECKOM (DEPMEHTIB
SULT.

DMPKTrax 079. MertabosniTi kaniBacepTiOy B 11a3Mi KpoBi
IOIMHK Oy BUSIBIICHI Ta KIILKICHO BU3HAUEH] 3a JOIIOMOT OO

IEPHO-MarHiTHoro pesonaicy (SIMP) 3 BUKOpHCTaHHAM ITyTy
3paskiB Juis Bu3HadeHHss AUC y piBHOBaXXHOMY cTaHi mpH
zacrocysanni 1031 400 Mr aBiui Ha 106y B Koropri 4 na 8-it neHb
nocmimxents D3610C00001 — nepinoro JOCiKEHHs 3a y4acTIo
nrofieH 13 GaraTopa3zoBHM YBEJACHHSM TIpeNapary B 3pocTaiodiil 103i.
Kpim TOro, BUKOPHCTOBYBAIH yJIbTPAaBHCOKOE()EKTUBHY PiIMHHY
xpomarorpadiio 3 Y d-neTeKTyBaHHAM 1 MAC-CIIEKTPOMETPI€I0
(YBEPX-Y®-MC) a4 HaniBKiNLKICHOr0 BU3HAYEHHS Ta
XapakTepu3alil MeTaboiTIB y IU1a3Mi Ta ceyi.

Lle nocaaKeHHs 103BOIMIIO 3IHCHUTH OCTATOYHY KIJIBKIC
BHX1IHOTO MaTepiany, 0B s13aHOr0 3 KalBacepTuooM, y 11
nnasmu s oninku AUC B jlochijpkenHi 3 Garatopazosn
YBEJICHHSIM TIPETIapaTy B 3pOCTAlOMMX J103aX, 38 JIOTIOMOTOfd METO/iIB
SIMP, ninkpinaeHux JaHuMH 1010 CprK‘;%rypHoi' ApaKTePpUCIHKH 32

pesynbtaTamn YBEPX-Y®-MC/MC. Xoya zion
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Y@ MaloTh HaniBKLIbKICHMI XapakTep, BOHH J100pe Y3ro/mkyBasmcs 3|
OCTaTOYHHM KUILKICHMM BH3HAYEHHSIM 3a JI0NoMOoTroio SIMP y niaasmi
B PIBHOBaJKHOMY CTaHi Ta JACMOHCTPYBaju, 110 ABa MeTabosith (M2,
M1) ta kanisaceprn6 npucyTui B Matepiai, OB SA3aHOMY 3
BHXIJIHMM TIperniapatoM, Ha pisui 78,0 %, 1,2%1a 17,0 %
BIUTOBIIHO, PA30M i3 HU3KOKO APYTOPSIHAX METAGOTITIB
KaniBacepTHOy, sKi CIOCTepIranmucs B CIiIOBUX KiTbKOCTSIX yepes
HAllCBHE HUIKYY MEXKY BUSBJICHHS IpU 3acTocyBanni YBEPX-Vd-
MC.

BE002560-11. byno nposeneno HamiBKiIbKicHe BU3HAYEHHS
metadonity AZ14102143 (M2) y cedi moaunuy.

Takosx Oyim npencrasneni nanikinbkicni gani VBEPX-V®-MC
110710 MeTaboITIB KaniBacepTuly B ceui (0-24 rOUHHU), /1e OCHOBHA
Bi/INOBIAL Oyiia BU3HayeHa Sk AZ 14102143 (M2). byno
BCTAHOBJICHO, 110 Y D-BiAmoBib MeTabomity AZ14102143 Gyna
NpUOIHM3HO B 5 pa3iB BUINOIO, HIK BiAMOBI b HE3MIHEHOTO
KariBacepTuOy B ceui. Cepens yacTka 1034 KaniBacepTHOy, sika
BUBO/IMTHCS] B HE3MIHEHOMY BUIJISII i3 Ce€Yer0, CTAaHOBUTH 3,8-7.4 %
(nocnipkenns D3610C00001), oTxe, MokHa pO3paxyBaTy, 1110 B
nocuipkenni D3610C00001 wactka AZ14102143 (M2) cTanoBuTD
19-37 % no3u, 0 BUBOOUTHCA 13 cevero.

4894KV. Mertabonizm kaniBacepTudy in vivo y mypis JIOCII 1KY Bajli

3 BUKOPHCTAHHAM 3pa3KiB TJIa3MH, ceui, Kajly Ta KOBYi, B3ATHX 11icIs
nepopankHoro (10 Mr/xr) i BHYTPIIIHEOBEHHOTO (1 MI/KT) BBEICHHS
[14C]-xaniBacepTuOy caMIIsIM i caMUIIAM ILypiB — IHTAKTHHM Ta 3
KaHIONTbOBAHUMHM JKOBYHUMH nipoTokamu (KOKTI).

Hesminennii kaniBacepru6 6yB BU3HAYCHMI K OCHOBHMUIL
LIMPKYTIOIOYHH KOMIIOHEHT, TIOB’SI3aHu 13 penapaToM, micis
[CpOpanbHOro BBE/IEHHS IHTAKTHHM ILypaM, i Ha HbOI'O TIPUNAJAIIO0 B
cepeiboMy 63 % AUC panioakTHBHOTO MaTepiany B miaasmi. Y
caMUIB L1y piB MeTabomiTH B HAlOLIbLIIH KiTbKOCTI yTBOpHIHCS B
pe3yabTaTi MOHOOKHCHEHHS TiTEPHANHOBOTO Kinbis (M17) i
MOHOOKHCHEHH! [1IPOJIONi pUMIZIMHOBOT JUISIHKH Mostekyn (M9). V
CaMMLb LIypiB MeTaboJIT y HaHGINBIIIH KibKOCTI yTBOPHBCS B
pe3ynbTati cynbdarHol Kou torauii (M12).

[Ticas nepopaibHoro BBeEHIHS KaniBacepTHOy IHTAKTHUM Iy pam
Hali0lbIIa YacTKa paioaKTHBHOT 1031 BUBOAMIIACS B HE3MIHEHOMY
BUTIII 3 ekckpeMeHTaMu (33 % Ta 49 % 71034 y camiiB i caMuIlh
BIZIOBI/IHO), IPHYOMY Haiibinblua yacTka BUABIsANacs B Kati (28 % i
46 %). Lle cBiguuTh 11po Te, 110 BCMOKTYBAHHS IIPH TIEPOP

HaHOIIBIIH KITBKOCTI YTBOPHIIMCS B PE3yIbTaTI MOHOOK
NinepHANHOBOTO Kintbis (M17) i MOHOOKMCHEHHS
11pOIONPHMIZHHOBOTO KoMIoHeHTa (M9); 061aB




eKCKpeMeHTax camullb; Ha MetadomT M12 npunanano 20 % no3u y
camullb Ta 1 % y camuis.

[Ticnsa nepopaibHOTO BBEACHH KariBacepTuOy 11ypam i3
KaHIOJIBOBAHNMH KOBYHHMH IPOTOKaMH O1bIa yacTKa
PAaNi0AKTUBHOI 103 BUBOIMJIACS B HE3MIHEHOMY BHTJISI 3
excKkpemeHnTamH (42 % Tta 39 % 1031 y cam1liB 1 CaMHLb BiJIOBIAHO),
NpUUOMy Haii0inbina yacTka BusiBlisiacs B Kami (36 % i 28 %). Jluwe
HEBEJIMKA YacTKa HE3MIHEHOTO KarniBacepTHdy BUBOAMIACS 3 KOBYIO.
Y camiiB MeTaboITH y BEIMKIH KIIBKOCTI YTBOPIOBAIMCS B
pe3yJbTaTi OKMCHEHHS MiNepH/IHHY 3 YTBOPEHHSIM KapOOHOBOT
KHCJIOTH Ta OKHCHEHHsI nipojionipumiguny (M1, M4 ta M7), a Takosx
MOHOOKHCHEHHSI I1iPOJION PHMIIMHOBOTO KoMnoHeHTa (M8) ta M17,
110 ckianano 5-9 % nosu. Ha cynsdarunii kon torar (M12)
npunagaino 6 % nosu. Y camuus cyibdariuii kon orat (M12)
cxiaznas 39 % no3u, npudoMy HaHO1IbIA YacTKa BUSIBIISLIACS B
koBui (38 %). Tpuokcuauuii metabonit M1 cranoBus 6 % J1034.
Metabomit AZ14102143 BUABAABCA 3/1€01IBIIOTO B YKOBYI Ta
CTAaHOBHR < 2 % 1031 y CaMIIiB i CAMHIIb.

[Ticns BHYTPIIIHBOBEHHOTO BBEIEHHS LIy paM 13 KaHIOJILOBAHHMH
PKOBUHHUMH MTPOTOKAMU O1Ib1lIa YaCcTKa Pa/lioaKTUBHOT /103H
BHBOJIMIACS B HE3MIHEHOMY BHUIJIsI 3 eKCKpeMmeHTamu (27 % Ta

32 % o3W y caMLiiB 1 CAMHIb BIANIOBIAHO), IPHUOMY HaibiNbLIIa
yacTka BusBisuiacs B cedi (18 % 119 %). ¥ camuis metaboaiTamu,
1110 YTBOPIOBAINUCS B HAMOUIBIIH KIIBKOCTI, OyJIM NPOJIYKTH
okucHenHs M1, M4, M7 ta M8, ski ctanosunu 6-14 % no3u, a
Takox cynbdaTtauit kon’torat (M12), Ha skuii npunaaano 5 % J1034.
Y caMuIb cynbhaTHui kon toraT (M12) 6yB HaltuncenbpbHILINUM
MeTaboniTOM JiKapchkoro 3acody, sikuii ckiaaas 41 % no3u,
npUuOMy HaHOUIbINA YacTKa BUsBIANAcs B 5k0Bul (39 %).
Tpuoxcunuit metabonit M1 cranoeur 7 % n03u. Metabonit
AZ14102143 BusiisBcs 3/1€01JIbIIOTO B 3KOBY1 Ta CTAaHOBUB < 2 %
T034 y CaMIIiB.

5) Bugpenenus

KMRO016. ITicas oanopazororo nepopansuoro (10 mr/kr) ado
BHYTpilltHbOBeHHOTO (1 MI/kr) BBetenns [14C]-kaniBacepTudy
IHTAKTHAM CaMILISIM 1 CAMHUISIM 1Y PIiB OLIHIOBAJIH BUBCICHHS
PaioaKTUBHO MIYEHOT0 Tpenapary Ta po3nojll MK I1a3MOI0 Ta
KpoB'10. [loBHE BUBEICHHS 3aCTOCOBAHOIO Pa/IIOAKTHBHOTO
MaTepiany 3 eKCKpeMeHTaMM Jocsranocs y TBapun uepes 168 rogun
TiCIIs IEPOPATBHOTO Ta BHYTPILUHBOBEHHOIO BBEIEHHS JIO3H.
BifbLICTE PaAioaKTHBHOTO MaTepialy BUBONIACH IPOTATOM

48 ronuH, He3aJIeKHO BiJI IIUIIXY BBeJIeHHs. Yepes Thxkae -lIiCJ’lH
BBEJIEHHSI [TpeTIapaTy eniMiHalis paaioakTHBHOCTI Oyna ﬁf
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BBOJIMJIM NIPENApAT BHYTPIINLOBEHHO, TAKOK 0YJ10 IOAIGHHM y
TBAPUH PI3HUX cTateit (76 % v camuin i 82 %y CaMMllb), alle
HIDKYMM, HDK 11e21s IepopasibHOro seeienns. CepeiHe BUBCICHHS
3aCTOCOBAHOTO PalloaKTHBHOTO MaTepiaily i3 ceuero mics
nepopaabLHOro BeejicHus (2—4 %) 0yI10 HIKYUM, HiK TTiCIs

BHY TPIIIHLOBEHHOTO BBeAeHHs (15-17 %). Y HOBITPI, 1110
BU/IMXAETBCA, HC BUSIBIIANOCS pajlioaKTUBHOIO Matepiany B iCTOTHIIH
KinbkocTi. Ile cBifunTh npo Te, 110 Non0KeH s paxioakTHBHOT MITKH
B MOJIeKyJ1i OyJI0 CTaOIMbHUM i IIPHIATHUM JUIS BUKOPHCTAHHS B
JOCHIDKEHH] 11boro Tuity. [Tic/s mepopalbHOTO BBEICHHS
MaKCHMaIIbHA Cepe/THA KOHLEHTpallis paAioaKTHBHOIO MaTepiany B
kposi (0,40 i 0,20 HMOB/T y caMIiB i caMuIlb BIJIIIOBIZIHO) Ta B
rasmi (0,45 10,25 nMois/r y caMuis i caMuib BiANOBiHO)
criocTepiranacs uepes 2 roJMHN miciis BBeieHHs 103u. KonnenTpauii
BHHKYBAITMCA MK 2-10 Ta 6-10 roguHamu (KiHIeBHil yac BiI0OpPY
3pasKiB), ajle KOHNEHTpaUil B KOXKHIH i3 MaTpHIlh Bee 1me

111 11aBaJIUCs BUSBICHHIO.

[Ticrs nepopanbHoOTo BBe/IeHHS CIIIBBIAHOLIEHHS KOHIEHTPALLH
PazioakTHBHOCTI B KPOBi Ta 11a3Mi HaGIMsKanocs 10 o MHAL (B
mianasoni Biz 0,81 10 0,90) yepes 20 XBHIIMH 1 2 TOAHHHA Y caMLiB 1
caMH1[b BI/INOBIANO. Lle cBiunTE mpo Te, 110 3B’ A3yBaHHs 3
KJITHHAMHU KPOBI CTAHOBUTB 3545 %.

4330KR. JlocniaKeH s NPOBOAMIOCS 3 METOKO BU3HAYCHHS
LIBUIKOCTI Ta LUISXIB KiHeTHKH BuBeenHs [14C]-kanisacepTu6y
miens nepopanbuoro (10 mr/kr) i BHy TpiltHbOBeHHOTO (1 MI/KT)
BBEJIEHHS CaMIIAM 1 CAMHIISIM IIYPIB 13 KaHIOJILOBAHAMH JKOBYHHMH
nporokamu (KXKII). Kpim Toro, B focaimxenHi 30upaiy 3pasku
I1J1a3MH Ta €KCKPEMEHTIB Ui NpoQiTioBans Ta iieHTrdikanii
MeTadOITIB B INTAKTHHX 1iypiB 1 urypis i3 KOKII. Tlicna
IEPOPALHOTO 3aCTOCYBAHHS OCHOBHUM LIUISIXOM eNliMiHalii 6yiio
BUBEJICHHS 3 JKOBYIO, K€ CTAaHOBHIIO 45 % y camuis mypiB i B
cepesitibomy 53 % y camuub. BugejieHHs i3 ceuero ctanoBuio 7,6 %
y camuiB 1ypie i B cepesbomy 13 % y caMuis, Toal Ak eKcKperis 3
KasioM ctanosuia 43 % ta 33 % BBeJIeHOT JI03M Y CaMIlB i caMUIb
B1ANOBIAH0. BpaxoByioun piBeHb pajioakTHBHOCTI B cedi Ta KOBYi
MiCJIs NePOPATBHOTO BBEJICHHS, MOKHA IPHUITYCTUTH, 1110
BCMOKTYBaJiocs monaimenie 53 % ta 64 % BBeaenol no3u. ITicius
BHYTPIIIHEOBEHHOI'0 3aCTOCYBAHHS BUBEACHHS 3 KOBYIO OYII0
OCHOBHHM LIJIAXOM eJliMiHalll Ta CTAHOBHIIO B cepeiboMy 65 % i
64 % y caM1iB i caMuIlb Bi/NOBI/IHO. BrBeneHHs i3 ceuer

6) DapMaKOKIHETHYHI
B3a€MO/11 (JIOKIIHIYHI)
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50 mkM. Cnocrepiranocs o6opoThe inriGysanns CYP2DG6 3i ]
sHadennam 1C50 5,3 MxM, oanak st inmmx nporectosanux CYP- |
(pepmenTin 3uauenns IC50 cranoBumu > 16,7 MxM a60 > 50 mKM.
3natHicTh KaniBacepTHOyY BUKIMKATH Yaco3ajieikHe IHr10yBaHHsI
(U31) dpepmenTaTupioi aktueHOCTI, onocepekosanoi CYP-
130(opMaMH TIEUiHKOBUX (pepPMEHTIB JHOIMHH, J0CTiKyBatu B HLM
nicyis nonepeansol 30-XBumMHHOT iHKyGalii 3 MIKpOCOMAaNbLHUM
OlnKom 3a BifcyTHOCTI a00 B MpUCYTHOCTI
HIKOTHHaMiTaneHinmHyKiIeotuadocdary (NADPH). He OyJo
PKOJIHHX O3HAK TOr0, 10 KamiBacepTHO iHAyKyBaB 4aco3ajieskHe
1HriyBanus akTuBHOCTI (epmentis CYP1A2, CYP2A6, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6 a6o CYP2E1.
Kanisaceptu innyxyBas uacosanexue inribypanns CYP3A4/5,
OCKIJIbKH ClIOCTEpiraBes mocuienuii inribitopuuii edexr na
(pepMeHTATHBHY aKTHBHICTB, OllOCEPEAKOBaNY (hepMEHTaMK
CYP3A4/5, y Tux Bunankax, KoM KamiacepTu6 [oInepeIHLO
iHKkyOyBaiu B npucytHocti NADPH, nopiBHAHO 3 nonepeboio
inKyOauiero 3a Bincytnocti NADPH. Kanisacepru6 (16,7 MxM)
3HHKYBaB akTHBHICTE (pepmenTiB CYP3A4/5: na 61,1 %1 73,9 %
JULs MiZlasosamy 1°-TiIpoKCHIIasH Ta TecToCTepony 6B-TiapoKcHIiasn
BIAMOBIIHO.

