Non-Clinical Study Report

1. Name of medicinal product {Marketing
Authorisation number, if any):

Lynparza (international non-proprietary name olaparib)

1) type of medicinal product for which
registration was conducted or planned to
lbe conducted

Medicinal product with complete dossier (stand-alone dossier)

2) conducted studies

| yes

2. Pharmacology:

1) primary pharmacodynamics

Lynparza is an inhibitor of poly (ADP-ribose) polymerase
(PARP) enzymes, including PARP1, PARP2, and PARP3. The
anticancer activity of the PARP inhibitor olaparib works
through a process called synthetic lethality, Olaparib inhibits
and traps PARP at the sites of DNA single-strand damage, both
preventing DNA repair and during replication, and leading to
the generation of the more serious DNA double strand breaks
(DSBs). In normal cells, these DSBs are repaired accurately and
efficiently, but in cancer cells with a deficiency in the repair
pathway, such as those with BRCA1 or BRCA2 mutations,
genome instability is accumulated and to preferential killing of
cancer cells over normal cells is observed.

The sensitivity to PARP inhibition is dependent on BRCA
mutation (and cancers with deficiency in the Homologius
Recombination Repair pathway), and is agnostic to tumor type
in pre-clinical models

2} secondary pharmacodynamics

8234: Olaparib receptor binding was tested on 50 receptors in
vitro. Olaparib had no significant activity at a concentration of
10 pM.

0818SY: Olaparib had no significant (defined as >50%
inhibition) activity in 220 in vitro radioligand binding and
enzyme assays when tested at a concentration of 10 pM.

Olaparib was also tested in electrophysiological assays at 7
types of human recombinant voltage-gated cardiac ion channel:
Electrophysiological assays were all conducted in .
concentration-response mode. Olaparib was inactive when |'
tested at a concentration of 31.6 pM.

8157: Olaparib had no significant activity in 6 in vitro ."
phosphodiesterase binding assays at a concentration of 10 pM.

3) safety pharmacology

Dimension of pivotal salely phanmacology studies arc in line

with industry standard. AZ conducts a statistical health check

on our study desipns

0242S87: A Good Laboratory Practice (GLP) study was
conducted to evaluate the effects of olaparib on the voltage -
dependent potassium channel encoded by the human ether-a- |
go-go related gene (hRERG). The study was conducted in in vitro|
Chinese Hamster Ovary (CHO) cells at doses of 1, 3, 10, 30,




100 and 300 pM. The hERG ICso value was 226 uM.
2229/053: KU0059436: A GLP study to examine the

cardiovascular and respiratory effects in the anaesthetised
Beagle dog was conducted with intravenous (IV) infusion over
10 mins at doses of 0, 1.5, 5, 15 mg/kg to 2 males (M) and 2
females (F). IV administration of olaparib, at doses of 1.5 and
S mg/kg had no noticeable effects on the cardiovascular or
respiratory parameters of anaesthetised dogs when compared to
the vehicle control group.

A dose of 15 mg/kg elicited a slight increase in heart rate (123
bpm vs baseline of 88 bpm and dP/dtmax 5927 mmHg/s 10-min
post dose vs baseline of 3925 mmHg/s), but this was not
statistically significant compared with the vehicle treated group.
A decrease was observed in the PR interval (the time from the
onset of the P wave to the start of the QRS complex) at 10
minutes after administration of the high dose.

2229/047: A GLP study to examine the effects on general
activity and behaviour in 6M Wistar rats, following oral gavage
administration at doses of 0, 20,115 and 250 mg/kg was
conducted. There were no behavioural or physiological changes
in rats at all tested doses when compared to vehicle-treated
animals.

4) pharmacodynamic interactions

Pharmacodynamic drug interaction studies have not been
included in this application as olaparib will not be co-
administered with other agents for this indication.

3. Pharmacokinetic properties:

1) analytical p}ocedures and reports on
their validation

KPV034, KPV052, 319614. KPV029, KPVOOI. KPVO53,

119609, KPV028, KPV(58: Methods to assess concentrations
of olaparib in mouse, rat and dog plasma were developed and
validated by Covance Laboratories, Harrogate, UK. Samples
were prepared by solid phase extraction (SPE). Quantitative
analysis was by high performance liquid chromatography
coupled to tandem mass spectroscopy (HPLC-MS/MS). These
methods were subsequently transferred to, and partially
revalidated by, Charles River, Edinburgh, Scotland, UK. In
separate studies, Charles River developed and validated
methods for assessment of concentrations of olaparib in
microsamples of rat and mouse plasma.

2) absorption

KPMO035. ASUQ117: In male and female Crl:CD-1 mice after

single low oral doses of olaparib formulated in DMSO diluted
1:10 with 10% hydroxypropyl-p-cyclodextrin (HPRC) in
phosphate buffered saline (PBS), absorption was rapid
(maximal plasma concentrations after <1 hour) and exposure
was similar in each sex. Exposure increased less than in
proportion to dose in both sexes but the effect was more
pronounced in male mice. After 14 daily oral doses, exposure
was markedly lower at all dose levels in male and female mice,
which may reflect induction of clearance although this was not
further characterized.




KKRO07. 2229/037. TIO12. 8000589, 526803: After single low
oral doses of olaparib formulated in DMSO diluted 1:10 with
10% HPBC in PBS to male and female rats, absorption was fast
(maximal plasma concentrations after 1 to 2-hours) and
exposure was markedly higher in female rat (up to 5 fold =~
exposure in male rat). After single doses, exposure increased
more than in proportion to dose in male and female rats. After
daily dosing for 1 and 6 months, exposure was largely
unchanged at low doses but decreased by 25-45% at high doses;
as with mice this may reflect induction of clearance.
Toxicokinetics were also derived when male and female rats
were administered higher doses of olaparib, which was
formulated in 0.5% hydroxypropyl methylcellulose in 0.1%
Tween 80 in water. Higher exposures were achieved than
previously on the first day of dosing, reflecting the higher doses
used. Exposure increased less than in proportion to dose.
Reduclions in exposure were clear after 28 days and 13 weeks
of dosing and this was particularly marked in male animals
(received higher doses).

KMD008, 2229/038, T1I00 1 1: In male dogs, following a single

low oral dose, absorption was fast (maximal plasma
concentrations after 1 to 2 hours). After single doses to male
and female dogs, exposure was similar and increased in
proportion to dose between the low and mid doses. Exposure
increased less than proportionately between the mid and high
dose in male dogs but proportionately in female dogs. Exposure
was similar after single doses and daily dosing for 1 and 6
months.

3) distribution

KJP019. 8293107, 8305083: Olaparib at 0.010 to 40.0 pg/mL

(0.023 to 92.1 pM) demonstrated low binding to plasma
proleins in in vitro studies. Binding in whole plasma was lowest
in dog (37.9-47.7% unbound), followed by mouse (28.4-33.9%
unbound), rat (26.5-31.3% unbound) and human (8.8-29.8%
unbound). Protein binding was independent of olaparib
conceniration in mouse and rat plasma. In dog and human
plasma, the unbound fraction increased in proportion to

olaparib concentration. Binding of olaparib (0.100 to 40.0
ng/mL; 0.23 to 92.1 uM) to human serum albumin (HSA) and
alpha-1 acid glycoprotein (a1 AGP) was investigated and
showed that the unbound drug fraction was lower in the
presence of HSA than o1 AGP indicating that HSA was likely to)
be the dominant plasma binding protein in vivo.