BS001265-84, BS001265-85. 3atnicts kanisaceptudy 060poTHO
inribysaru depmentu CYP nocnimpkysam 8 HLM y nianasoni 6iibin
BHCOKHX KOHIEeHTpauii (Bij 0,5 1o 150 MxM). [Tpu nocnimkyBanux
KOHLIEHTpaNAX He crocTepiragocs inribysanns ¢pepmentis CYP1A2
abo CYP2AO6 xaniBaceprubom. Husbkuii pisens inribypanns
CYP2CS8, CYP2EI1 i CYP3A4/5 (cyGerpar Hidenuniny)
CHIOCTEpiraBesi NPH HAMBHIIMX KOHIEHTPALisX KamiBacepTuby (1mpu
KoHueHTpaiii 150 MxM MakcuManbHe iHriOyBanHs cTaHoBuI0 30 %,

14 % 138 % minnosinno). Kanisaceptu6 inriGysas (pepmentu
CYP2B6, CYP2C9, CYP2C19, CYP2D6 Ta CYP3A4/5 (cyberpart
MiZazosamy), mpuyuomy 3Hadenns 1C50, ski niggaBanucs
BUMIPIOBaHHIO, cTaHOBMIM 134, 75,7, 122, 15,2 ta 54,7 MmxM
BiJUTOBIIHO.

KMX004. Buznauaay DoKasHHKH 4aco3ajIeXKHOT0 iHri0OyBais
KarnipacepTuOoM 1’-ripoKCHITIOBaHIs Miga3onamy,
onocepeakosaHoro pepmentamu CYP3A4/5, a came KI
(KOHIEHTpalllsl IHAKTHBATOPA, KA TIPU3BOJUTE JI0 NOJIOBUHH
MaKCHMMallbHOI IBUIKOCTI 1HaKTHBALliT) Ta kinact (koHcTanTa
LUBM/IKOCTI IEPIIOTO NOPAKY, SKa 0B’ sI3y€ MAKCHMaJIbHY,

AKTHBHOTO (hepMenTy). Y 11bOMY JOCIIIKEHH] KaniBace
KoHnenTtpauisax iz 1,23 no 100 MxM) nonepennso ig

CYP3A4/5 vaco- Ta jozo3anexnum uioMm. Kin

inaktusauii (kinact 1 KI) Bu3navanu M%:IQ,&_ Hemmﬁ ol perpecti—




JIAHUX 1110/10 LUBHAKOCTI 1HAaKTHBALT. O0unciieni 3navenns kinact i
KI cranosunm 0,040 x8-1 ta 10,5 MxM Bianosiano.
AZM100108-02. 3natnicTb KaniBacepTHOY aKTHBYBATH perHan X
penentop (PXR) oninioBany 3 BAKOpUCTAHHAM KJIITHHHOT JIHIT
renaromu moanHu HepG2, tumuacoBo TpaHcikoBaHOT BEKTOPOM
excrpecii PXR i penoprepoio niasmijoio monudepasu CYP3A4.
[Ipn Konnentpanisx 10 50 MM (26 MKr/M1) iHAYKHIT He
crocTepiranocs.

KMXO014. JTociiukyBaan 3aaTHICTh KariBacepTuOy BUKIHKATH
uacosanexHe inridysanns CYP3A4/5 B myni kpiokoHcepBOBaHHX
spaskiB HH. KineTnuni nokasnuku, nop’s3ani 3 yacosanexunm
inrioyBanusm CYP3A4/5, Bu3Hauaim nuisixoM nonepeiHboi
iHKyOauil kanigaceptudy B konuenrpanisx 1,2, 3,7, 11,33 i

100 MxM nporsirom 0, 5, 10, 20, 30 1 60 xuaun. Hanpukisni n1poro
nepiojly nonepeHbol iHKy6ailii alikBoTy Npoby s 10YaTKOBOT
inKyO6auii po36aB/suIN B 5 pasiB CyMilIio 171 BTOPUHHOT iHKYGantii
Ta J10JIaBaIH MOJICIBHUI cyOcTpar (Mi1a3oaMm) y 1’ sTHKpaTHiH
KoHueHTpanii Km. Byno npojemoncTpoBano, 1o KaniBacepTnt
inridye CYP3A4/5 (1’-rigpokcumosanus Mizasonamy) yaco- ta
N0303a51ekHUM YuHOM. LlIBHikicTs iHakTHRanii CYP3A4/5
PO3paxoBYBalH AJs KOKHOI KOHLIEeHTpallii KaniBacepTuOy. Kinetnuni
napamerps iHakTupauii (kinact i KI) Bu3nauanu Meto1oM HeiHidHOT
perpecii JTaHUX MIO/I0 LIBHJIKOCTI iHakTHBaLil. O0UnCIeH] 3HaUeHHS
kinact i KI ctanoumu 0,027 + 0,006 x8-1 Ta 24 + 16 MmxM
B1JIIIOB1JIHO.

KMX018. [locnifzKyBaiu 31aTHICTh KaniBacepTudy iH1yKyBaTH
neuinkoBi CYP-depmentu 1A1/2, 2B6 1 3A4/5 y nepBunnux
KkynapTypax HH (n = 3 nonopm). Inaykiiro BU3HauYaid 3a J0IOMOTOK0
ananiziB epMEHTATHBHOI AKTHBHOCTI, CEJIEKTHBHUX Ui (PEPMEHTIB
CYP1A1/2 (O-peernntoBanus penaneruny), CYP2B6 (N-
neMeTHIIOBaHHA S-MedeniToiny) Ta CYP3A4/5 (63-
rAPOKCUIIIOBAHHS TecTocTepony). Kpim Toro, omiHioBany 3sMiHH B
excrnpecii MPHK 3a nonomoroio kijgbkicHoT nojaiMepazsoi
ITaHIOroBo1 peakiiii 3BopotHoi Tpanckpunrtazu (RT-PCR). Taky6artis
kariBacepTOy 3 HH Bin TppoX pizHUX JOHOPIB Y KOHIEHTPALISX JI0
50 MkM npu3Bena 110 3aJeKHOT0 BiJl KOHLEHTPALT [11/{BHIIIEHHSA
excrpecii MPHK CYP3A4, npuyomy MakcumalibHe 111/IBUIIIEHHS
Oyno 11-; 10- Ta 14-kpaTHuM, 1110 CTaHOBUIIO, BiANOBiAHO, 8 %, 21 %
13 % BIJTHOCHO BIZIMOBIJII IHYKTOpPA, 1110 BHKOPHCTOBYBABCH K
MO3UTHBHUIT KOHTPOIIb. JKOJHUX 3MIH B aKTMBHOCTI (hepMeHTY He
criocTepiranocs. Lle yarokyerses 3 iH(opMalliero npo Te,




JAOHOPCHKHX 3pa3Kax, 1110 CTAHOBUIIO, BIUIOBIIHO, 6 %, 3 % Ta 3 %
BIIHOCHO BI/INOBI iH/1yKTOpa, 30¢TOCOBAHOTO K O3HTHBHMI
KOHTPOIIb) Y BCIX TPhOX JOHOPCHKUX 3pa3Kax y KOHIEHTpaLisX
npenapaty 10 50 MkM. V xo1HOMY 3 OLIHIOBAHUX TOHOPCHKUX
3paskis He OyJ10 03HaK inaykuii aktuenocti CYP2B6 a6o excrpecit
MPHK y konuenTpauisx npenapary 10 50 MkM.

ONC5363-0001 PK-CYP. Inaykuito DDI Gepmenty CYP3A4 nin
J€I0 KariBacepTHOY 101aTKOBO aHalizyBaIH Ta KilbKiCHO
OLIHIOBAJIM Y JIOJICHKUX I'eNaTOUTaX Bil OJHOTIO JnoHopa (HH1103)
LIJIIXOM BH3HAUCHHS BI/ITHOCHOTO NOKa3HUKa 1HAyKLiT (relative
induction score — RIS). Kanisacepru6 (0,15-50 MKM) 1HkyOyBanu 3
HH (HH1103) npotsrom 48 roaux, 1106 BU3HayuTH KpaTHICTh 3MiHU

MPHK CYP3A4 Binnocno KOHTpoasHOT iHepTHOT pedoBHHH.
[lokasnukn injyxuii Emax ta EC50 6ynu BusHaveni sk 12-kpatHe
30inbUIeHHs Ta 3navenHs 24,9 MxM BiamosigHo. Bukopucrosyroun
sHaucHHsA Imax, u-3Hauenns 0,7175 MxM i 3anpononoBane piBHIHHS
(RIS = Emax * Imax, u/ EC50 + Imax, u), 6y110 po3paxoBsano, 1o
RIS ans kaniBacepTu®y cranosuts 0,33. Ilpu 3acTocyBanui sHauenHs
RIS 0,33 1o kanibpysanbHoi KpHBOI, CTBOPEHOT JUIsl JIOHOpa
renarounTis moanan HH1103, 3 18 peyosunamu, mo JEMOHCTPYIOTH
Juanason Kniniynol inaykuii CYP3A, nporrosopane sumkenns AUC
epopanbHOro Mijlazonamy (dyTinBmii cyberpar CYP3A4/5)
CTaHoBUIIO 69 %. Lle cBiaAUMTH Npo Te, MO KariBacepTud € MOMipHHM
inykropom CYP3A4. Cnin 3a3naunty, mo B MeToi RIS
PO3IISIIAETLCS IUIIE IHAYKLIS Ta He IPOTHO3YEThCA KIHIIEBHIT
II0Ka3HHK IHJIyKLiT Ta yaco3asiesxHoro inribysanns. Kpim Toro,
CHOCTEpiranocs 3aleskHe Bijl KonuenTpanii miasumenss MPHK
CYPIA2 i CYP2B6 i Oyno Bu3Haueno Binnosigni snaverns EC50 ta
Emax (15,6 MxM 1 4,55-kpatne 36inbmenns ta 20,1 MxM i 6,10-
kparHe 30insenns st CYP1A2 i CYP2B6 Bianoeijguo). [lotenmian
JUtst KiiHI9HO 3nauymol inaykuii CYP1A2 kanisaceptuGom MoskHa
OyJI0 BUKJIIOUHTH 32 JI0MIOMOTOIO METOly KPATHOCTI 3MiHHM, TOI SIK
OTeHLIaN Ul KIHIuHO 3Hauyol inaykuii CYP2B6 ne Moskna 6yio
BUIUIIOUHTH. Y TBOpeHHs MeTabonity AZ14102143 6yo
niTeepkeno (19 %) mij gac inkyGauii 3 renatonuTamu, i ToMy
HOro MoTeHuiiAnii BHecok B inaykiiro DDI Oyo BKIIOYEHO 10
OIIHKH.

KMN025. Jlocai/pKyBany 3aTHICTb KaniBacepTuby AisTH in vitro six
IHI'10ITOP JII0/ICBKOI0 HUPKOBOTO Tpancnoprepa OCT?2, sxwuii
excripecyeTbes B KinTunax HEK293 (HEK-OCT?2). Iuri6itopuuit
MOTEHIliall KaniBacepTudy OLHIOBAIIM HUISIXOM BUMipIOBaH A
norjauuanHs Mmapkepaoro cyocrpary [14Cl-merdopminy P KM)




normananst [14CJ-merdopminy B ocipkysanomy rianazoni
KoHLleHTpauiil, npu ubomy snavenns 1C50 cranosuio 1.34 MxM.
3aatHICTh KanisacepTuoy aistv sk cyGerpar s OCT2
JTOCTIDKYBaM Ha HeTpanciKoBaHHX Ta OCT2-tpancdikosannx
knitnaax HEK293 y nianasoni konuentpaniii 0,07-7,0 MxM. ¥V 1ux
TpaHCc(IKOBAaHWX KIITHHAX MOITTMHAHHS KanisacepTtuOy 3/1e6i1b110r0
OyI10 onocepe/ikoBane HacHBHOIO Audys3icio, pote Gynu jeski
03HAKH HU3BKOTO piBHA OCT2-0mocepe1K0BaHOr0 MOTAHHAHHS.
Pgp inhib 28Junl2 AZ12952302. JlocimkyBaiu 31aTHICTE
KaniBacepTuby MiATH in Vitro ax iHriGiTOp J10/ICHKOTO cIIroKCHOTO
Tpancnoprepa P-gp (MDR1, AT®-38’s13y104a kacera B1) npu
excrnipecii B knitnnax MDCKII-MDR 1. Inri6itopuuii notenuian

KaniBacepTHOy ONIHIOBAIM LUISIXOM BUMipIOBAHHSI TPAHCHOPTY
Mapkeporo cyoerpary [3H]-murokcuny (5 MxM) Bix
OazonarepanbHOI AingHKH 10 anikanbHOT (B-A) npotsarom 90-
XBUIIMHHOTO TIepiofty inky6amii npu 37 °C 3a BifcyTHOCTI Ta B
MPUCYTHOCTI KaniBacepTuOy B pisHuX KoHUenTpaniax (1-300 MxM).
Kanisaceptu0 ne inridygas P-gp-onocepeaxopanuii Tpancnopr [3H]-
JINTOKCHHY B JIOCTIIJUKYBaHOMY Jiana3oHi KOHLEHTpatiii.

05102012 OATP1B1 inhib AZ12952302. JlocnipkyBanu
3/1aTHICTD KamnisacepTHOy AisTH in Vitro sk iHriGiTop MoacHKoro
nevinkoeroro tpancnoprepa OATP1BI, sxuii excripecyerses B
kiituaax HEK293 (HEK-OATP1B1). Inri6itopauii notenmian
KaripacepTHOy ONIHIOBAIIM IUISIXOM BUMipIOBAHHS MOTIMHAHHS
MapkepHoro cydetpary [3H]-ectpaniony 17 rmokyponiny ([3H-
EG]J; 0,02 mxM) xnitunamu HEK-OATP1B1 a60 nopoxuboro
BexTopa (HEK-BeKTOpHHMI KOHTPOIIB) MicIis 2-XBHIMHHOTO Tepioay
iHKyOauii 3a BIICYTHOCTI Ta B IPUCYTHOCTI KamiBacepTuOy B pisHUX
koHueHTpaniax (0,3-100 mxM). Kanisaceptu6 inridysas OATP1BI-
onocepeaxosane norjauHanng [3H]-ectpaniony 17 rimokyponiay B

NI0CITIIKY BAHOMY Jliamia30Hi KOHLEHTpalliii, TpH bOMY 3HAUeHHS
IC50 ctanoBuno 15 MxM.

BE000458-19 AZ12952302. JlocmimpKyBainu 34aTHICTD
KanisacepTuOy AiATH in vitro sk iHriGiTOp MOACEKOro edIIOKCHOr0
Tpancroprepa BCRP (Ginka pe3HCTEHTHOCTI paky MOJIOUHOT 3a/103H;

ABCG2), sixuit excnipecyetbes B kinituaax Caco-2. [Hribitopnnii
[10TeHIaN KaniBacepTHOY OLIHIOBAIH LIJIAXOM BHMIpIOBAHHS
TpaHCcTIOpPTy MapkepHoro cyocrparty [3H]-posyBactratuny (1 mxM)
Bi/t GasosaTepanbHOl MiSHKH 10 aiikaibHoi (B-A) y Monolmapax
kniTuH Caco-2 nporsarom 90-XBUITHHHOTO niepioy iHKy6auii npu
37 °C 3a BIACYTHOCTI Ta B IPUCYTHOCTI KarliBacepTudy B pizHm
kounenTpaniax (1-300 mxM). Kanisaceptu6 inridysas BC

ornocepeaxKoBanuii Tpancrnopt [3H]-po3yBactaruny B

J10C/11/UKY BAHOMY Jliania3oHi KOHIEHTpALliil, IpH IboMY 3H
IC50 cranosuno 100,1 MxM. -
BS001265-62. 3naTHicTh KaniBacepTHGy"iHri6yBaT‘
UGT1A1 ta UGT2B7 nocnimxysanu B HEM 'y sfanazoni- o —-
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KonuenTpauiii Bix 0.3 10 300 MmkM. Criocrepiraiocs iHridyBanns
UGTIAL, npu usomy 3nauenns IC50 cranosnio 85 MxM.
[uridysanus aktusnocti UGT2B7 KarnipacepTndoM crioctepiranocs
JHLIE MpU KoHUeHTpauii 300 MkM, npu usomy sammanocs 87 %
AKTHBHOCTI KOHTPOJILHOT IHEPTHOT PEYOBHHI, ate inridyeamns 6yno
HEJOCTaTHIM Ui BH3Hauenns 1C50.

16AZTrP3. [TocnimpKyBanu 3maThicTs KaniBacepTuOy JisTH in vitro
SIK THTIBITOP NIOACHKOTO MEYiHKOBOTO Tparcnoprepa OATP1B3,
SIKHH eKCIIpecyeThest B KiiTuHax HEK293 (HEK-OATPI1B3).
[Hri6iTOpHMI NoTeHIiaN KaniBacepTHOY O1IHIOBAMH 1LISIXOM
BUMIPIOBAHHS I0TTHHAHHS MapKepHOTo cybeTpary aTopBacTaTHHY
(0,15 MxM) xnitunamn HEK-OATP1B3 a6o nopoxmusoro BEKTOpa
(HEK-BexTOpHUIT KOHTPOIIB) IIic/s 5-XBUAMHHOTO nepiony inkyoarii
3a BIZICY THOCTI Ta B IIPUCYTHOCTI KaniBacepTu6y B PI3HHX
KoHnenTpauisx (0,3-100 mxM). Kanisacepru6 inrioysas OATP1B3-
OTlOCepeTKOBAHE MOTIIMHAHHSA aTOPBACTATHHY B JIOCII/IKY BAHOMY
Jllanasoni KOHIEHTpauii, npyu 1boMy 3Hauenns [CS50 cTaHoBMIO
25,2 MxM.