The distribution of ['*C]-olaparib between blood cells and
plasma, following in vitro incubation with whole blood from
male mice, rats, dogs and human volunteers, was investigated.
Association with blood cells was moderate at 25 and 24% in
mouse and rat blood respectively; no concentration dependence
was observed in these species. In contrast, ['*C]-olaparib had a
greater association with dog blood cells and the interaction was
concentration related with more drug binding to blood cells at
higher than at lower concentrations (34% at 0.1 pg/mL and 4%
at 10 pg/mL). ['*Cl-olaparib had a lower association with




human blood cells and the interaction was again concentration
related (12% at 0.1 pg/mL and 30% at 10 pg/mL).

BS001884-14: The in vitro protein binding of the 3 major
circulating human metabolites of olaparib, namely
AZ14102299 (M12), AZ14102296 (M15) and AZ14102567
(M18), were assessed in mouse and human plasma over a
standard concentration range (0.1 to 100 pM). The percentage
unbound for AZ14102299 (M12) ranged from 44.0% at 0.1 pM
to 45.0% at 100 pM in mouse and from 6.82% at 0.1 pM to
47.1% at 100 pM in human. The percentage unbound for
AZ14102296 (M15) ranged from 60.1% at 0.1 pM to 57.1% at
100 pM in mouse and from 56.8% at 0.1 pM to 60.3% at 100
uM in human. The percentage unbound for AZ14102567 (M18)
ranged from 24.6% at 0.1 uM to 31.5% at 100 uM in mouse
and from 11.6% at 0.1 uM to 23.4% at 100 uM in human.

KMRO17, KMRO04: Following single oral doses of ['*C]-

olaparib to rats, radioactivity was widely distributed although,
with the exception of organs of the GI tract and excretory
organs, concentrations of radioactivity in many tissues were
similar to whole blood; this was consistent with the low volume |
of distribution of olaparib. Radioactivity was not quantifiable int
brain or spinal cord. A slightly prolonged association was noted[
with melanin containing tissues (uveal tract and pigmented
skin) but this was of short duration. Distribution in male and
female rats was similar but tissue concentrations were higher in |
females, which was consistent with the higher plasma |
concentrations. |
|

KMMO16: Single oral doses of ['“C]-olaparib to female nude
mice bearing HTC-116 human colorectal tumours produced a
similar distribution of radioactivity to that in rat. However,
radioactivity was present in tumour at higher concentrations
than blood and was retained in tumour longer than in blood.

4) metabolism

KMX039, KMX009, KMX041: Investigations in human in

vitro systems indicated Phase I metabolism of olaparib was
CYP mediated and that CYP3A4 and 3AS were the dominant
metabolic enzymes and the main sites of metabolism were the
piperazine and fluorobenzyl ring structures.

KMX032, KMNOL8, KMX033. ADME 186, ADME 426,

BE001071-20, BE000726-40, BE000726-54: The metabolic

fate of ['*C]-olaparib was investigated in plasma and excreta
from rats and humans but less extensively in samples from dogs
and it was not investigated in mice. Following oral doses,
metabolism was extensive in humans and rats. Metabolism
occurred in all parts of the molecule although the main sites of
metabolism were the piperazine and fluorobenzyl ring
structures. Metabolism was mainly represented by Phase I
oxidative processes (oxidation/hydroxylation) with only very
limited Phase IT metabolism {glucuronidation and sulphation),
which was restricted to secondary metabolism of Phase I
metabolites. Olaparib was the major circulating component in
human plasma (70% of plasma radioactivity) although 3




metabolites, M12 (ring-open piperazin-3-ol), M15 (4-
fluorophenol (hydroxy)methyl) and M18 (piperazin-3-ol) were
quantified and each accounted for 9-14% of the plasma
radioactivity. Each of these was also present in similar
proportions in male rat plasma. In female rat plasma M12 and
M15 were present but insufficiently abundant to quantify
reflecting the sex difference in rat metabolism. Olaparib
represented the most abundant drug related component in
human urine (10-19% of the dose) and faeces (<1-14% of the
dose). However, as 86% of the dose related material was
recovered in excreta and only a limited proportion was parent
drug, this implied extensive metabolism. Human urine
contained up to 37 metabolites of which 18 were quantifiable
and faeces contained up to 19 metabolites of which 6 were
quantifiable. The most abundant metabolite in both matrices
was M15 (<8% and <14% of the dose in urine and faeces
respectively). All other metabolites accounted for <2% of the
dose in urine and <6% in faeces. Following administration of
single oral doses of [**C]-olaparib to rats and dogs, parent drug
was the most abundant component in both faeces and urine.