JlocipKyBany 31aTHICTE KaniBacepTnGy IisSTH in Vitro sk 1HT10iTOp
TIOZICBKOTO HUPKOBOro Tpancnoprepa OATI, sxkuii ekcnpecyerhbes B
kniTuHax HEK293 (HEK-OAT1). [ariditopuuii motenuian
KariBacepTHOY OLIHIOBAIN LUIIXOM BUMIPIOBAHHS MOTTHHAHHS
MapKepHOTo cyberpary napa-aminorinypary (PAH; 10 MxM)
kiitnaamu HEK-OAT1 a6o noposxkuboro BekTopa (HEK-sexTopHmii
KOHTPOJIb) TiCIs 5-XBHIMHHOTO Tepioay inkybauii 3a BiacyTHocTi Ta
B [IPUCYTHOCTI KarliBacepTHOy B pi3HHX KonueHTpalisx (0,3—

100 MxM). Iuribysanus aktusnocti OAT] kanisaceptom 6yio
HEJIOCTATHIM U1 Bu3HayeHHs 1C50, ocKiabku NPy HaWBHIIIH 13
MPOTECTOBAHMUX KOHIIEHTpaniii kaniBaceptudy (100 mxM)
criocrepiranocs nume 13,9 % inribysanns OATI-onocepeakoBaHoro
NOITMHAHHS napa-aminorimypaty (PAH, 10 MxM).

JlocmijukyBany 3aTHiCTh KaniBacepTudy AisiTH in vitro sk inri6itop
JTIIOZICBKOTO HHpKOBOTO Tpancnoprepa OAT3, sikuii excrnipecyeThes B
kniTunax HEK293 (HEK-OAT3) (nociokenns 16AZTrP3).
[HribiTopHui MoTeHIian kKaniBacepTHOY OLIHIOBAIIA IILISXOM
BIMIPIOBaHHSI TIOTTIMHAHHS MapKEPHOTo cyOeTpaty (ypoceniy

(5 MkM) knitTunamu HEK-OAT3 abo noposkusoro sektopa (HEK-
BEKTOPHHI KOHTPOIIb) I/ S-XBHIMHHOTO Nepioy inkyOGarii 3a
BiJICYTHOCTI Ta B IPHCYTHOCTI KaniBacepTndy B pisHAX
KoHIeHTpaniax (0,3-100 mxM). Byno BusiieHo, 1110 TIpH HUXKUYNX
KoHueHTpanisax (0,3-3 MxM) kaniBacepTu® 0OYEBHIHO aKT
OAT3-onocepexopane nornunanus ¢ypoceminy (5 MxM

AKTHBHOCTI KOHTPOMILHOTO 3paska. JIoc bRy Bl i
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KarmBacepTHOY AIATH in Vitro sk IHTIBITOP JIH0ACHKUX HUPKOBUX
edpmokennx tpancnoprepis MATE ta MATE2-K y knitunax
HEK293.

[HriGiTopuuii noTenuian kanipacepTnOy OLMIHIOBAIM MIISXOM
BHMIPIOBAHHS NOITTMHAHHS MapKepHOro cybeTpary MeThopMiny

(50 mxM) knitunamn HEK-MATE], HEK-MATE2-K a6o
nopoxnporo sekropa (HEK-sekropuuii kontpons) micis 10-
XBHJIMHHOTO Ilepiofy inkybauii 3a BiiCy THOCTI Ta B IPUCYTHOCTI
KaniBacepTnOy B piznux koHueHTpauisx (0,3-100 MxM).
Kanigaceptu® inridysap tpancrnopt methopMiny, onocepeaxoBanuii
MATEI 1 MATE2-K, nipu usomy 3nadenns 1C50 cranoBum

1,79 MxM Ta 14,0 MkM BifnorinHo.

3narnicts kaniBacepTuOy AiATH SK cyOCTpar Juts P-gp y xniTunax
MDCK-MDR1 nocnifysain B konuentpauisx 1, 10, 50 i 100 MmxM,
a TaKoK y KOHUEeHTpauii 1 MkM y mpucyTHOCTI Ta 3a BificyTHOCTI
inridiropa P-gp Bancnosapy. [Tpu kornentpanii 1 MkM BuMipsHi
KOHIEHTpaLil KanisacepTndy B HanpsaMKy Biji A 10 B 3 MoHomapamu
kit MDCK 6y HWKYMMH 3a Mexy KiTbKiCHOTO BU3HAYEHHS
(LLOQ). Takum unnom, 3nauenus Papp (Bix A no B) y knitunax
MDCK, xoediuient edunokey B knitunax MDCK i BigHocHuii
koedinient eduokey (kaitnan MDCK-MDR1 BiZHOCHO KIiTHH
MDCK) ne Busnavanu. I1pu xonuenrtpauii 1 MxM koedinient
eurokcy kanipaceptndy B knitunax MDCK-MDR1 nopiBHIoBap
116. Y npucytnocti Bascnoaapy mei nokasnuk 3umkysases 1o 0,18,
o cBiauTh 1po 100 % inribyBanns edmokey Kanipaceptuoy B
kmitnnax MDCK-MDRI. [1pu xonuentpauii 10 MxkM BigHoCHMUi
Koe(inieHT edmoxcey kaniBaceptHOy nopisHiosas 4,4, Otpumani
pe3yJIbTaTH Npu KoHuenTpauiax | MkM i 10 MM BkasyioTh Ha Te,
1o KanigacepTnd € cyderpatom P-gp. [lpy BHIIMX KOHLIEHTpaLiax
KaniBacepTHOY criocTepiranncs BinnocHi koedinientu epmoxcy 0,98
Ta 1,55 npu konuentpaisx 50 MM ta 100 MxM BixnoBigHo, 110
CBIIYMTL PO HACHUEHHSI AKTHBHOTO TPAHCIIOPTY.

31aTHicTh KaniBacepTuOy aisTH sk cyberpar uis BCRP y knitunax
MDCK-BCRP nocnijukyBaiy B konuenTpamisx 1, 10, 50 i 100 MM
Ta B KoHLenTpauii 1 MKkM y npucyTHOCTI Ta 3a BiJICY THOCTI
inridbitopa BCRP Ko143. I1pu konuentpauii 1 MxM Bumipsni
KOHIeHTpauil KaniBacepTuOy B HaNpsIMKY Bif A 10 B 3 Monomapamu
knitiH MDCK Oyin HiKYMME 3a MEXKY KiTBKICHOTO BU3HAYEHHS
(LLOQ). Taknm unnoM, 3Hauenns Papp (Bix A 1o B) y kinituHax
MDCK, koedinient eduoxcy B kiaitunax MDCK i BinnocHui
koedinient edutokey (knitian MDCK-BCRP BifiHOCHO KIITHH
MDCK) ne Buznavanu. [lpu xonnentpamii 1 MxM koeditieps
emokey kanipaceprudy B kiituHax MDCK-BCRP nopis
25,4. Y npucyrtnocti Kol43 koedinient edunokcy nopisHgysas 41,6,
1110 CBIIYMTH NPO BIJICYTHICTD IHTIOyBaHHs e(hIroKey KaHi]
B KniTHHax MDCK-BCRP. Takum unHON, edmokcs Kl

afie OyTH 3jmOBNEHMIT |




codaunm P-gp, axuii ekcripecyeTbest B 6aThKIBCHKMX KIITHHAX
MDCK. Tlpu konuentpanisx 10, 50 i 100 MxM BinnocHi
koe(iuicnTu edmokey kanisaceptndy cranosuin 0,41, 0,12 Ta 0,24
BiNOBIIHO. Li pe3ynbraTn BKA3yioTs Ha Te, 110 Kanisaceptud He €
cyobcrpatom BCRP.

BS001705-69. 3naruicts kanisaceptuby inribysaru UGT1A9
ociikysani B HLM y nianasoni konnenrparii sig 0.1 10

1000 MxM. Byno 3po6ieHo BUCHOBOK, 1110 KariBacepTut He YHHUTE
3HAYHOTrO IHTI0ITOPHOTO BIUIUBY Ha akTuBHiCTL UGTIA9 y
KOHIIeHTpallisx 1o 1000 MxM npu inkyGauii 3 MikpocoMamu reuinku
IO/ IMHH.

BS003400-56. 3narnicTs kaniBaceptudy inriGysarn depmentn
UGT1A4 nocnimkysam B HLM y jiianasoni koHneHTpariii iz 0,3
10 300 MxM. Byo 3po6neno BHCHOBOK, 1110 KariBacepTHO YHHUTE
NIeBHHUI INTi0iTOpHUH edexT Ha akTuBHicTs UGT1A4, ockinbku
crioctepiranocs Maibke 50 % inribysanns (45,5 %) akTHBHOCTI
UGT1A4 npu Haiiumiit i3 npoTecToBaHMX KOHIEHTpaiii
kaniaceptuoy (300 MxM).

BE000901-57. OuinioBani TpaHCHOPTHI XapaKTepUCTHKH

KkanisacepTuoy B HH. Byno npoaemMoHcTpoBaHo, M0 aKTHBHMI
TPAHCIIOPT CHPHUsE 3araJIbHOMY NOIJIMHAHHIO KaniBaceptudy B HH in
Vitro.

BS001884-52, BS001884-58. 3narnicte AZ14102143 KOHKYpeHTHO
inridysaru CYP nocmimkysamn 8 HLM y mianasoni konnenTpaniii
Bizt 1 10 300 MxM. AZ14102143 BukiMKaB He3HauHE 060POTHE
inri0ysanns depmentie CYP1A2 (22 %), CYP2A6 (10,2 %),
CYP2B6 (18,2 %), CYP2C19 (13,1 %), CYP2D6 (9,1 %) ta CYP2EI
(11,4 %) npu naiiBumii i3 OLiHIOBAHUX KOHIEHTPALili, alle 1LOTo

Oy10 HegocTaTHBO i Bu3HaueHHs IC50 (3navenns 1C50

> 300 MmxM). AZ14102143 B nianaz3oni A0CIIHKYBaHHX
KOHLIEHTpallii He iHriOyBaB pepment CYP2C8, CYP2C9 ta
CYP3A4/5.

BS001884-49. 3narnicte AZ14102143 nisitu sx iHriditop
JTIOJICHKOTO e(h/IIOKCHOTO TpaHcmopTepa P-gp, sikuil excripecyeThes B
knitunax MDCKII-MDR1, ominioBany nuisxoM BUMipIoBaHHs
TPAHCIIOPTY MapKepHOro cyocTpaTy AUTOKCHHY BiJi Oa3zosatepaibHOT
NIAHKH JI0 arikajdbHOI mpoTsaroM 120-XBUIMHHOTO nepioy
inkyOanii npu 37 °C 3a BincyTHocTi Ta B ipucyTHocTi AZ14102143 B
Jlanasoni KoHueHTpanii Bix 1 MkM 1o 300 mxM. Byno BusBieHo,
o AZ14102143 y nocnixyBaHomy Jiana3oHi KOHIEHTpallii He
CIPHYMHSAC IHIOYBaHHS TPAHCIIOPTY THTOKCHHY.
BS001884-50. 3natnicte AZ14102143 nisitu sik inribitop
mojicekoro edurokcHoro Tpancnoprepa BCRP B kniTunax
OIIHIOBAIH LIJISIXOM BHMIPIOBAHHS TPAHCIIOPTY MApKEPHO
cyOcTpaty posysactaTuny (1 MxM) Bij 6azonarepaib
anikaapHol B MoHOWAapax kiitun Caco-2 ficis 1204Bmn TO .

co-2

IISTHKH 110

nepiony inky6auii npu 37 °C 3a BIICYTHOETI Ta B\TTPMCYTHOCTI




19AZTrP7. Ilin yac nociikeHHs in Vitro 3 BUKOPHCTAHHAM KITiTHH

AZ14102143 B aianaszoni Ko'mlempauifi B 1 MkM 110 300 MxM.
byno susBieno, mo AZ14102143 CIPHUMHAEC HE3HAauHe IHT10yBaHHg
TPAHCIOPTY PO3YyBACTATHHY B JIOCIJLKYBAHOMY Jliana3oHi
KOHIICHTpaiii, Ipu 1150My oueBH/He 3Hauenns 1C50 cTaHoBWIO

> 300 MxM.

BS001884-51. 3narnicts AZ14102143 1isity sik IHr10ITOp
inoficekoro Oinka OATP, sxuii excnpecyetses B kaitnnax HEK293
(HEK-OATP1B1), oninioBain muisxom BUMIPIOBaHHs MOTJIHHAHHS
MapKEpHOro cybeTpary ecTpajlioy riokyponiny (5 MxM)
kiituHamMu HEK-OATP1B1 a6o nopoxkaboro BekTopa (HEK-
BEKTOPHMI KOHTPOJIB) MicJist 2-XBUIIMHHOTO HEPiojTy 1HKYOauii 3a
BIJICYTHOCTI Ta B nipucyTHOCTi AZ 14102143 B ianaszoni
KOHLEHTpawii Bix 1 MkM 10 300 MmxM. Byno Busigneno, 1o
AZ14102143 € inribitopom OATP1B1 moannu, IIPH 1IBOMY
3HavyeHHsa IC50 cranoBuTh 65,8 MKM.

HEK?293, mo excrpecyiors Tpancnoprepu, 6yio
MPOJIEMOHCTPOBAHO, 110 KaniBacepTHO He € cyGeTpaToM 115
IeuinKoBHX Tpancnoptepis OATP1B1 ta OATP1B3.

7) Inmnt papmakokineTnuni
JLOCIJKEHHS

H/3

4. Toxkcuxonoris:

[HOBTOPHHX BBEJIEHL

1) Toxcnunicts y pasi H/3
0/IHOPA30BOr0 BBEJICHHS
2) ToxkcuunicTs y pasi 20279282

OCJIKEHHSI 3 M/IBUIIEHHAM /1031 Ta 3 6araTopa3oBum

BBCACHHAM IPENapaTy MHIIAM Yepe3 HJIVHKOBUII 30H/1

[Ipu nepopansHoMy BBeICHH] KaniBacepTuOy ribpHIHIM MHLIAM
il CByB6F1 (wetpancrenni mummi ninii Tg.rasH2 3 onnoro
MOCIIiy) O/IMH pa3 Ha 100y B 103ax 75, 150 i 300 Mr/kr nmpoTtsrom

14 nniB npenapat 100pe NepeHOCHBCs CaMIBIMK B 103aX J10

300 MI/KT Ta caMHIAMH B J103aX 10 150 MI/KT, BpaxoByIoun JesKi
KIIHIYHI O3HAKH Ta JHINE THMYacOBY BTPaTy Bard y CaMMIlh TIPH 1031
300 mr/kr. Ognak y camuis npu 1031 300 MI/Kr BiazHaganucs
BUIIAJIKH CMEPTIi. Busiensumica necnpustiansi 3MiHH, 1108’ s3aHi 3
KariBacepTHOOM, ¥ pe3yJibTaTax 3arajbHOro Ta 6i0XiMigHOro
aHaJli3iB KPoBi pM 11031 > 75 mr/kr. Kpim Toro, cnoctepiranucs
HECIIPHATINBI MIKPOCKOMIYHI 3MiHH, [I0B’s13aH1 3 KanisacepTHooM, y
HIDKHBOILCTIENHIH CAAMHAIN 3a1031 (> 150 Mr/Kkr), neyinni (> 75 Mr/xr;
31 30L/IBIIEHHSAM MacH TIE4iHKH 1pH 1031 > 150 Mr/kr), mimIyHKoBii
371031 (> 150 Mr/kr y camunb 1 300 MI/KT y caMUiB) Ta BHIOUKOBIiH
3a1031 (> 75 MI/KT; 31 3MEHIIEHHAM MacH BHJIIOYKOROT 3

Bi/I3HAYANOCS 3MEHIICHHS MacH CeJle3iHKI IpH 1031 > 7

> 150 Mr/kr y camuiB 6€3 MiKpOCKOIIUHOIO KopepsaTa,

nepenocuma o3za (MI1J]) cranornna 300 mr/&F ast cajifiis 1

150 mr/kr juis caMun.




3003410

1-Micsune 1ocai ke s TOKCHYHOCT] Y TPAHCTeHHHUX MHIIEl npu
1epopaaLHOMY BBeAeHHI (depes 30H1)

[Llosienne nepopanbhe BBeICHHS KariBacepTuby TpaHCTeHHHM
MHIIaM [TPOTATOM 28 JIHIB 3araaoM 100pe mepeHoCcHIocs.
3acTocyBaHs JI0CII Ky BAHOTO [pernapary CynpoBoJIKYBajIocs
SHIGKCHHSM TIPUPOCTY MacH Tisa y camuis npu 1o3i 300 mr/kr/no6y,
TNOPYIICHHAM METadOII3MY [IIIOKO3H TIPH BCIX 032X i BTOPHHHMM
TIBHIICHHAM PIBHS E€YiHKOBAX GEPMEHTIB i Olnipy0iny, a Takox
OLIBIIOIO CepeaHbOo MACcOIO MEeYiHKH/KOBYHOTO Mixypa Ta
[1/IBUIICHOIO TeNaTolETOIPHOIO BaKyoJn3zaniero. MikpockormniuHi
3MIHH TaKO3K CIIOCTEPIra/lucs y BUIOUKOBIH 3a/103i B caMIliB | CaMHIlb
1pH 1031 > 150 Mr/kr/no0y, B scukax y camiis IIpH 11031

= 150 mr/kr/100y Ta B mewinui caMuiB i camuipb IIpH BCIX J03ax. 3
Or7Is/ly Ha CePHO3HICTH HECHPUSITIMBHX MIKPOCKOTIIUHHX 3MiH, SIKi
CTIOCTepIranuces B seukax npu 1031 300 Mr/kr/no6y, MakCHMaTbHOO
/103010, 0 HE ClIpUYHHAC BUANMEIX Hebaxanux edektis (NOAEL),
J1Is CaMILUB | camMuIlb OYI10 BCTaHOBJIEHO Ha piBHi 150 MTI/Kr/no0y.
[Ipn 1031 NOAEL cepenni snauenns Cmax Ta AUC(0-t) cranoBunu,
BIIOBLIHO, 22,1 MKMOIIB/T 1 78,2 MKMOIB*T0J1/71 Ticst 28 JIHIB
3aCTOCYBAHHS IIpenapary.

2239DR

ocaixenns MITJL v mypis

llonenne nepopanbhe BBe/IeH s npenapaty B 1031 500 a6o

300 mr/kr/nody npotsrom 1 abo 2 HiB IPU3BOAHIO 10

1€PETIACHOT0 YMEPTBIICHHS TBAPUH Yepe3 MOSBY HECIIPUSTIHBHX
O3HaK. Y TBAPHH, IKi NOMEPIH, & TAKOXK Y THX, IKi BHKIIH Py
sactocyBanti 1031 300 Mr/kr/n06y, cnocTepiranocst TUMUYacoBe
3MEHILIEHHSI MacH Tijla, NiJIBUIICHHS PiBHA TIIOKO3HM Ta MOB’s3aHe 3
UM I11JIBUIIEHHS PIBHS IHCYJIIHY, @ TAKOK 3HAYHI MATOJNOTIYHI 3MiHK
Y LY HKOBO-KHIIKOBOMY TPaKTi.

MIIJT ipotsirom 2 nuiB cranoBuna 150 Mr/kr/mo6y, Xoua mpy uiii
11031 TAKOK CTIOCTEPIraliocss THMYACOBE 3MEHIIEHHs MAcH Tina i
[IIBULICHHS PIBHS IIIOKO3M Ta IHCYHY

2374DR

7-penne gocaigkenus MIT/I 1a mepopajibHOT TOKCHYHOCTI Y
HypiB

"TBapunn nepenocuin kanipaceptu®d y 1060Bux nozax 50, 100 ta
150 Mr/kr/n00y npoTsArom ceMu AHIB, U LIBOMY criocTepiranocs
3MCHLICHE CMTOKMBAHHs K1 Ta T0B’A3aHi 3 MM 3MiHM MacH Tija.

ceul. 3MIHH B l€UKax CIIOCTEpiraaucs npu ﬂ03ax IOO 1
150 mr/kr/nody, ane ne npu j03i 50 M]‘/KF/,ELOﬁy- sty Ha 3

€ 1\;1‘14@ B
2.0 e
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PIBHAX THCYJIIHY Ta MIIIOKO3H IpH HAHHMOKUIH 1031, B 1IbOMY
JI0CIIJDKEHH] He OYII0 BCTAHOBJIEHO 7103y, sIKa HE CIIPHUMHSC
nomitaoro edexry (NOEL).

2638AR

1-MicsiuHe N0CIIZKEHHS IEPOPATLHOT TOKCHYHOCTI V IYDIB 3

OUIHKOI0 BIIHOBJ/ICHHS
Llloaenne BBenenns kanisacepTudy y 10608 1031 100 Mr/kr
MEPEHOCHTIOCA NPOTIATroM 28 JHIB, ajle criocTepiranacs Ginblua

TAKKICTH Ta/abo Gilbla yacToTa BiIXHIIEHD Y caMIiB HOPIBHSHO 13
camuuaMu. CriocTepiraaucs 3Miu MacH Tijia, BTpaTa IpHPOCTY Bard
(v camuis) abo 3MEHIUIEHHS IPUPOCTY Bary (y camu1p), 1o
CYNPOBOJIKYBAJIOCS 3MEHIICHHAM CIIOKHBAHHS 1K y caMIiB.
[linBuiene ButinenHs ceui cnocrepiranocst y TBapui 06ox crareii i
CYNPOBOIDKYBANOCs 301IBLICHHAM CIIOKHBAHHS BOJIH JIMIIE Y CAMIIIB,
SKHM YBOJMITH BUCOKY 103y. Binsnauanocs nmopymeHHs CHIHAIBLHOTO
IUIAXY 1HCYJIIHY, 10 CYIPOBOIKYBAIOCS I1iABUIIEHHSIM piBHS
IIOKO3H B KPOBI (Y TBapuH 000X cTateif) i MiABHINEHHAM PiBHS
IHCYJIiHY (1110 BU3HAYATOCS JIHIIE Y CaMIliB), a TaKOXK
TiCTONATONOTYHI 3MiHH B IEYiHII Ta M UIUTYHKOBIH 3a5103i.
Crniocrepiranues ricronaTonoriyai 3MiHg Ta/abo 3MiHM Macu
PENPOTYKTHBHUX OPrafiB (1€40K i mepeMiXypoBoi 3a1031 abo
MaTKH Ta S€YHUKIB), & TAKOXK BIUIMB Ha KPOBOTBOPHY CHCTEMY (3MiHH
Y BUJIOUKOBIH 3471031, KICTKOBOMY MO3KY, cele3iHii Ta nefikonurax) i
3MIHU B rinodisi (y camuis), muronoaioHii 3an03i (y camuis) i
Ha/IHHPKOBHX 3ali03ax (y TBapuH 000X crareii). Xoya OibUIICTD i3
IHX 3MiH Oy 000POTHHMH, 3MIHH B s€4KaX i KICTKOBOMY MO3KY He
TIOBEPTAINCS 10 BUXIIHUX 3HAUEHb 110 3aBEPIUEHH] 28-/1CHHOTO
[epiojly Mmicys MPHIIMHEHHs 3aCTOCYBAHHS Npenapary.

Ipn 1031 30 mr/kr/no6y cnoctepiranucs 3Minu y BUAiNeHHi ceui (y
TBapHH 000X ctateit). I'icTonarosoriyni 3Minu Ta 3Minu piBHs
I1IFOKO3H B KPOBI Oy mOAIOHI 10 THX, sIKI CriocTepiraamcs npu 103i
100 mr/kr/n00y, ae BOHH, SIK MIPaBHJIO, OYJIM MEHIIOT TSIKKOCTI ab0
CMOCTEPIraues 3 MEHIOK YacTOTOIO, HiX NpH 1031 100 Mr/kr/ 06y,
Ta HE YMHU/IM BIJIMBY Ha PENPOAYKTHBHI opranu abo rinodiz y
CaMIIB i camuIb. Xoua crocTepirases OluH BUNAIO0K MOy pii pu
71031 10 MI/kr/noBy, 11e He BBaXKAIOCS OOIYHOIO PEAKILIcIO, TOMY
o3y 10 mMr/kr/mo0y Oyo BH3HAHO 103010, 1O HE CIPHYHHAC
BuMMKUX HeOaxkanux edektie (NOAEL).

527477

6-micsuHe 10CIKEHHS Mepopaibiol TOKCHYHOCTI Y mv,pin




npu 1031 30 Mr/kr/no6y. Kainiko-natonoriuni sminm OyJIH TTOMITHI
MpH 11031 > 30 MI/kr/100y, oHAK BOHH Oy OinblI nomMpeHnME Ta
BUPAKCHUMH 1Py 71031 100/150 Mr/kr/100y i BIiouanu aminm s
PIBHAX €IEKTPOJITIB, MIIOKO3M, IHCYJIIHY Ta 3arajpHoro Ginka. [Tpu
71031 2 30 MI/Kk1/106y y camuin crocrepiranucs MIKPOCKOMIYHI 3MiHH
B HHPKaX, Ne4IHLi, [IIUYHKOBI# 3a/103i, HaIHHPKOBUX Ta
IMUTONOIOHIH 3an03ax. Ipu no3i 100/150 MI/KT/100y
MIKPOCKOIIUHI 3MiHM criocTepiramcs V BHJIOYKOBIH 3271031,
KICTKOBOMY MO3KY CTETHOBHX KiCTOK i Iy /iMHH Y TBapuH 000X
CTaTeH, a y caMIliB TaKoxK y Tinodisi, seukax i NpHIaTKax sevok.
Bpaxosyioun naui Mikpockoniunux ociikens, nosy NOAEL 6yno
BCTaHOB/IEHO Ha piBHi 30 MI/Kr/100y A5 camunms i 10 MI/KI/ 100y
IS CaMIIIB.

1068DD

14-nenue nocaimkenns MILJL ta TokenunocTi v cobak
Pesynpraty oninku MITJ] mokaszamy, mo caMri NIEPEHOCUIIN TPH 03U
1o 60 Mr/kr/nody. Pasosa nosa 90 Mr/kr y camuis Busizmacs
HCIIEPEHOCHMOIO, 1 TBAPHH OYII0 YMEPTRIEHO 3 MipKYBaHb

TYMAaHHOCTI I1CJIsl TIOSABH HECTIPUATIMBHX KJIIHIYHHX O3HAK, 30Kpema
OmoBanHs Ta BifcyTHOCTI aneTuty. ¥ camuils OyJn nlepeHOCHMUMH
TPH J1034 110 25 MI/KT/100Yy.

3a BCIMa IHIIMMA TIapaMeTpaMu He CHOCTEPIranocs TOKCHKOIOTUHO
3HAYYIIAX 3MiH, 9Ki O Oy/IM OB sI3aHi 3 iKY BaHHAM.

[licis monenHoro BRE/ICHHS npenapary B 1031 40 Mr/xr/noGy
[IPOTATOM I1'ATH IHIB i cam1li, i camuni cobak Oym yMepTBIIeH] 3
MIPKYBaHb I'yMaHHOCTI TIC/Is TIOSBH HECTIPUSTIMBUX KIHIYHIX
O3HAK 1 BIJICYTHOCTI alleTuTy B caMullb. J[o3u 151 30 MI/Kr/noby
npoTsaroM 14 jxis 6ynu nepenocumumiu. Jlo opranis-mimenei,
BU3HAUEHHX MICJIA 3aCTOCY BaHHsI KalliBacepTuly, Hajlexarhb

LLUTY HKOBO-KHIIKOBHII TPAKT, KICTKOBHIT MO30K, BUJIOYKOBA 3aJ1034,
nimMdoinHa TkaHuHa, aconioBaHa 3 KHIEUHHKOM (GALT), naxsogi
Ta/abo MesenTepianbhi mimdariuni By, Jlosy NOAEL 6yio
BCTAHOBJICHO Ha piBHI 15 Mr/kr/100y.

1112AD

OnHoMicsiaHe 10CTIZKEHHSI HepopAILHOT TOKCHYHOCTI y cobak 3

OILIHKOI0 Bi/IHOBJICHHS!
[lepopanbhe BBeienns kanisacepTudy cobakam IPOTArOM OIHOTO

Micsaus B 103ax /10 30 MI/kr/100y nepenocuiocs, ane
CYNIPOBOJIKYBaJIOCA 3MEHIICHHSIM MacH TiJla Ta 3HHIKCHHSIM
CHOJKMBAHHS 1Ki. 3MIHH B CHTHAJILHOMY LUIAXY iHCYTiHY
crocTepiranycs Npu Beix J103ax, a npx 1031 30 Mr/kr/mno

CIIOCTEPIraluCs y CaMIiB B Opranax penpojyKTHBHOI clcfeMu
(sievKax, npuaaTkax s€4oK i nepeaMixyposiii 3anosi), 01101101
371031, HAHUPKOBHX 3aJ103ax, MY HKOBIH 3a3108] HIL Ta o




CHOCTepIraines y TBapuH, AKUM YBOJUIM 1031 10 MT/Kr/100y Ta

3 MI/KI/7100y (nuie 3Ming B neuinni). Edextu 6ynn 000pPOTHHMMU:
YPaKCHHS NIEPEAMIXYPOBOT 3aJ103H, LIMTONOAIGHOT 3a7103H,

M JULUTY HKOBOT 3471034, NEYIHKH Ta BHJIOYKOBOT 3a103H He
CIoCTEpIranucs HaNpUKINI 4-THKHEBOTO nepiojy BIAHOBJICHHS,
XOua 3MiHK Bee e OYau NpUCYTHI B AcUKaX i IpuaTkax seqok. Y
LbOMY JlociikenH] 103a NOAEL cranosuna 3 MI/KT/ 100y .

527482

eB’ITHMICSYHE JIOC/IIZKEHHST IePOPATBLHOT TOKCHYHOCTI vV cofaK

[lepopanbhe BBesienns kanisaceptny cobakam 4Yepes HUTyHKOBUH
30HZ O/IMH pa3 Ha 100y npoTaroM 9 Micsuis y gozax 0, 1,5, 5 a6o
15 Mr/kr/pody cynpoBomkyBanocs mpu 103i > 5 MI/Kr/moby
MIKPOCKONIYHUMH 3MiHAMH B MiJIIUTYHKOBIH 3a5103i (Bakyomizaiis
ocTpiBuiB Jlanreprasca), 10 KOpeTIOBAIO 3 MiABHIECHHSIM piBHIB
IIIOKO3K Ta 1HCYIIHY, a IPH 1031 15 Mr/kr/106y — BHCOKHM piBHEM
TIIKO3HIIBOBAHOTO I'eMOTI0GIHY, MIKPOCKOTIYHAMY 3MiHAMH B
pledKax (AereHepallis KaHaiblliB) i IPUAATKIB S€90K (IPOLYKTH
po3nay KAiTHH), a TAKOK 3MIHAMH MacH S€40K (3MeHI1IeHHs),
MPH/IATKIB SCUOK (3MEHINEHHS), TTICUiHKH (3011bIIIEHHST) Ta
Ha/THUPKOBHUX 345103 (301IbIIEHHS).

Jlo3za 1,5 mr/kr/no6y nobpe nepenocunacs i B oMy JOCITiKEHH]
OyJia BcTanoBlieHa sk 03a NOEL.

3) TCHOTOKCHYHICTE:
in vitro

2332BV
Tect Ha oboporni HakTepiaiabui MyTanii

Karisaceptu® He BUABIISB MyTareHHHX BIACTHBOCTE y TecTi HA
00OPOTHI MyTallil 3 BAKOPUCTAHHSAM 5 GakTepialbHUX MTaMiB
(wramu TA1535, TA1537, TA98 i TA100 NaJMuKy MHITAYOTO TH(DY
[Salmonella typhimurium LT2] ta mram uvrA/pKM101 kumkosoi
namiykn [E. coli WP2]) npu tecryranni B nianasoni 103 Big 4,6 1o
4100 mxr (811 0,0107 10 9,56 MKMOJIB) Ha YALIKY SIK Y TIPHCYTHOCTI,
TaK 13a BiacyTHOCTI Aroclor 1254-inayKxoBanoi cucremu
MeTaboniuHol akTuBanii nevinku mypis (S9). Konnenrpauii 6yn
0OMEXKEHI TOKCHUHICTIO, TIPO 110 CBIAYMTD 3HUKEHHS POCTY (JOHOBHX
DakTeplaibHUX a30HIB 1 3HWKEHHS YaCTOTH CIIOHTAHHHX
PEBEPTAHTHHX KOJIOHIH, K] CIOCTEPIraloThest IPH KOHIIEHTpalii
405 Mkr (0,944 MKMOI1b) Ha YaLIKY 1 BHILE JUIS YOTHPHOX IITAMIB S.
typhimurium, Ta npn koHuentpauii 1232 mxr (2,87 MKMOJIB) Ha
vaniky 1 puue s wramy E. coli sk y npucyTHoCT, Tak i 3a
BIZICYTHOCTI S9.

2333MV *51
AHaJI3 JOKYCA THMUIHHKINA3H KJIITHH JiMboMu Mumi/ )

KanigacepTn® ne BUsBIISIB MyTAareHHUX BIACTMBOCTE! Tjpy/analii
, ko y

JIOKYCca THMIIMHKIHA3# KAITHH JiM$omu mummi L5178
BUNPOOYBaHHI 3aCTOCOBYBAJIMCs KOHIIEHTpAL, OOMEK
TOKCHYHICTIO, 1i¢j1s 3-ToIMHHOT eKCI03MIT B UCYTH {}i/ArbélO’r
1254-in/1yKoBaHOT cHCTeMH MeTaGoniuHOT aK THBAL] TICHIHKM LIy pIB

| _J2 08wk



(S9), Ta micns 3- ta 24-roqunnoi eKcrno3uuii 1o KaniBacepTuoOy 3a
BIZICYTHOCTI MeTaboNiuHOT akTHRAILT,

Y npucytnocti S9 konneHTparii KaniBacepTHOY, s1Ki oLiHIOBaIMCH
UL BASHAYEHHA YaCTOTH MyTaHTIB, ctanoBuIIM Bin 0,10 10

0,45 Mmounb/a micas 3 roaun excriozuuii. [pu sxoniit 3
aHaI130BaHUX KOHIEHTpaLLii NPELUIITATY HE CIoCTepiraaocs.
Binnochmit 3aransumit picr (relative total growth — RTG) cranosus
20 % npw Ha#BuUINI i3 MpoTecTORANMX KOHIleHTpaliii. 3nauHoro
301IBIICHHS YaCTOTH MYTAHTIB He crocTepiranocs.

3a BijcyTHOCTI S9 OUiHIOBAHI KOHIEHTPALIT CTAHOBHIN Bix 0,10 no
0,45 MMoub/11 micnst 3 TOAHH eKCo3uIii Ta Bix 0,00031 no

0,005 MMmonb/1 nicns 24 roaH eKCIO3HLII. Ipu sxonniii 3
aHa/li30BaHUX KOHLEHTpAlill MpelUINTaTy He cnocrepiraiocs. RTG
SHIKYBaBea 10 15 % 16 % npu HalBHIIMX JIOCTIIKY BAHHX
KOHLEHTpauisAX nicns 3 1 24 ToauH ekeno3uuil Bianosiano. 3HavHoro
3OLIBIIEHHS YaCTOTH MYTaHTIB HE CIOCTEpiranocs.