5) elimination

KKR007, KMRQ17, KMR027: Following administration of

single oral doses of ['*C]-olaparib to male and female rats,
elimination was rapid (94-96% within 48 hours) and recovery
was complete within 5 days. Faeces provided the major route of
elimination of radioactivity in rats of both sex although a
greater proportion of the dose was eliminated in the faeces of
male rats. A corresponding sex difference in urinary elimination
was observed with female rats eliminating a larger proportion
of the dosed radioactivity by this route. Following single IV
doses of ['“C]-olaparib to bile duct cannulated male and female
rats, the sex difference in elimination route was confirmed with
male rats eliminating a much greater proportion of the dose in

in metabolism of olaparib in rat.

KMDO008: After single oral and IV doses of ['“C]-olaparib to
male dogs, elimination was rapid (91 and 99% within 48 hours
after oral and IV dosing) and recovery complete within 7 days.
Faecal elimination provided the major route of elimination

the bile. These findings were consistent with the sex difference -

6) pharmacokinetic interactions {non-
clinical)

KMX001, ADME-AZS-Wave3-140725: The direct CYP

inhibitory potential of olaparib (0.100 to 100 uM) was tested
against a panel of enzyme activities. Olaparib had no significant
effect against CYPs 1A2, 2A6, 2B6, 2C8, 2D6 or 2E1 and
caused only slight inhibition of CYPs 2C9 (22% at 100 pM)
and 2C19 (26% at 100 uM). Olaparib (0.100 to 500 M)
inhibited CYP3A4/5 (midazolam 1-hydroxylation) and the ICso
was 119 pM. When olaparib is given as a 300 mg bd tablet
dose, clinically significant direct inhibition of either hepatic or
intestinal CYP3A cannot be excluded.

KMX001, ADME-AZS-Waved- 131106, KMX002,
00008CYP IND HHEP: In time dependent CYP inhibition

assays, olaparib (10 pM) had no effect against CYPs 1A2, 2A6,




2186, 2C8, 2C9, 2C19, 2D6 and 2E1 and only a minor effect
against CYP3A (<20%). In a separate study, olaparib (2 to 200
M) functioned as a time dependent inhibitor of CYP3A
mediated midazolam 1-hydroxylation and K; and Kiae values ol
72.2 uM and 0.0675 min™ were derived. The possibility that
olaparib may precipitate clinically significant time dependent
CYP inhibition in patients if olaparib is given as a 300 mg bd
tablel dose, cannot be excluded.

KMX002, 00008CYP_IND_HHEP. BEO00778-11: The CYP
induction potential of olaparib was investigated in two separate
studies using cultures of human hepatocytes. In the second,
miore definitive study, olaparib (0.061 to 133 pM) caused minor
concentration related increases in CYP1A2 and 2B6 mRNA (up
to 2.7 and >6.1 fold, respectively) and a more marked increase
in CYP3A4 mRNA (>65 fold). These data suggested clinically
meaningful induction of hepatic CYPs and gastrointestinal
C'YP3A4 was possible. In the presence of olaparib, CYP3A4/5
enzyme activity declined in hepatocyte cultures from some
individual donors, which may indicate time dependent CYP
inhibition in this closed in vitro system.