N VIvo (BKJIKOYHO 3
J10/IATKOBOIO OIITHKOIO
TOKCHKOKIHETHKH )

2718QR

Mikposizepnuii TecT v mypis

Kanisaceptn® yBomuau camusam mrypis ninii Wistar Han,
PO3MO/IIEHNX Ha TpynH 110 7 TBapuH. Teapunam y Ipynax BBOJHIIH
i 10311 110 0, 15, 75 Ta 150 Mr/kT 3 iHTepranom y 24 roaunm ta
Opanu 3pasku 1715 aHai3y KiCTKOBOTO MO3KY uepe3 24 roaunum micis
BBEJICHHS JIpyTol 1031. /[Bi1 nepopaneHi 1034 110 150 MI/kr €
MaKCHMalbHOIO TIEPEeHOCHMOIO 03010 (MITJ]) y miypis (ocmimkenns
2239DR). OcKinbKH 3HAYHUX CTATEBHX BIZIMIHHOCTEH Y TOKCHYHOCT
KaniBacepTHOy BHABJICHO He OyJ10, BUKOPHCTORYBAIH JIHIIE CAMIIIB
11y pie.

Ipn naiiBumomy pieni no3u 150 mr/kr/noby (P < 0,05) Ta
NO4aTKOBIA KUIBKOCTI HE3PLIHX €PHTPOLMTIB, 1110 JopiBHIOBaia 2000,
CIIOCTEPIrajlocs CTATUCTHYHO 3HAUYIIE 3011bIIEHHS YACTOTH
YTBOpeHHsl Mikposiaepuux (MS]) nespinux eputpormtis (HE)
MOPIBHAHO 3 KOHTPOJILHOK IHEPTHOIO pedoBHHOI0. Cepe s
KibKicTe cTanoBmiIa 3,9 MSI HE / 2000 HE, w0 siemo nepesuuye
BEPXHIO MEXKY NPHPOIHOrO NPOLECY 100 3HAYEHE JUI KOHTPOJILHOT
1HepTHOI peuoBnHH. [1106 yTouHHTH pesynbTaTy, anamis 6yio
PO3IINPEHO /10 3arainbHoi Kinbkocti 6000 HE, 1 ctatucthunuii ananis
T0Ka3aB, 110 3HAYYILICTh 301IbIIeHHS YacToTH yTBopenns M HE
Oyna suworo (P < 0,01). Ipu nozax 151 75 mr/kr/no6y ne
CHOCTEpIranocs 3HaYHOTO 301IblIeHHs 4acTOTH yTBopenns MSI HE,
ToMy Jto3y NOEL Oyno BcranoBneHo Ha piBai 75 mr/kr/100y.
Cnissignomenns HE:E, Bumipsne y 1000 knitunax, Gy

MO3KY, IHIYKOBaHOT J10CIIi/DKYBaHHM MPENapaToM.
Cxenbua 3 mnknopocdhamizioM i3 nonepeanbLoro

GRS HHS, e |
nukiohochamia 3actocoByBaan B 103i 20 M/ pap6 U Ta

MapKyBaJIM B JOCHI/PKEHH] K CKEJIbLA 103K MBHOFO KOATPOMO: Sl
4 . 2082



OuiKyBanocs, yactora yrsopents M HE na MPEIMETHUX crcenbuﬂﬂ
BiJl LLYPIB, SKMM paHillle BBOJIHIIN unknogocehamia, Oyna snauHo
OLIBIIOIO OPIBHAHO 13 3aCTOCY BAHHSM KOHTPOJILHOT 1HepTHOT
PEUOBHHM.

Byno 3pobieHo BHCHOBOK, 110 JiBa IIepOpaJIbHI BBCAECHHS
KaniacepTioy B 1031 150 MI/KI/100y 30171BIYBajIN 4acTOTy
YTBOPEHHS MIKPOSIICPHUX HE3PINUX ePUTPOLUTIB Y KICTKOBOMY
MO3KY 1Ty piB Jinil Wistar Han.

8331243

MiKposiepHuii TecT v mypis

byIo mposeieHO npyruit MikposaepHuii TecT s Gillbll TOYHOTO
BH3Ha4YeHHs 1031 NOEL mono mikposiiepnol inayxuii. KinbkicTs
Mikposiep 30inbiryBanacs npy 103i 150 MI/KI/100y, aje ubLoro
ehexTy He criocTepiranocs npu MeHmii 1031 — 75 Mr/xr/nody. Tomy
B LIbOMY ITIOTOYHOMY JOC//IKEHHI OLIHIOBAJIN JlIana30H 103 Bij 75
10 150 mr/kr/06y. KanipacepTtu® yBommm camusM ugypis minii
Wistar Han, posnoninenux na rpynu no 7 teapun. Trapunam y
rpynax BBOJUIHR 181 J1o3u 1o 0, 100, 125 ta 150 Mr/xr 3 IHTEepBaIOM

y 24 rojunn Ta Opaiy 3pasky [Uls aHali3y KiCTKOBOIO MO3KY 4epes
24 rOJIMHY TTiC/Is BBEJIEHHS! APYTOT J03H.

Y rpynax caMIliB L1ypiB, sSIKHM YBOJIMJIM KarliBacepTHo,
CIIOCTEpIraues BiJICOTKOBI 3HaueHHs He3pinux cputponuTis (Y%HE)
(ouinrosani monaiiMenie y 500 kiitunax), axi 6yau noaioui g0
KOHTPOJIBHUX 3HAYEHb 1 HE BUXOAMIIM 3a MEXI NPUIHHATHOTO
nianasony. He 6yio 5K0IHHX 03HAK TOKCHMUHOCTI JOCIIIKYBaHOTO
npenapary /Ui KicTKOBOro MO3Ky. I pynoBi cepeni 3HaueHHs
1acToTH yrBopenna M HE B ycix j1030Bux rpynax 6yiu noiGHuMu
Ta He3Ha4YHO OlnbumMu (p < 0,05), HiXx Ti, 110 cnocTepiramics B
napajgeJbHHX KOHTPOJILHUX rpynax. [HanBijlyaibHi MoKa3HUKH
uacToTH yTBopenns M HE B ycix TBapuH, SKMM BBOIMIIM TIpenapar
y 1031 100 Mr/kr/no0y, y3rojukyBanucs 3 apXiBHUMH JJAHUMH LIOZ0
PO3MOITY KOHTPOJILHOT IHEPTHOI PEUOBHHM Ta OyJIM NOAIGHIMH 10
TIOKa3HUKIB YAaCTOTH, SIKI CIIOCTEPIraines B napajeiabHuX
KOHTPOJIBHHX Ipynax. ¥ 1030BuX rpynax 1251 150 mr/kr/mno6y y
KLIBKOX TBApHH BIJI3HAYAIMCS JICIIO TiABHIIeH] 3Hauenns M HE
MOPIBHAHO 3 NApasie/IbHUMH KOHTPOJIBHUMH I'PYIaMM, X0Ya B
pKofHOMY Bunaky 3HauyeHHst M HE ne nepesuinysaiio
MEXKY Jiamna3oHy apXiBHUX JaHMX 11010 KOHTPOILHOT iH




IHEPTHOT PEYOBHHN. 3arajioM 11l 1aHi He BiANoBiTaTH KPUTEPisim
MO3HTHBHOI BIJINOBII.

K 1 ouikyBanocs, yactora yrBopenns M HE » rpynax, ae
3ACTOCOBYBA/IM LUKIO(OCchaMil K NO3HTHBHUI KOHTPOJIB, GyIa
3HAYHO OLILIIOIO MOPIBHSIHO 3 KOHTPOJIFHAMH 3HAYEHHSMH.

by:10 3podneno BucHOBOK, 1m0 KaniBacepTHO He IHIYKYE Biosoriuno
BHAUYIIOTO 30UIbIICHHS YaCTOTH YTBOPSHHS MiKPOSAEPHUX He3pianx
CPUTPOLMTIB Y KICTKOBOMY MO3KY CaMIIiB 1ypi sinii Han Wistar
[PH IBOPA30BOMY EpOpAlIbHOMY BBEIICHHI (3 IHTEpBaIOM y

24 rojmun) B 103ax 10 150 Mr/kr/noby (3a 3acTocoBaHux
CKCMEPHMEHTAIIBHUX YMOB).

Ha ocroBi pesynibratiB 1Box MiKposIepHHX TeCTIB y uypiB in vivo
Oy 110 3p00I1eHO BUCHOBOK, 1110 OCKiTBKH 1032 150 MI/KI/00y cupuse
YTBOPEHHIO MiKposep (Hocuimkenns 2718QR), 3aransua 103a
NOEL mosi0 yreopennst M1 y mypis cranoButs 125 MI/Kr/no0y.
2759KV

MiueHns KineroXopoM HpeJiMeTHHX CKeJlelb i3 MiIKpPOs1epHOTo

TECTY V IYpiB
by10 IpoBe/ieHo 10CiDKeHHS 3 METOIO 3’ sICy BaHHS, UM GYI10
301IbIIeHNs KinbkocTi MST HE B kicTkoBOMY MO3KY 1y piB, siki

OTpUMYyBaiu KaniBacepTnO y 11031 150 Mr/kr/noby B nociimkeHHi
2718QR, HacmiaKoM po3puBy XPOMOCOM abo BTpaTH XpOMOCOM
(aneBrennicTs). [lpeameTHi ckenbIs, MirOTOBIEH] B OCTIKeHH]
2718QR, MITHIHM 32 I0TOMOT0K0 MApKEPHHUX aHTHKIHETOXOP AaHTHTLI
UL BH3HAUEHHS YaCTKH MIKPOSZAEP, 10 MICTSITh KIHETOXOPH.
HassnicTs KineToxopa B MIKpOSIIpi CBiYMTE 1IPO Te€, 1110 BOHO
MICTUTB LJIbHY XPOMOCOMY, @ MIKPOSIIPO YTBOPUIIOCS B Pe3yIbTATI
AHEBI'EHIYHOTO npoliecy. byso 3po6ieHo BUCHOBOK, 1110 GiIbICTE
Mikposep (86 %), IHIYKOBaHHX y KICTKOBOMY MO3KY IIYpiB, SIKHM
YBOJIHJIH KarniBacepTHO, MICTHIIM KIHETOXOPHHM CHIHAJL, OTIKE,
KariBacepTHO Mae aHeBreHIYHHI MeXaHi3M Jii.

3274BR

Ananiz IHK-komer

Kanipaceptn6 yBoaumm camuaM 1y pis jinii Wistar Han,
PO3IIO/ALIEHHX HA TPYTH 110 7 TBApHH, SIKI HA MOMEHT 3aCTOCYBaHHS
npenapary gocarnu 10-TuskneBoro Biky. TBapuHaM y rpymax
nepopaibio BBoannu 2 no3u no 0, 75 ta 150 mr/kr 3 inTepBasoM y
21 roauny Ta Opanu 3pa3ku Ul aHaNi3y NE€YiHKH Yepe3 3 TOAMHH
11cis BBEJIEHHS Apyrol /103u. BuGpani 1031 6yiu THMH, 1110
BUKOPHCTOBYBaIMCS U1 MIKPOSICPHOIO TECTY Y IIYpPiB, B AKOMY
CHOCTEPIranocs MiJBUIIEHHS YaCTOTH YTBOPEHHA MIKPOA[Iep 1pu
no31 150 mr/kr/no0y (2718QR). Illypam y koHTpobHi
BBOJM/IM IHEPTHY PEHOBHHY — BOJLY, 1110 MiCTHTE 0,5
(mac./00.) riﬂpoxcmlponinmemnuemonosn. Haiisuiggio 3 BuOpanmux

pyni
o/ PO3UHH




KaripacepTHOy, a TAKOXK 3 OTJISI/IY Ha Te, 1110 caMIliB
BUKOPHCTOBYBAIH [/Isl MIKPOSIEPHHX TECTIB KICTKOBOIO MO3KY.
I'pyni 3 3 mypiB nepopanbio Beenm PasoBy /103y
METHIIHITPO30ceuoBHHN (MHC), siky BHKOPHCTOBYBAJIM SIK
MIO3HTHBHUI KOHTPOJIb KIHIEBOT TOUYKH KOMETHOIO aHainisy, B /103i

17 Mr/xr 3a 3 ronunu 10 ymepTRieHHs.

Hesenmie BincoTkoBe 36ibleHHs IHTEHCHBHOCTI XBOCTA KOMETH
(%0IX) nicns nBOX MepopanbHUX 103 KariBacepTudy nopiBHAHO 3
KOHTPOIEHOIO PEIOBHHOIO HE BBAKAIOCA GI0IOTTYHO 3HAUYIITHM.
Hegennke BificoTKkoBe 3611bI1I€HHS IHTEHCHBHOCT] xBocTa (%IX)
NOPIBHSHO 3 KOHTPOJIBHOIO PEYOBHHOIO CIIOCTEPIraiocs IpH
BUKOPHCTAHHI CEPEIHBOT0 TPYNOBOTO 3HAYeHHs. OIHAK cepe/iHi
3BE/ICHI CTATMCTHYHI JIaHi 110,10 HATYPaIbHOTO norapudma s
KOXKHOI IPYIIM CTaHOBITE -2,66, -2,65 i -2,76, mo JIOPIBHIOE
cepennili intencuHocti xBocta 0,07 %, 0,07 % i 0,06 % s rpym 1-—
3 Bigmosiano. Taku ynHOM, 3MiHK ¥ %IX He BBaXkAIOTHCS GI0MOMHO
3Ha4yImuMH. YacToTa yTBOPEHHS KIITMHHHUX sSep, 110 He
niaoThest BUsiBNIeHHIO (non-detectable cell nuclei — NDCN), 6yna
MO/1I0HOI0 B KOHTPOJIBHII TPy Ta B rpynax 3acTocyBaHHS
KaniBaceptudy. Sk i ouikyBsanocs, uactora %IX y 11y PIB, AKHM
yeosmmn MHC, Gyna siBHO BHIIOIO HOPIBHAHO 3 KOHTPOJILHOIO
pc10BHHOI0. byI1o 3po6iieHo BUCHOBOK, 110 KaniBacepTus He iHayKye
MijierIenoro nomkomkenns JIHK y newinni mypis ninii Wistar Han
[pH €POPaIbHOMY BBEIEHHI JIBOX /103, 1110 He nepeBuiyors MIT/,
AKa cTaHoBUTE 150 mr/kr.

4) KanueporennicTs:

H/3

JloBrocTpoKoBI 10CIiKEHHS

H/3

KopoTkocTpokosi
Jlociti/pKeH s abo
VIOCTI/DKEHHS CepeiHbOoT
TPHBAJIOCTI

H/3

JloatkoBi gociizkeHHs

H/3

5) Penpoaykrusna
TOKCMYHICTEL Ta TOKCHUYHHI
BIIJIUB Ha PO3BHTOK
MOTOMCTBA:

Brime Ha pepTUIBHICTS i
panHiii emOpioHanLIN
PO3BHTOK

H/3

EMOpioTokcHYHICTD

496879
Embpioderanbunii po3BuTOK i npe- Ta nocTHaTaNb i’(

J10C/TIIGKeHHS Ha Iy pax
Y 1-i (a3i jocniDKeHHs BBEJIEHHS Npenapary 3 2-ro
BariTHocTI B f03ax 10, 301 150 MI/Kr/ 100y CynpopekyBanocs,
SHIGKEHHSAM TIPUPOCTY MacH Tilla Ta CrIOKHBaHj DOFATOM
nepio/ly 3acTOCYBaHHs IIpenapaTy Ta nicast foro 3anep; 'E:]fl__ﬂ'}i.'_l(gljv/
16-# neHb BaTITHOCTI CHIOCTEPIranocs IABHIICHHS PIBHs TII0K 'é

o 16-11 1eHn




MaTEpPHHCBKIH KPOBI 1pH Beix J103ax. 3acTocyBans npenapary B
1031 150 Mr/Kr/;100y Takosk CYNPOBOKYBAIOCA 301IbLIEHHSIM
HacTOTH HE3HAYHUX BICUEPa/IbHIX Bapiauiil y n10/1a, 36inblIeHHsIM
NMOCTIMILUIAHTANIHIX BTPAT, 110 NposBIsIOcs ¥ 30LIBIICHHI YacTOTH
BHIIAZIKIB PaHHBOT CMepTi eMOpioHiR pa3oM 31 3MeHINEHHIM MAacH
MaTKH Ta M10/a.

Y 2-H (asi nociiuKenns 3acTocyBaH s npenapary 3 6-ro Jius
BAriTHOCTI 10 NpHHaiimMui 6-ro st Jaktaii B 103i 150 MI/KI/ 100y
CYTIPOBOJUKYBAJIOCS 3HHIKEHHSIM TIPUPOCTY MacH Tija Ta
BMEHIICHHAM CMOKMBaHHs DKI 1111 yac BariTHOCTI Ta Ha MOYATKY
1epioJTy JIaKTalil pasoM i3 MiABMINEHHSIM PiBHS TIIOKO3H B
MaTepPUHCHKIN KPOBI B OCTAHHIIl JieHb 3aCTOCY BAHHS npenapary.
[lomiOHuii BIUIMB HA NPUPICT MacH Ti/ia Ta ClOKMBAHHS K
CIIOCTEpIraBest y TBAPHH, SIKHUM YBOJIMIIH IIpENapart y 031

10 mr/kr/no0y mue Ha novatky nepioay naKTaiii. KpiMm Toro, npu
1031 150 Mr/kr/no6y Gyi10 0UeBHIHAM 3MEHIIEHHS KiTbKOCTI
JIMTHHYAT y TOCTIL Ta Mach Tina AnTuavar. [pu sxoamii i3
MOCII/PKYBAHHX JI03 Y JIMTHHYAT HE BUABIATIOCS BaJl PO3BUTKY, AKi 61
BBAKAJIMCS TOB’SI3aHUMH 13 3aCTOCY BAHHSIM KarliBacepTuoy.

Y MIACYMKY CITiJT 323Ha4MTH, 110 BBE/IEHHS KaTliBacepTndy pas Ha
1100y 3 2-ro no 16-i nens BaritHocTi ab0 3 6-ro JHs BariTHOCTI J10
NpHHAAMHI 6-T0 JiHs NakTalii B 103ax 10 150 MI/kr/no6y BKIHOYHO
CYNPOBOIKYBAIOCS y MaTEpPl 3HWKEHHAM MPUPOCTY MACH Tina,
3MEHIIEHHAM CIIOXKHMBAHHA 1K1 Ta NIJIBUIICHHSIM PIBHS TTIOKO3H B
KkpoBi. Kpim Toro, 3actocyBsanns npenapary B 103i 150 mr/xr/no6y
Bijl 2-r0 10 16-T0 JiHsI BAariTHOCTI CYNPOBOIKYBAIOCS 3HHKEHHAM
eMOpiodeTalbHOT BUIKMBAHOCTI TA 3MEHIIEHHSIM MAacH MaTKH Ta
1710/1a. 3acTOCyBaHHs npenapary B 1031 150 Mr/kr/noby Bia 6-ro qus
BAariTHOCTI JI0 IpHHANMHI 6-r0 JHs JaKTamil TaKoxK
CYIIPOBOJDKYBAIOCS 3MEHILCHHSM MAacH JUTHHYAT Ta IXHBOT
KIJTBKOCTI Y IOCIi.

Ha ocHOBI pe3yibTaTiB 1LOT0 J10CTI/UKEHHS, KOM KaniBacepTHo
3aCTOCOBYBaM 3 2-ro no 16-ii aens BaritHoeti, 103y NOAEL juis
MaTepuHChKoro opranizmy Ta NOEL ais em6piogeransnoro
PO3BUTKY OyI10 BCTaHOBIECHO Ha piBHi 30 Mr/kr/no6y. Konu
KamiBacepTHO 3aCTOCOBYBA/IH 3 6-I'0 JIHs BariTHOCTI 710 IPUHAIMHI 6-
ro Hst iakrauii, 103y NOAEL ju1s MaTepiHCBKOTO OpraiisMy Ta
o3y NOEL st penpojty kTHBHOT (hyHKILIT 6yJ10 BCTAHOBJICHO Ha
piBHi 10 Mr/xr/nody.

npenapar yBOIMThCs
[OTOMCTBY
(HecTaTeBO3PUIMM
TBapuHam) Ta/ado
OLIHIOEThCS BifIajeHa Jis

[Ipenaranpha i H/3
[0CTHATAIbHA TOKCHUHICTE
TTOCTTIJKEHHS, TIPH SKUX H/3




[6_) Micuesa nepenocumicts  [H/3
7) Honarkosi pocnimkenns
TOKCHMYHOCTI:

AHTUTEHHICTh (Y TBOPEHHS HA3
AHTHTLI)

[MYHOTOKCHUHICTE H/3
Jlocimkenns Mexanizmis mit|H/3
Jlikapceka 3aexHicTn H/3
Toxcnunicte MetaGonitis  [H/3
ToxcnunicTh OMiLLIOK H/3
[HIIE 20065496

PoToTokenanuii noTeHmia

byno npoeeneno nocnimkenns in vitro s owiHKH ¢dororokcHunoro
noTeHiany Karisaceptudy y (ibpobnacrax Murmeit ninii Balb/c 3T3
38 JI0NIOMOTOIO aHAJI3Y MOTTIMHAHHS HEHTPAIBHOTO YEpPBOHOTO.
Kuitnay niiapanics snnusy VOA na pieni 5 [x/cm? ta YOB na
pisni 19,4-20 mJx/em?. Tlpu TectyBanui B KOHILEHTpAIlisIX 10

100 MKr/mi kaniracepTHO He BUSBISB IHTOTOKCHYHHX BIACTHBOCTEI
Hi 32 BiZICY THOCTI, Hi B ipucyTHOCTI Y D-0mpoMiHEHHS! i/l 4ac IBOX
HE3AIeKHUX TECTIB. Yl KpuTepil BUKHUBAHOCTI KITITHH 3I11HO 3
pekomennauismu OECP 432 ta kputepii ontvyHol minsHOCT]
(OD540) 3an0B0MBbHSINCS B yCiX aHANi3aX, a Pe3YJIHTATH OLiHKH
NPOMETA3UHY (MO3UTUBHHI KOHTPONE) Oyau npuiiHaTauMu. Y
MIJICYMKY CJ11JI 3a3HAUMTH, 110 KaniBacepTu® He JeMOHCTPYBaB
(horoTokcHUHOTO MOTEHIIATY 3@ YMOB 1IbOTO AHATI3Y.

5. Bucnosku o0
MTOKJIIHIYHOTO BUBUECHHS

JIOKIITHIYHUI TOKCHKOTOTIYHII NPOQiNE BBaKAETHCS PHIHATHAM
JUlA 3CTOCYBaHHsl KaniBacepTHOy B KoMOiHaIii 3 pyaBecTpanTOM
JULSL JITKYBAHHS JIOPOCTHX NALICHTIB i3 TO3UTHBHUM 3a PELENTOPaMH
ropmois (HR), HeraTnBHuM 3a penienTopamu JT0ACEKOTO
enilepmansuoro ¢axropa pocry 2 tuny (HER2) (Busnavaetbes sk
IHC 0 un 1+, abo IHC 2+/ISH-) micuiero nomupenum a6o
MCETAaCTaTHYHHM PAKOM MOJIOYHOI 3aJ103H TICIIsl PELUANBY UM
NpOTpecy BaHHs 3aXBOPIOBAHHS 11iJ] 9ac abo Micist eHI0KPHHHOT

Tepanii.
3asdBHUK (BIACHUK
peecTpaliiioro /mianuc/
10CBITYEHHS ) (niamuc)
EJII3ABET EHH MAPTIH (ELIZABETH ANNE MARTIN)
(I1b)




Annex 30

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

Clinical study report

1. Name of medicinal

product
(registration certificate Ne, if available )

Truqap (International non-propriety name Capivasertib)

2. Applicant

AstraZeneca AB
SE-151 85 Sodertalje, Sweden

3. Manufacturer

AstraZeneca AB
Gartunavagen, 152 57 Sodertalje, Sweden
(Manufacture,  QC

secondary), batch release)

festing, — packing  (primary  and

4. Studies conducted:

myes noif no, please justify

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

Medicinal product with complete dossier (stand-alone
dossier) Other medicinal product. New active substance.

(Medicinal product is centrally authorized by the EMA (item
9 of section V of the Procedure MoH Ukraine Order No 460
of 23.07.2015 (as amended)) with available the EMA public
assessment report for medicinal product).

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

A Phase III Double-blind Randomised Study Assessing the
Efficacy and Safety of Capivasertib + Fulvestrant Versus
Placebo + Fulvestrant as Treatment for Locally Advanced
(Inoperable) or Metastatic Hormone Receptor Positive,
Human Epidermal Growth Factor Receptor 2 Negative
(HR+/HER2-) Breast Cancer Following Recurrence or
Progression On or After Treatment with an Aromatase
Inhibitor (CAPItello-291)

6. Phase of clinical trial

Phase I1I

7. Period of clinical trial

From 16th April 2020 till 27th February 2023 (CSR primary
analysis published, follow-up is ongoing for OS) (Global
cohort),

8 Countries, where clinical trial has been
conducted

Australia, Austria, Belgium, Brazil, Canada, China, Czech
Republic, France, Germany, Hungary, Israel, Italy, Japan,
Mexico, Netherlands, Peru, Philippines, Poland, Russian
Federation, South Korea, Spain, Sweden, Switzerland,
Taiwan, Thailand, United Kingdom, United States of
America.




9. Number of trial subjects

Planned approximately 930 patients (350 in each treatment
arm)

Actual” 708 (Global cohort). (China cohort n=134, including
=4 CN patients in the Global cohort)

10. Objective and secondary endpoints of
clinical trial

Primarv objective:

To compare the effect of capivasertib + fulvestrant relative

to placebo + fulvestrant by assessment of PFS in the overall

population and in the PIK3CA/AKT/PTEN-altered
subgroup

Secondary objectives:

* To compare the effect of capivasertib + fulvestrant
relative to placebo + fulvestrant by assessment of
OS, PFS2, ORR, DoR and CBR in the overall
population and in the PIK3CA/AKT/PTEN-altered
subgroup.

* Toassess the safety and tolerability of capivasertib +
fulvestrant as compared to placebo + fulvestrant in
the overall population and in the
PIK3CA’AKT/PTEN-altered subgroup.

* To evaluate the PK of capivasertib when given in
combination with fulvestrant.

* To assess the impact of capivasertib + fulvestrant vs
placebo + fulvestrant on patients’ disease-related
symptoms, function and HRQoL in the overall
population and in the PIK3CA/AKT/PTEN-altered
subgroup where applicable.

* To compare the effect of capivasertib + fulvestrant
relative to placebo + fulvestrant by assessment of
time to definitive deterioration of ECOG
performance status from baseline in the overall
population and in the PIK3CA/AKT/PTEN-altered
subgroup.

I'1. Clinical trial design

Phase IIT double-blind, placebo-controlled, parallel-group,
randomised study assessing the efficacy and safety of
capivasertib+ fulvestrant versus placebo+ fulvestrant for the
treatment of patients with locally advanced (inoperable) or
metastatic HR+/HER2— breast cancer following recurrence
or progression on or after Al therapy.

12. Main inclusion criteria

Patients with locally advanced (inoperable) or metastatic
HR+, HER2- breast cancer following recurrence/
progression on or after treatment with an aromatase inhibitor
with or without a CDK4/6 inhibitor.

13. Investigational medicinal product,
mode of administration and strength

Capivasertib/placebo was administered orally twice daily on
an intermittent dosing schedule with treatment on Days 1 to
4 each week of a 28-day treatment cycle. The starting dose
was 400 mg twice daily (BD) (4 days on and 3 days off).




'( apivasertib/placebo dose reductions were permitted: the
initial dose reduction could be to 320 mg BD and the second
dose reduction could be to 200 mg BD.

administration and strength

14, Reference product, dose, mode of

ifi"'ul\'estram was administered as 2 - -5 mL intramuscular
|inieuions (250 mg/S mL = 500 mg in total) on Day | of
\.& eeks | and 3 of Cycle 1. and then on Day 1, Week | of

'eaLh cvcle thereafter. Dose reductions for fulv estrant were
Inul allowed.

IS Concomitant therapy

The following therapies were allowed during study
participation, as applicable:

* No prophylactic anti-emetic therapy was planned for
capivasertib/placebo but standard
anti-emetic therapy including a 5-
h_vdrox_\'tr_\'ptamine(S-HTR)—antagonist could be
given as needed on a prophylactic and treatment
basis in compliance with the standards of the centre’s
local policy.

* Anti-diarrhoeal therapy for symptomatic treatment
of diarrhoea, as indicated in the
toxicity management guideline

e Ervthropoietin: patients  already  receiving
erythropoietin at the time of screening for the
study could continue it providing they had been
receiving it for more than 1 month at the time study
treatment was started. Prophylactic erythropoietin
was not to be started during Cycle 1 of the study but
could be started during or after Cycle 2.

* Blood transfusions were allowed at any time during
the study.

* Patients could receive bisphosphonate or denosumab
therapy for the treatment of bone
metastases; however, these agents had to be started
prior to randomisation. Modification of the pre-study
bisphosphonate or denosumab treatment regimen for
bone metastasis required the approval of the sponsor
or study physician.

¢ Patients could take corticosteroids; however,
electrolyte and/or glucose levels were to be
monitored carefully due to the potential for
corticosteroid-related metabolic disturbance.

* Patients who needed to begin anti-coagulant therapy
while receiving study treatment could be treated, at
the discretion of the investigator, with LMWH. The
LMWH was to be temporarily discontinued 12 to 24
hours prior to each injection of fulvestrant and then




16 Criteria for evaluation efficacy

j.l\ssebsmem of PFS in the overall and the
IPIK3CA/AKTI/PTEN-altered populations.

17. Criteria for evaluation safety

[Safety and tolerability was evaluated in terms of AEs/SAEs,
vital  signs,  clinical chemistry/haematology/glucose
metabolism parameters, and ECG parameters.

I8. Statistical methods

The Full Analysis Set (FAS) will be used as the primary
!pnpulation for reporting efficacy data and to summarise
baseline characteristics.  This comprises all patients
randomised into the study, excluding patients randomised in
China after the global cohort last patient first visit (LPFV),
and will be analysed according to randomised treatment
regardless of the treatment received (intention-to-treat [ITT]
principle). Any important deviations from randomised
treatment will be listed and considered when interpreting the
efficacy data.

The Safety Analysis Set will be used as the primary
population for reporting safety data. This comprises all
patients included in the FAS, who received at least 1 dose of
study drug (fulvestrant, capivasertib, placebo) and will be
analysed according to the treatment received. If a patient
receives at least | dose of capivasertib they will be
summarised in the capivasertib arm for safety summaries.
The primary objective of this study is to assess the efficacy
of capivasertib +fulvestrant vs placebo + fulvestrant by
assessment of PFS; the dual primary endpoints are PFS in
the  overall population and PFS in the
PIK3CA’AKTI/PTEN-altered population. This will be
analysed using a stratified log-rank test adjusting for the
stratification factors. From the stratified Cox proportional
hazards model (ties = Efron), the hazard ratio (HR)
(capivasertib + fulvestrant vs placebo + fulvestrant) together
with its corresponding 95% CT (calculated using a profile
likelihood approach) will be presented. An HR <1 will
favour capivasertib + fulvestrant.

The key secondary endpoints are OS and objective response
rate (ORR) in the overall and the PIK3CA/AKT1/PTEN-
altered populations. OS will be assessed as described above
for the primary endpoint. ORR will be presented with two-
sided 95% Cls using the Clopper-Pearson method (Clopper
and Pearson 1934).

To preserve the overall type | error (familywise error rate)
in the strong sense, a multiple testing procedure (MTP)
including the primary and secondary endpoints will be
implemented. The PFS Analysis (primary) will take place
after PFS reaches approximately 77% maturity in both the
overall and the PIK3CA/AKT I/PTEN-altered populations.
The OS Interim Analysis is expected to occur when




approximately 394 OS events have been observed in the
overall population (80% information fraction) and the
PIK3CA/AKT1/PTEN-altered population has reached
similar maturity The OS Final Analysis will take place when
the approximately 70% maturity has been observed in both
the overall and the PIK3CA/AKTI1/PTEN-altered
populations.

Safety and tolerability data will be summarised using
appropriate descriptive statistics.

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

The CAPItello-29] study recruited a population that
reflected the target population. In the Overall Population, the
2 treatment arms were broadly balanced for the demographic
characteristics assessed; 99 0% patients were female, 57.5%
were White, and 26.7% were Asian. Median age was 58.0
years, with 44.6% of patients in the age group > 50 and < 65
years.

s

20 Efficacy results

The CAPItello-291 study met both dual primary endpoints.
Treatment with capivasertib + fulvestrant resulted in a
clinically ~ meaningful  and statistically  significant
improvement in Investigator-assessed PFS by RECIST v1 .1
compared with placebo + fulvestrant, in both the Overall
Population and the Altered Population.

At DCOL, in the Overall Population, PFS events had been
reported for 72.7% of patients in the capivasertib -+
fulvestrant arm, and 83.0% of patients in the placebo +
fulvestrant arm._ In the Altered Population, PFS events had
been reported for 78 1% of patients in the capivasertib +
tulvestrant arm, and 85.8% of patients in the placebo +
fulvestrant arm. Results for PFS are summarised as follows:
* In the Overall Population, a 40% reduction in the risk of
progression in favour of capivasertib + fulvestrant was
observed (HR' 0.60; 95% CI: 0.51 - 0.71: p <0.001). The
median PFS was 7.2 months in the capivasertib + fulvestrant
arm compared with 3.6 months in the placebo + fulvestrant
drm

* In the Altered Population, a 50% reduction in the risk of
progression in favour of capivasertib + fulvestrant was
observed (HR: 0.50; 95% CI: 0.38 - 0.65: p < 0.001). The
median PFS was 7.3 months in the capivasertib + fulvestrant
arm compared with 3.1 months in the placebo + fulvestrant
arm

The Kaplan-Meier curves diverged from the time of the first
tumour assessment (8 weeks) onwards, showing a higher
probability of PFS in the capivasertib + fulvestrant arm
compared to the placebo + fulvestrant arm.

21. Safety results

The safety data from the CAPItello-291 study, supported by
pooled safety data from relevant studies of capivasertib,




resumed 12 to 24 hours later (depending on the
particular LMWH used). There was an increased risk
of haemorrhage in these patients and the investigator
was to decide whether that risk would be outweighed
by the possible benefits of continued treatment It
was advised to apply direct pressure to the injection
site in these patients.

* Patients receiving antiplatelet therapy
(acetylsalicylic acid, ticlopidine, clopidogrel, etc)
may have been at increased risk of bleeding from
intramuscular injection. The investigator was to
decide whether that risk was outweighed by the
possible benefits of continued treatment. It was
advised to apply direct pressure to the injection site
in these patients

® Supportive care and other medication, which was
considered necessary for the patient’s safety and
wellbeing, may have been given at the discretion of
the investigator and recorded in the appropriate
sections of the eCRF.