8305966: The potential of olaparib to inhibit human hepatic
microsomal uridine di-phosphoglucuronosyl transferase 1Al
(UGT1A1) and UGT2B7 isozymes was studied. Olaparib
exhibited concentration dependent inhibition of UGT1A1 (ICso
was 96.7 pM). Therefore, when olaparib is given as a 300 mg
1 tablet dose, clinically significant direct inhibition of either
hepatic or intestinal UGT1A1 cannot be excluded. Olaparib had
no appreciable inhibitory effect on UGT2B7 activity

KMX006, KMX020, ADME-AZS-Wave3-140714. KMNO40.
KMX042, KMNQO37. KMNO46, 13ASTRUKP7S2,
13ASTRUKP7S1: In studies using MDCKII cells transfected

with MDR1 (Pgp), BCRP or MRP2 drug efflux transporters,
olaparib was an inhibitor of MDRI at high olaparib
concentrations (ICsp =76.0 uM) but had only minimal inhibitory
¢ltect on BCRP (ICso >100 pM). Olaparib caused limited
inhibition of MRP2 when expressed in cultures of MDCKII
cells but had no inhibitory effect against MRP2 in the more
robust membrane vesicle assay format. When olaparib is given
as a 300 mg bd tablet dose, clinically significant inhibition of
either hepatic or intestinal MDR1 cannot be excluded.

The possibility that olaparib may inhibit hepatic drug uptake
transporters was investigated. In isolated human hepatocytes
and in HEK-293 cells transfected with OCT1, olaparib was an
OCT!1 inhibitor (ICses of 11.9 uM and 37.9 pM respectively).
Considering known technical issues encountered with the
hepalocyte assay, the latter data is preferred. In HEK-293 cells
transfected with OATP1B1, olaparib functioned as an inhibitor
(substrate dependent ICso values of 20.3 pM and 27.1 uM). In
HEK-293 cells that expressed OATP1B3, olaparib did not
cause significant inhibition. In isolated human hepatocytes,
olaparib caused only very minor inhibition of NTCP. When
olaparib is given as a 300 myg bd tablet dose, clinically




meaningful inhibition of hepatic OCT1 and OATP1B1 cannot
be excluded. However, the risk of a significant interaction
occurring due to OCT1 inhibition is limited as only a small
number of clinically used drugs are substrates for OCT1.

Studies to investigate whether olaparib could inhibit renal drug
uptake transporters were undertaken using monolayers of HEK-
293 cells transfected separately with OCT2, OAT1, OATS3,
MATE] and MATE2K. Olaparib did not inhibit OAT1 but
inhibited OCT2 (ICsp =19.9 pM), OAT3 (ICso =18.4 uM),
MATE! (ICs0 =5.50 pM) and MATEZK (ICso =47.1 pM). [
When olaparib is given as a 300 mg bd tablet dose, clinically |
meaningful inhibition of renal OCT2, OAT3, MATE! and :
MATEZ2K may occur.

The possibility that olaparib may be a substrate of MDR1,
BCRP, MRP2, OATP1B1, OATP1B3 and OCT1 was
investigated using variations of the assay formats employed for
the inhibitory studies. Olaparib was shown to be a substrate for
only MDRI.

7} other pharmacokinetic studies N/A
4. Toxicology:
Dimension of pivotal loxicology studies are in line with industry standard. AZ conducts a statistical health

check o our study desipns.

1} single-dose toxicity

2229-0)33: A GLP single dose oral toxicity study was conducted,|

in the Crl:CD-1™ (ICR)BR mouse. |
Oral gavage (vehicle DMSO in 10% HBCB in PBS) of doses
20, 100, 200 and 300 mg/kg to 1M and 1F in the preliminary
phase resulted in no mortalities or adverse signs. All mice
gained weight over the course of the study. In the main study
phase, administration of olaparib at a dose of 300 mg/kg to SM
and 5F on Day 8 or 15 showed no macroscopic abnormalities at
necropsy.

2220-036: A GLP single dose IV toxicity study was conducted
in the Crl:CD-1™ (ICR)BR mouse. IV doses (vehicle 10%
DMSO, 10% HBCB in PBS) of olaparib at 25, 50, 70, 100, 140
and 200 mg/kg to 1M and 1F in the preliminary phase resulted
in the following:

200 mg/kg: both animals died immediately post-dose.