* Luteinising-hormone releasing hormone agonist:
Pre- or peri-menopausal patients were to have
commenced concomitant treatment with LHRH
agonist prior to or on Cycle 1, Day 1 and had to be
willing to continue LHRH agonist treatment for the
duration of the study. Male patients could receive
concomitant LHRH agonist if deemed appropriate by
the investigator

* Authorised/approved COVID-19 vaccines could be
given to patients enrolled in CAPItello-291,
following local prescribing information and policies
when considering if vaccination against COVID-19
was appropriate for the patients participating in the
study. Investigators were to apply their discretion
assessing the risk benefit of COVID-19 vaccines for
participants in clinical trials. The administration of
any vaccine and any potential AEs had to be
documented in the eCRF.

e Other concomitant medication could be given as
medically indicated. Details (including doses,
frequency, route and start and stop dates) of the
concomitant medication given had to be
recorded in the patient’s medical records and the
¢CRF,

Most patients (97.3%) took at least one allowed concomitant
medication during the study.




demonstrate that capivasertib in combination with
fulvestrant has an acceptable safety and tolerability profile
in the intended patient population.

22. Conclusion (summary) The totality of the data indicate that capivasertib in
combination with fulvestrant has an overall positive benefit-
risk profile for the treatment of patients with HR+, HER2-
locally advanced or metastatic breast cancer following
recurrence or progression on or after an endocrine-based
regimen.

The treatment effect was not confined to the
PIK3CA/AKTI1/PTEN Altered Population, which is
supported by non-clinical data, and was consistent in all
clinically relevant subgroups. In particular, consistent
benefit was seen in patients who did not receive a prior
CDK4/6 inhibitor (as they were not considered suitable by
the treating physician, or did not have access) and patients
who received prior treatment with CDK4/6 inhibitors.

The overall safety profile of capivasertib + fulvestrant in
CAPItello-291 appears consistent with the known profile of
the combination, specifically with respect to the common
A s associated with agents targeting the PI3K/AKT/PTEN
pachway. The majority of events were low grade, and
toxicities were generally managed with dose modifications
and/or using supportive therapy. The discontinuation rate for
AEs was relatively low.

Capivasertib + fulvestrant is considered an important
addition to the armamentarium of treatment options for
patients who have received prior endocrine-therapy for
advanced disease, which may have included a CDK4/6
inhibitor where indicated/available.

Therefore, AstraZeneca considers that the data from
CAPItello-291  support the proposed indication,
‘Capivasertib is indicated in combination with fulvestrant
for the treatment of adult patients with HR-positive, HER2-
negative (defined as IHC O or 1+, or IHC 2+/ISH-) locally
advanced or metastatic breast cancer following recurrence or
progression on or after an endocrine-based regimen’.
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Jlonatok 30

10 Topajky nposesieHHs excnepTHsm
peecTpaiiinnx MaTepianis Ha NiKapebKi
3acO0H, 1110 110/1a10ThCSI HA JICPIKABHY
peecTpaniio (epepeectpauiio), a TakowxK
EKCIIEPTU3M MaTEpIalliB PO BHECEHHS
3MIH JI0 peecTpaliinux Matepianis
MPOTAroM Ail peecTpauiinoro
NOCBIMEHHS (YHKT 4 po3siny VI)

3BiT Npo KAiHIYHE BUNPOOYBAHHS

l. Hassa  nikapcpbkoro  3acoby  (3a

HAsBHOCTI —  HOMEP  peecTpaiiiiHoro

[HOCBIIUEHHS)

Tpyxan (Truqap) (Mi>kHapoIHa HenareHTOBAHA HA3BA —
KariBacepTuo)

2. 3asIBHUK Actpa3eneka AB (AstraZeneca AB)
SE-151 85 Comepran’e, Illsenis (SE-151 85 Sodertalje
Sweden)

3. BupoOuuk Actpa3eneka AB (AstraZeneca AB)

["aprynaBareH, 152 57 Conepran’e, Illeenis (Gartunavagen,
152 57 Sodertalje, Sweden)

(Bupobnuymeo, xonmpone axocmi, naxysauns (nepeumnne
ma 6mopunmne), 6UNYCK cepitt npoOyKyii)

4. IIpoBeieni nocnijukeHHs:

W TaK Hi KLU0 Hi, 06IPYHTYBATH

1) Tun  nikapebKoro 3acody, 3a  SKUM

[1POBOIHIACH abo IJIAHY €ThCA

peecTpartisi

Jlikapchkuii 3aci6 3a TOBHUM JI0ChE (AaBTOHOMHE 0CLE).
[Himmit srikapepkuii 3aci6. Hopa ailoua pevosnna.

(Jlikapceknit  3aci6  peecTpyerbest

3aco0iB

€BponeHcbKHM

[EMA]
ICHTPANII30BaHOIO TIpone/lypoto (1. 9 posiny V Ilopsiy
3riaHo 3 Hakasom MO3 Ykpainu Ne 460 sin 23.07.2015 (3i
3MiHaMH) 3 IOCTYIHHM Iy OuiuHmuM 38iToM EMA nipo oninky
JIIKapchKOTO 3ac00y)).

AI'€CHTCTBOM 3 HiKapCbKI/IX 3a

5. [loBHa Haspa KIIHIYHOTO

BUIIpOOYBalHsl,  KOJOBaHWii  HOMep

KIIHIYHOTO BUIIPOOYBAHHS

[loagiiine crime, pannomizoBane nocnimkenns dasu 11 3

OMIHKM  e(eKTMBHOCTI Ta Oe3neyHocTi  komOinamii

KariBacepTn6 + (ynBecTpanT y nmopisHsHHI 3 KoMOBiHALICIO
JIKYBaHHI  MICIEBO

mauedo +  (QynsecrpaHT

MIOLIMPEHOTO (HeonepabenbHOro) ado MeTacTaTHUHOTO paKy

1IpH

MOJIOUHOI 3aJ103H, IO3UTHBHOTO 32 PELeNnTOpaMi FOPMOHIB,
HETaTHBHOIO 33 pelENTOpamMy eniiepMalbHoro (pakropa

pocty moauHu 2-ro tuny (HR+/H ~). micis pelHInBY

abo mnporpecyBaHHs 3axBopioBafiz’ miy uac abo micis

I

Teparnii iHriGiTopom apomatasu ghocnimxenus CAPltello-

291)
" ok = 7 [ "
6. @aza KNHIYHOTO BUNIPOOYBaHHS daza 11 : =7~ Fan BipHO
7. Ilepion  nposenenns  xiiniunoro (3 16 keitHa 2020 pL jo0 2 aforor 023 p. (onyOuikoBano
- = . |BakyH RO ] o :
BUIIPOOYBAHHS TICPBUHHUNI aHali3 |1s 3RIT Dé}p&.rgﬂﬁﬁ“ﬁmﬁocnu JKEHHSH
3]

202 Pp.




[BKJL], TpuBae mepiox cmocrepexenns g OLIHKH
saraibHoT BikiBanocti [3B]) (y rnoGansuiii xoropti).

8. Kpainu, je nposomunocs kiiniune
BUITPOOY BaHHsI

ABcTpanis, ABcTpis. Bebris, bpasunis, Kanapna, Kuraii,
Yeceka Pecnybuika, ®panuis, Himewunna, Vropumna,
[3paine, Itanis, Snowis, Mekcuka, Hinepnannu, Ilepy,
Ouninmiau, [lonbia, Pociiickka ®enepauis, [liBrenna
Kopest, Icnanis, HJBCL{IH ILIBeuuapm TaHBaHb Tainaug,
Benuxobpuranis, Cnonyueni Hltatu AMEPHKH.

9. KinbKicTs ociikyBanux

Sanianosana: npudimsHo 930 nanientis (o 350 y KOXHI#
IpyIi JIIKyBaHHs).

@axrruna: 708 (rnodanbha koropra). (Kuraiichka Koropra
n =134, soxkpema 24 xuraiicbki nauieHTH y rno6anbHiil
KOTOPTI).

10. Meta Ta BTOpMHHI KiHLERi Toukwu
KJIIHIYHOTO BUIIPOOYBaHHS

OcHoBHA MeTa:

[lopiBusitn  edextn  komOinauiii  xamiBacepru6  +

(ynBecTpanT Ta nnaneGo + QyiBeCTpPaHT HUISIXOM ONiHKH

BWSKMBAaHOCTI  0e3  mporpecii  (BBII) y  saransmiii

JLOCIIKY BaH1H nomynsiii Ta B miarpyni 3 anbTepalisiMiu B

renax PIK3CA/AKT/PTEN.

Bropunni mimni:

® llopisusti edextn KomOiHamili kamiBacepTu6 -+
(ynsectpant Ta niane6o + ¢yaBecTpaHT HIIAXOM
ouinku 3B, BBII2, yactorn 06’ exTuBHOI Bignosini
(UOB), tpupanocri eianosiai (TB) Ta mokxaznuka
kiiniunoi kopueti (IKK) y saransniit nonynsuii ta
B niirpyni 3 ainbrepanismu PIK3CA/AKT/PTEN.

® Ouinuti Oe3meyHicTh | nepeHocuMicTh KoMBinanmii
KanipaceptH® + QynBecTpaHT y MOpIBHSHHI 3
KoMOinauicio nianebo + GyaBecTpaHT y 3arajibHii
nomyJsiuii  Ta B NUpYNi 3 aneTepanisMu
PIK3CA/AKT/PTEN.

® Ouinutn (apmakoxinetnky (®K) xamipacepruby
Opyu  HOro  3acTocyBaHHl B KoMOiHamii 3
(dyaBecTpaHTOM.

® Ouinuth BB KoMmOiHawii  kamiBacepTu® +
(ynBecTpanT HOpiBHAHO 3 KoMOiHaNiero MIane6o +
(ynBecTpaHT Ha 110B s3aHI 3 XBOPOOOK CHMIITOMH,
(ynkuioHyBaHHSA Ta SKICTH JKUTTA MALIEHTIB Y
3aralbH1i NOMyJsuil Ta B NIATPYH}-3 anbTeparisMu
PIK3CA/AKT/PTEN, sikio 1e

—

® [lopiBusTH edekTH KomOiHaL]

KamiBaceptub +

¢dynsecTpant Ta niaanedo + JBECTPAHT 1AXOM

OLIHKH yacy 5§br.mr1pm HS
(dyHKII0HANBH( 0 € KOI
00 eHanol ?}!#?‘rf 7 b(EC G)
MOPIBHSAHO 3 B SHTHJTBHIH




nomyssiuii  Ta B MACpymi 3 anbTepalisMu
PIK3CA/AKT/PTEN.

I'l. JTuzaiin kninignoro BunpoGysanus

lozsiiine cnine, nane6o-KOHTPoILOBAHE, paHIOMi30BaHE
jociiikenns dazu 11l B napaneasunx rpynax, y sikoMmy
OLIHIOIOThCS  eeKTHBHICTL 1 OesmeumicTs  komGiHawii
KanipacepTHo + GyIBecTpanT y OpiBHANHI 3 KOMBiHALEIO
ianedo + ¢ynBectpanT npm niKyBaHHi TariedTis i3
MICLIEBO HOLIUPEHHM (HeonepabenbHUM) abo
metactatuyHuM HR+/HER2- pakom Momounoi 3anosu
MICIisl PELAIMBY YH IIPOrPecy BAHHS 3aXBOPIOBAHHS ITijl Yac
abo micnist Tepanii inriGitopom apomarasu (IA).

12. OcnoBHi KpuTepii BKIIOUYCHHS

[TauienTn 3 Micueso momupeHum (HeonepabensHuM) abo
MeTactatiuiuM  HR+, HER2- pakom mosnousoi 3an03m
nicng  pelMANBY/MPOTpecyBaHHS Tix uac a6o  micis
JliIKyBaHHs  iHTiGiTOpOM apomatasu i3 3aCTOCYBAHHSIM
inriditopa CDK4/6 a6o 6e3 Hboro.

13. Hocnimxysannii  nikapebknii  3aci6,
Crocid 3acTocyBaHus, cuia il

Kanisacepru6/nnane6o BBoMIN NepopanbHo ABivi Ha o0y
3a TICPEPUBYACTOIO CXEMOIO: TIPHHOM IIpenapary 3 1-ro 1o
4-i IeHb KOMHOTO THIKHS MPOTATOM 28-IC€HHOrO LUKITY
nikysanns. [Touatkosa no3a cranoBuaa 400 Mr aBa pasu Ha
/100y (2 p/n) (4 nui npuitomy Ta 3 aHi nepepen).
Jlomyckanocst 3MeHIIeHHs 1034 KamiBacepTuGy/mnane6o:
nepuui pas J1o3y Moxna 0yno 3MenmmTi 10 320 Mr 2 p/x,
a Jipyru# pas — z0 200 mr 2 p/.

14. Ilpenapar nopisusauns, j103a, crnocio
34CTOCYBAHHS, CHIIa Jiil

DyJIBECTPAHT BBOAMIM Y BHINSAL 2 BHYTPILIHEOM SI30BHX
i’ ekuwid mo 5 mn (250 mr/5 Mo = saranom 500 mr) y 1-i
AeHb 1-ro Ta 3-ro THKHIB IUKIY 1, a noTiM y 1-i ens 1-ro
THIKHS KOXXHOI'O HACTYHDHOI'O LHKIY. 3MEHLIEHHS 03U
(ynBecTpanTy He JOIYCKaIOCs.

15. CynyTHs Tepanis

3ase:kHo Bi 0OCTaBMH, Mix Yac ydacTi B JOC/IJUKEHHI
JI03BOJISIMCA TaKl BHIH Teparlii:

® llpodinaktyyna npPOTHOMOBOTHA Teparis IpH
3aCTOCYBaHHI KaniBacepTuOy/nnanebo He
TUlaHyBajlacsl, ajne 3a  1notpedbu  Mornm 3
NpOQITaKTHYHOI Ta TEPANEBTHYHOI  METOK
NPU3HAYATHCS CTaHJAPTHI MPOTUOIIIOBOTHI 3acobH,
30KpeMa AaHTaroHICTH S5-TIAPOKCHTPHII MiHy (5-

HT3), BianoBigno /10 MiclieBUX cTaHaa Y IpaBMI
JIOCIIAHHIBKOTO LIEHTPY.
® [llpormniapeiina Tepamis IS CHMHIOMATHYHOTO

NIKyBaHHs Jiapei, sK 3a3Hayeqd B[ /HacTaHORBI 3

KOHTPOJIIO NPOBiB TqIecr1y ESexnd Bipho
®* Epurtponoetus: mnau T, (K1 BXKJ [ ATpUMYBaIH

aKy >
M o A1

CPHTPOHOETHH Ha @glﬂgér_
BKJIIOUCHHSA B JOCIHIKEH ATH




NPUHOM IpenapaTy 3a YMOBH, 110 BOHMN npm‘ihmn
Horo joBimie I micsius  Ha  MOMeEHT 1ovaTKy
JOCTKYBAHOTO  JIIKYBaHHSI, Ipodinakrnunnii
NPHHOM  €PUTPOTIOCTHHY  HE  MOKHA oyJ10
PO3MOYMHATH TiJi 4ac l-ro wmkiy JikyBanus B
MCIKaxX JIOCILDKEHHS, ajle MOXHA Oy0 po3nouaTH
iz yac abo micst 2-ro nukmy.

IlepesmBanns kposi gomyckanocs B Gy b-skHii yac
IPOTATrOM AOCIIKEHHSL.

[Tanientn MOTJIH OTPHUMYBATH TEpariio
bicoconarom abo nenocymadom s TKYBaHHS
METACTa3iB y KiCTKAaX; OAHAK NPUHOM  1HX
Tpenapatis MaB OyTH PO3NOYaTHIt 10 paHIoMI3allil.
3MiHa cXeMH JiKyBaHHS MeTacTasiB y KicTKax
Gicocdonarom abo eHocymMabom nepeJi NovYaTkoM
JOCTII/DKEHHA BHMaraja CXBAJIEHHs CIIOHCOpa abo
NiKaps-I0CiHuKa.

Hamientn Mormu  npuiimati  KopTHKOCTEpOIH:
O/IHAK TOTPIOHO OyI0 PpeTesbHO KOHTPONIOBATH
PIBHI eNeKTposiTiB Ta/abo rmokosn 3 orisny Ha
MOYKJTMBICTh METADOJIIYHUX MOPYLIEHD, OB’ A3aHHX
13 3aCTOCYBaHHIM KOPTHKOCTEPOI/IiB.

lamientu, saxuM  neoOximno Gyno  posnouary
AHTUKOAryJIIHTHY ~Tepamilo 1ij dac rnpuiiomy
JOCTIDKYBAHOTO TIperapary, MOIJIM, Ha po3Cyjl
JOCHIITHAKA,  IpHiiMaTH HH3BKOMOJICKY IAPHAH
renaput (HMI). Ilpuitom HMI notpi6no 6yno
TUMYaCOBO IPHIIMHHATH 3a 1224 roauHu 10 KOXKHOT
in’exuii (pynaBecTpanTy, a NMOTIM BiJIHOBHTH uepe3
1224 ronunu (3aexHo Bij Toro, skuii came HMI®
BUKOPDHCTOBYBaBCsA). Y TakMX nauieHtis  OyB
HiBUIEHU I PU3MK KPOBOTEUI, TOMY J0CIIJIHHK MaB
BUPIIMTH, UM  TOTEHIIHHA  KOpHCTh  Bix
NPOJIOBKEHHA JIIKyBaHHs MEPEBAKYE 1€ PU3MK.
Taxum nauientam pexomenaysasocs 3/ilicHIOBaTH
NpsMHUH TUCK Ha Miclie iH €Kil

Y nauientis, AKi OTpUMYBaIM aHTHTPOMGOIUTAPHY
TEpamniio (aleTHICaTiliIoBy KUCIOTY, THKIIOMNIJIMH,

KJIOIIIOTPENb TOMIO), MIr OYTH MiABHICHHRYDHUIHK
KpPOBOTEYI TIpH BHKOHAHHI BHyTpiH]Hb

in’exnii. Jocnianuk Mag BUpILUMTH, 4N

KOPUCTh Bi NPOJIOBKEHHs JIKYBa ‘
e pu3uk. TakuMm ndiieHTave pe mm:' -
3/1IHCHIOBATH TpAMUE THekma’Micie in” 1,‘

[linrpumyBansua Tepanfif@éeti

. . n
AKI  BBAXKAINCH HEOOXHHIVH— IR —0e31e ;




7100pody Ty natlicnta, MOTaM OYTH NpH3HAuUeHi Ha
PO3CY/LJI0CTITHNKA Ta 3apeecTpoBati y BiATOBIANX
po3ainax €NEKTPOHHOT IHIMBITyalnbHOT
peectpauiiinol gpopmu (elPd).