140 mg/kg: male and female had prone posture within 2
minutes of dosing but recovered by 15 minutes post-dose.

100 and 70 mg: only males had prone posture within 2 minutes
of dosing but recovered by 15 minutes post-dose.

No macroscopic changes were seen in any animal at necropsy
Main Phase:

Intravenous doses of 100 and 140 mg/kg to SM and 5F in the
main phase test resulted in the following:

140 mg/kg: 4M and 3F died immediately after dosing; prone
posture and dyspnoea; ataxia, palpebral closure, hunched
posture and/or | activity with lethargy.

100 mg/kg: 1M and 1F died 5 minutes after dosing; prone




posture and dyspnoea; ataxia, palpebral closure, hunched
posture and/or | activity with lethargy. No macroscopic
changes seen in any animal at necropsy.

2229/033: A GLP single dose oral gavage toxicity study was
conducted in the Crl: WI (GIxBRL/Han) IGSBR rat. Oral
wavage doses (vehicle 10% DMSO, 10% HBCB in PBS) of
olaparib at 50, 100, 200, 240 and 300 mg/kg to 1M and 1F in
the preliminary phase resulted in the following:

300 mg/kg: both animals found dead on Day 2 or 3.

palpebral closure, | activity, hypothermia, tremors, salivation,
piloerection and lachrymation.

50, 100, 200, 240 mg/kg: well tolerated, with no mortalities.
No macroscopic changes related to treatment at necropsy.

Oral gavage dose of 240 mg/kg to 5M and 5F in the main phase
of the study was well tolerated with no mortalities.

2229-044: A GLP single dose oral gavage toxicity study was
conducted in the Crl; WI(Glx/BRL/Han) IGSBR rat. Oral
gavage doses (vehicle 10% DMSO, 10% HBCB in PBS) of
olaparib at 240 and 300 mg/kg to 1M and 1F in the preliminary
phase resulted in the following:

300 mg/kg: female dosed at 300 mg/kg found dead on Day 2.
salivation, lachrymation, hypothermia, | activity, hunched
posture and palpebral closure. Macroscopic examination
revealed severe darkening to all lobes of the lungs.

Ln the male: well tolerated; adverse signs in animals included
red extremities on Day 1 and/or 2.

240 mg/kg: in both sexes: well tolerated; adverse signs in
animals included red extremities on Day 1 and/or 2.

Main phase:
(Oral gavage doses of 240 mg/kg to 5F and 300 mg/kg to SM in
main phase of the study resulted in the following:

300 mg/kg: 1M found dead on Day 1; no macroscopic changes
were seen at necropsy. Clinical signs in males included
salivation and red extremities, diarrhoea, discoloured faeces and
anogenital soiling. These signs were resolved by Day 4.

240 mg/kg: Clinical signs in the females dosed at 240 mg/kg
were salivation, hunched posture, decreased activity,
hypothermia, lethargy, chromodacryorrhoea, dyspnoea,
palpebral closure, vocalisation, staining of the snout, diarrhoea,
soft and discoloured faeces and anogenital soiling. All signs in
the females had resolved by Day 4.

2229-034: A GLP single dose IV toxicity study in the
Crl:WI(Glx/BRL/Han) IGSBR rat was conducted. IV doses
(vehicle 10% DMSO, 10% HBCB in PBS) of olaparib at dose
levels of 25, 50, 70 and 100 mg/kg were given to 1M and 1F in
| ¢ preliminary phase and 70 mg/kg to 5SM and 5F in the main
test. The major findings were:

Preliminary phase:
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100 mg/kg: both animals died immediately post-dose.

70 mg/kg: | activity seen for both animals from approximately

15 minutes post-dosing, with recovery by 2 hours post-dose.

No macroscopic changes at necropsy for animals that died on

Day 1 or were killed on Day 8.

Main phase:

| 70 mg/kg: well tolerated, with no mortalities.

| Clinical signs limited to palpebral closure, seen from

| approximately 15 minutes post-dosing on Day 1, with recovery
by 2 hours post-dose. All animals gained weight during the
observation period and there were 1o macroscopic changes at
necropsy on Day 15.

e T
1229/040: A GLP 7-day oral (gavage) administration study in
the Crl: WI(GLX/BRL/HAN) IGSBR rat followed by a 21-day
treatment free recovery period was conducted. Groups of 6M
and 6F rats were dosed with olaparib at dose levels of 0, 15,

100 and 200 mg/kg/day. Major findings were:

100 mg/kg/d and above: Adverse signs and reduced body
weight gain, food consumption and/or haematology parameters
(red and white blood cells, reticulocytes, platelets, haemoglobin
concentration) in one or both sexes during the dosing period.
Tin myeloid:erythroid ratio in bone marrow.

| megakaryocytes in spleen (high dose) (only liver and spleen
evaluated).

15 mg/kg/day: Reduced body weight gain in females. |
All effects seen during the dosing period showed recovery by \
the end of the 21-day observation period.

The no observed effect level (NOEL) was 15 mg/kg/day for \
males. A no observable adverse effect level (NOAEL) was not
established for females.

i) repeated-dose toxicity

9129-037: A GLP 28 day oral (gavage) administration toxicity
study in the Crl: WI(GLX/BRL/HAN) IGSBR rat followed by a
8 day treatment free recovery period was conducted. Groups
of 10M and 10 F rats were dosed with olaparib at dose levels of
0,5, 15 and 40 mg/kg/day. Major findings were: |
5, 15 and 40 mg/kg/d: well tolerated. ‘
40 mg/kg/d: minor transient clinical signs, | in food
consumption and body weight gain (in males). |
Effects on the endothelial reticular system as expressed by
changes in white cell populations, red blood cell parameters and
the precursor haematopoietic cells in the bone marrow in |
females. \
At necropsy, 1 spleen weight in females only, and
histopathological findings in the bone martow, spleen, liver and\
thymus in both sexes.

The changes were more evident in the females, which
correlated with a higher exposure to the drug in the females
compared to males. All changes showed recovery following the
cessation of treatment. 15 mg/kg/day: minor changes in both
sexes (| in food consumption in males and histopathological
findings in the spleen and liver of females): considered not to

- he adverse.
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The NOAEL was 15 mg/kg/d.

858 KR: A GLP one month compound-batch comparison oral
toxicity study in the AlpkHsdRcc Han:WIST rat was
conducted. Groups of 10M and 10F were dosed with olaparib at
dose levels of 0 and 40 mg/kg/day. The aim of the study was to
qualify impurities in a new batch of olaparib (batch C436/4)
produced by a new route of synthesis. The study compared 2
batches of olaparib at a single high dose level of 40 mg/kg/day.
There were no noteworthy differences in exposure or
toxicological findings between the 2 batches of olaparib
administered to rats at a dose of 40 mg/kg/day for 28 days.
There were reductions in body weight gain and food
consumption, changes in haematology affected red and white
blood cells, platelets and reticulocytes, decreases in plasma
protein and decreased thymus weight.

Crl:WI(GIx/BRL/Han) IGSBR rat was conducted. Olaparib was
administered at 0, 5, 15 and 30 mg/kg/day to males (20/group)
and 0, 1, 5 and 15 mg/kg/day to females (20/group) The major
findings were:

Males:

30 mg/kg/d: well tolerated.

5, 15 and 30 mg/kg/d: haematological effects included | red
blood cell parameters

Females:

15 mg/kg/d: well tolerated.

| body weight gain and food consumption.

| red blood cell parameters, T platelet counts and | neutrophil
counts in females at 5 and/or 15 mg/kg/day.