® ATOHICT JHOTETHI3YIOUOr0 TOPMOHY —— pPHII3HIT-
ropmony. Ilamientkn B mepiosi  mpe- aBo
CPUMEHOTIAY3H  MaliW  pO3NOYaTH  CYNYTHE
3actocyBanua aronicta JIIPI' y 1-ii jens 1-ro
uuKimy abo  panime  Ta  OyTH  TOTOBHMH
NPOJIOBKYBATH HOTO TNPHHOM MNPOTATOM YCHOIO
Jocniyokenss. llamientn gonoivol crari Morau
OTPUMYBATH CYNYTHIO Teparlito aronicramu JII'PT,
SAKINO AOC/IJHUK BBAYKAB 1€ JIOLLIBHUM.

® 3apeectpoBani/cxBaseni Bakimnn npotn COVID-19
MOHa OyJI0 3aCTOCOBYBATH Mal[i€HTaM, BKIFOUCHHM
y nocmikenns CAPIltello-291, notpumyrounchk
MICIEBHX IHCTPYKILiii i3 3aCTOCYBaHHS Ta IIPABKII 1]
9ac po3risay MUTaHHS PO NOIILHICTh BaKIIMHAILIT
npotn COVID-19 nia nauientis, sxi 6epyTh yuyacTs
y JociipkenHi. JlocoiIHMKH Maiu Ha BIacHHH
PO3CYT OLIHIOBATH PU3UKM Ta KOPHUCThL BAKIMHAIIT
nporu COVID-19  ans  yyacHukiB - KTiHIYHHX
BUIIPOOYBaHb. 3aCTOCYBaHHs Oy Ib-AKOI BAKIIMHH Ta
Oy/ib-siKi moTenuiiini nobiuni peakuii (ITP) mamm
OyTH 3a/I0KyMeHTOBaHI B e]P®.

® Inmi cynyTHi gikapceki 3acobu  Moxna OyIio
npH3HaYaTH 32 MEJHYHUMM  TOKAa3aHHSIMH.
Joknaaui Jjlani mpo cymyTHiii npemapar (J03a,
MEPIOUUHICTL TIPUHOMY, WUIIX BBE/CHHA, JaTH
MOYaTKy Ta NPUIIMHEHHS [pHiiomMy) Mamu OyTH
3aHEeCeH] 10 MeIMYHOT KapTH nalicHTa Ta a0 elP®.

buibmicts nauientis (97,3 %) nix bac HOCTimKEHHS
NPUHMAIK  NpPUHAHMHI  OJMH  JI03BONEHHMH  CymyTHii
npemnapar.

16. Kpurepii onink# e()eKTHBHOCTI

Ownka BBII y saranbuiii nonynsmii ta B nmiarpymi 3
anbTepauismu PIK3CA/AKTI1/PTEN.

17. Kpurepii ouinku 6e3neku

besneky Ta mepeHOCHMICTH OIIHIOBaJH B KOHFERCTI

[1P/cepiiosuux mnoOiunnx peaxuiii  (CIIP),
(izionoriuHux mokasHukKiB, GioximiuHOro Ta 3af

4

18. CratucTHuHl MeTOIH

Ha BUXiIHOMY pieHi. Lls momys

PaHZ0MI30BaHUX YYAaCHUKIB 10




naiienTis, panziomisoBanux y Kurai nicis nepuoro sisuty
ocrannporo mauienta (I1IBOIT) y rioGansuiii KOTOPTI, Ta
Oy/le  amamisyBarucs  BiANOBimHO  j10 NIKYyBaHHS,
MPU3HAYCHOrO LUIAXOM  paHIoMizauii, He3ale)KHO Bij
(hakTHUHO OTPUMYBaHOTO npenapary (3a NPUHIHIIOM
aHajli3y BCIiX NalieHTIB, skuM GYJI0 MPH3HAYEHO JHKYBaHHS
[intention-to-treat — ITT]). Byap-sxi cepio3Hl BIAXUIEHHS
B/l JIKYBaHHs, IIPU3HAYECHOTO MLIUIAXOM panjomisariii,
OyIyTb 3apeecTpoBaHi Ta BPAXOBaH1 11i/] yac iHTepnperalii
JIAHUX 1110/10 Oe3TeKH.

Bubipka  mamientie s amanisy  6esmeiw Oyne
BHKOPHCTOBYBATHCS SIK OCHOBHA TIOMYJISAList ISl peecTpartii
JIaHuX 10J10 Oe3iiekd. Bona ckragaethes 3 ycix naumientis,
Brmouenux jio 1A, ski oTpumamu xoua 6 1 nosy
JTOCIIJIDKY BAHOTO npenapary (bynBecrpanTy,
KaripaceptuOy, mirane6o), Ta Oyme anaJjlizyBaTHcs
BIZNOBIZIHO 10 OTPHMYBAHOTIO npenapary. fkuo marjent
OTpuMaB Xo4a 6 1 103y KamiBaceptuOy, Juls aHamizy JaHux
11010 Oe3nekn ioro 6yne  BiHeceHO 10 rpyIu
KaniBacepTuoy.

OcHOBHA MeTa IMBOTrO JIOC/IKEHHs! TI0IIATae B TOMY, 11106
OHIHHTH  eeKTHBHICTL KoMOiHamii Karnipaceptut  +
(pynBectpaHT y mopiBHsSHHI 3 KoMGiHamiero mnane6o -+
(pyasectpant  mumxom  ouimku  BBIT;  moasiiinumu
NECPBUHHUMH KiHLeBMMH Toukamu € BBIl y saranbniii
nonynsuii  ta  BBIT y  migrpymi 3 anmeTepauismu
PIK3CA/AKT1/PTEN. Amnaniz 6yme mnpoBomuTHcs 3a
JIOLOMOTOI0 CTPATU(IKOBAHOTO JIOTPAHTOBOTO KPHTEPIIO 3
nonpapkoro  Ha Qakropu crparudikanii. Ha ocHosi
cTpatudikopanoi mozeni mpomopuiiinux pusukie Kokca
(Merost Edpona s o6pobku 36iriB) Oyae npencrapicHo
BLIHOWIEHHs pusukiB (BP) (kaniBaceptu6 + pympectpant y
MOPIBHSAHHI 3 mnanebo + dynasecTpant) pasom i3
BianoBiuM  95%  josipuum  imteppamom  (JII)
(po3paxoBaHuM  3a  JIOMOMOTOI0  METOLY  PO3MOJIIY
iimosiprocteif). BP <1 Gyae cBiguutn Ha kopucrh
KomOinauii kaniBaceptu6 + QynpecTpant.

OCHOBHMMM BTOPMHHHMH KIHIIEBUMM Toukamu € 3B Ta
vactota 00’exktuBHOl Biamosimi (YOB) vy zaramswiii

nonynsauii  ta B miarpym 3 algy
PIK3CA/AKTI1/PTEN. 3B Oyne ouinioBaTHCh, [k Omucano
BHIIEC /U1l NEPBMHHOI KIHIEBOI TOYKH.
HPEJICTABNICHO 13 JBOCTOpOHHIMH 95% JII OTNOMOT 010

Jlns 3KOPCTKOro KOHTPOJIO 3ara 191 Al -T0 TUITY

meTony Kionnepa — [lipcona (Clopperjapd Pea son 1934).

- i ' Flifnc
(rpynoBol  HMOBIPHOCTI  MOMMWEKH): 1308




npoueaypy MHOKHHHOT neperzipm17] IMII), BkmOUHO '31
MEPBUHHUMH Ta BTOPMHHUMH KIHIIEBUMH TOUKAMM. AHaiz
BBI1 (nepeunnuii) Oy e nposesieno micis TOTrO, SIK 3piiCTh
Aanux wono BBIT pocarne npubnusuo 77 % sk y saransiit
nonyiusmii, Tak i B miarpymi 3 anbTepaliaMu
PIK3CA/AKTI1/PTEN. Ouikyethes, 1110 NPOMIKHMI aHal1i3
3B Oyne mnposeneno, komm B 3aradbHiii nony sy
B0y neThest mpubnnzHo 394 sruma 3B (uacTka 1HpopManii
— 80%), a gmani B miarpyni 3 ansrepauismu
PIK3CA/AKTI/PTEN pmocsaruyTs amanorignoi 3pLI0CTI.
Sakmounuii asamiz 3B Oyne NpoBeICHO, KOAM 3pijicTh
JlaHUX  CTAaHOBHTHME npuOnusHo 70 % sk y zaraibHiii
nonmynAwii, Tak i B miarpymi 3 ageTepauismu
PIK3CA/AKTI1/PTEN.

Jlani mozo Gesneku Ta mepeHocuMocTi Gy1yTh y3araibHeni
38 TOTIOMOT0I0 BIJINIOBIIHOT ONIUCOBOT CTATHCTHKH.

19. Jlemorpadiuni IIOKa3HUKH
JI0CTIKYBaHOT TOMyJisLii (cTarth, BIK,
paca Toulo)

V' nocmikenns CAPltello-291 wabupann nauientis, ski
B1100pakan 1(IbOBY NONYJIANi0. Y 3araaniii HONYJISAIT
2 rpynn  jikypaHHs OynMm  1inkoMm  30anaHcosani  3a
OLHIOBAHUMH  JeMOTrpadiuHuMU  XapaKTEepPHCTHKAMH;
99,0 % nauientis Gymm xinouoi crati, 57,5 % Oynu
[IPECACTaBHUKAMH  €Bponeoianol  pacu, 26,7 % —
MOHrosolaHol pacu. Cepenniit Bik cranosus 58,0 poxis,
44,6 % nauienTis 6y y Bimi > 50 Ta < 65 poxkis.

20. Pezynbrati epextuBHOCTI

Y nmocmimxenni CAPItello-291 Gymu aocarnyri o6uasi
MIO/IBIfiHI  MepBMHHI  KIHIEBI  TOUKM. 3acTOCYBaHHsI
KomOiHamii kaniaceptu® + QynBecTpanT npHU3BEnO 10
KJIHIYHO Ta CTATHCTHYHO 3HAYYIIOTO nojioBkeHns BBIT 3a
OLHKOIO JIOCTiMHUKIB 3rigno 3 Kpurtepismu Biamosim
COJIZIHUX TIYXJTHH Ha JiikyBanHs y Bepcii 1.1 (RECIST v1.1)
NOPIBHAHO 3 KoMOiHamiero mmaueGo + ¢ynsecTpanT sK Y
3arajibHii MOMyMALil, Tak 1 B MArpyNi 3 albTepanisMu.

CranoM Ha mepury naty npunuxenss 36opy aanux (I13711)
y 3araipHii nomynauii ssuma BBIT 6yiu 3apeectpopani y
72,7 % manienTiB y rpyni kanisaceptudy + (ynBecTpaHTy
tay 83,0 % nmanienTiB y rpyni miauebo + ¢yiasectpanty. Y
nirpyni 3 anprepaniamu sieuia BBIT 6ynu sapeectposani
y 78,1 % nauientiB y rpymi xaniBaceptuoy + (yisectpanty
Ta y 85,8 % mauientiB y rpyni miauebo + ¢yyjsecTpanty.
Pesynpraru ouinku BBIT: )

* ¥V 3aranbHii nomynAIii cnocTepiranocs 3HAHEHHS pU3HKY
KomOiHauii
% Iﬂi 0,5 1-

7.2 MicAaus B

nporpecyBands  Ha 40% Ha Kopwu
kaniBaceptu®d + Qynsectpant (BP: 0,60

rpyni  kanipaceptudy + 3

3,6 Micsls B rpyni mane6o




* YV marpyni 3 anbTepalisMu CrocTepiranocs 3HHKEHHS
PU3HKY nporpecyBanbs Ha 50 % na KopucTh KomOiHauil
Kanisaceptnd + ¢ynsectpant (BP: 0,50; 95 % JII: 0,38—
0,65; p<0.001). Meniana BBIl cranosuna 7,3 micaus B
rpyni - kanipaceptOy + ()yJBeCTpaHTy TOpIiBHAHO 3
3,1 micana B rpyni miane6o + QyaBecTpaHTy.

Kpuei Kannana — Metiepa posxoamniucs 3 MOMEHTY meproi
OLIHKM TYXJIHHK (depe3 8 THIKHIB), TeMOHCTPYIOUH BHILLY
iimosipnicTh BBI1 y rpyni kanisaceptn6y + dynsecrpanty
MOPIBHAHO 3 IPYTIONO M1a1eGo + QyJiBecTpaHTy.

21. Pesynbratu 6esnekn

Jlani mojio Oesnexu, otpuMani B pociiyokenni CAPItello-
291, mITBEPILKYIOTBCS 00 €HAHUMH JAHUMH TIPO Oesnexy
3 BIANOBIHMX  JOCHUDKeHb  Kanisaceptuby — Ta
JICMOHCTPYIOTE, 110  KaniBacepTHO y koMbGiHamii 3
(bynsecTpanToM Mae mpulHATHMIT Tpodine Gesmeku Ta
MEPEHOCHMOCTI B [IUILOBIH TOMYJIALIT AIiEHTIB.

22. BucnoBok (pestome)

CyKyIHICTL JIaHMX CBITYHTDL NPO Te, 1O KamiBacepTu6 y
KoMOiHalil 3 (yJABECTPaHTOM 3arajJoM Mae MO3WTHBHHIH
Npo(iaL KOPHCTI Ta PH3MKY JUIA JIKyBaHHS NAIi€HTIB i3
HR+, HER2- micueBo nomupenum abo MeTacTaTHUHHM
PakoM ~ MOJIOYHOI ~ 3aJl03M  1icasg  peuuauBy  abo
[POrpecyBaHHs  3aXBOpIOBaHHsA MiJ 4ac abo Tmichs
CHJIOKPUHHOT Teparii.

Edext nikyanHs He oOMexyBaBcs —IATpYnow 3
anpTepatisvmu PIK3CA/AKT1/PTEN, 1o ninTBepaKyeThes
JIOKJIIHIYHEMH JIAHUMH, 1 CTIOCTepiraBes B yeix KIIiHiuHO
3HAUYUIMX MiArpynax. 3o0kpeMa, CTabiIbHY —KOPHCTb
BiI3HAYAIM Yy TAUIEHTIB, sKi paHille He OTPHUMYBAIH
inriditopy CDK4/6 (ockuibkn 1M, Ha DyMKY JiiKaps, Take
miKyBanus Oyjno He mnokasaHe abo He JOCTYNHeE), Ta y
NAIEATIB, AKI  OTPUMYBAIM  TONEPEAHE  JIiKyBaHHS
inriditopamun CDK4/6.

Baraneuuii npodine Gesnekn komGiHanii kamiBacepTu6 +
pyasecrpant y nocnisvkenni CAPltello-291 ysromkyernes
3 BIIOMUM TpodhisieM 1iel komOinallii, 30kpema B ToMy, 1110
crocyerbes nommpennx [P, nor’s3anux i3 npenaparamu,
nist saxux cnpsmosana Ha P13K/AKT/PTEN. BinbluicTs
ABUILL  OyJIM  HHM3BKOIO CTYINEHS TSIKKOCTI, a IIpOsABH
TOKCHYHOCTI ~ 3a3BUYal  TiIIaBaucs 3a
JIOTIOMOTOI0  3MIHM  Jio3u  Ta/abo c Oc’z'(;aHHH

NiITPUMYBallbHOT Tepanii. YacTota Bunakis [IMHEHHS
NiKyBanHs y 38°s13ky 3 [1P Oysia BiZIHOCHO HU3H)

BaKJIHBHM JIOTIOBHEHHSIM 10 afjiceHa1y| B3

/Ul TAICHTIB, sKi  paHilie | [EpHMYBE FHAOKPHHHY |

TEpaIio 3 MPUBOLY TPOTPeCy FOUOTO|-3axH Jgjamm;ﬁxa
o <U_[X .




MOTIa  BKIIOYATH riditop  CDK4/6, sxmo Bin Gy |
MOKA3aHUH/TOCTYITHHUIA.

Takum yuHOM, KOMMaHis Actpa3eHeka BBakae, 110 JlaHi,
orpumani B jocnifkenni CAPltello-291, niareepmkyiors
3alpononoBaHe nokasauus: «Kaniaceprud nokaszanmii y
KoMOIHauli 3 QyJBeCTpaHTOM IS JiKyBaHHS I0POCITUX
naiienTiB - 3 HR-mosutuBuum,  HER2-HeraTwBHHM
(Busnavdaetbes Ak IHC 0 un 1+, abo THC 2+/ISH-) micueso
NOIHPEHUM ab0 MeTacTaTHYHHM PakoM MOJIOYHOI 3a/103H
IiCIIsS PELM/IMBY UM TIPOrPeCcy BaHHS 3aXBOPIOBAHHS 1111 4ac
abo micis eHI0KPUHHOI Tepariin.

3asBHUK  (BIACHHK  peecTpalliiiHOro

[1OCBITUCHHS) /mignuc/
(rmianuc)
I'dJI4 CKIABOH (GAIA SCHIAVON)
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