The bone marrow smears of females showed 1 in late myeloid
cells and | in early erythroid cells, with 1 myeloid:erythroid
ratio.

The NOAEL was 30 mg/kg/d for males and 5 mg/kg/d for
females.

I8000589: A non GLP 1-month oral (gavage) toxicity study in
the rat was conducted to provide data to set a suitable high dose
level for use in the subsequent 3 month oral toxicity study in
rats (526803).

Groups of 10M and 10F Wistar Hannover rats were dosed once
daily with olaparib at dose levels of 0, 100, 250, 500 and 1000
mg/kg/day (males) or 0, 25, 50, 100 and 250 mg/kg/day
(females) for one month. in 0.5% hydroxylpropyl methyl
cellulose (HPMC) and 0.1% Tween 80.

Oral administration up to 1000 mg/kg/day in males and 250
mg/kg/day in females was tolerated. Females at > 100
mg/kg/day | bodyweight gain, food consumption and plasma
alkaline phosphatase and/or triglycerides in both sexes at all
dose levels.

Haematological changes: | including decreases in red blood cell
parameters (red blood cell count, haemoglobin and .
haematocrit), leukocyte counts (lymphocytes, neutrophils, J
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monocytes, eosinophils, basophils), reticulocytes and/or 1 in
platelets, were seen for males at > 500 mg/kg/day and for
females at > 25 mg/kg/day.

Treatment-related histopathological findings were seen in the
bone marrow, spleen, thymus, mesenteric lymph node and
caecum, | hematopoietic cellularity in the bone marrow and
atrophy of the red pulp in the spleen was seen in males dosed at
1000 mg/kg/day and in females at > 100 mg/kg/day. Lymphoid
depletion was seen in the thymus of males dosed at > 250
mg/kg/day and in females at > 50 mg/kg/day. 1 sinusal
histiocytosis in the mesenteric lymph node in males at > 100
mg/kg/day and in females at 250 mg/kg/day. Epithelial erosion
(characterised by a thinned, basophilic surface epithelium with
occasional single epithelial cell necrosis, and with regenerative
glandular epithelial hyperplasia and mucosal infiltrates of
mixed inflammatory cells) was noted in the caecum in some
males at > 100 mg/kg/day but was not present in females at any
dose level.

The NOAEL was 500 mg/kg/day for males and 50 mg/kg/day
for females.

526803: A GLP 3-month oral (gavage) toxicity study in the rat
was conducted to examine the dose response for toxicity.
Groups of 10M and 10F Wistar Hannover rats were dosed once
daily with olaparib at dose levels of 0, 100, 250 and 1000
mg/kg/day (males) or 0, 25, 50 and 100 mg/kg/day (females)
for at least 91 days in 0.5% HPMC and 0.1% Tween 80.

Oral administration up to 1000 mg/kg/day in males and 100
mg/kg/day in females was tolerated however bodyweight gain
and food consumption were |in both sexes at all dose levels
throughout the dosing period.Haematological changes, | red
blood cell parameters (red blood cell count, haemoglobin and
haematocrit), leukocyte counts (lymphocytes, neutrophils,
monocytes, eosinophils and/or basophils), and reticulocytes,
were seen for males at 1000 mg/kg/day and for females at 50 or
100 mg/kg/day. 1 in mean corpuscular volume, mean
corpuscular haemoglobin, red blood cell distribution width and
platelet count were seen for females at 100 mg/kg/day. Plasma
chemistry changes, including | in creatinine, cholesterol and
total protein levels in males at 250 and/or 1000 mg/kg/day and
triglycerides and total protein in females at dose levels up to
100 mg/kg/day. Glucose levels were higher in both males and
females at all dose levels.

Oral administration of olaparib to rats for 3 months was
associated with findings in lympho-haemopoietic organs and
small intestine. There were dose-related lower group mean
thymus weights in females at > 25 mg/kg/day and in males at
1000 mg/kg/day.

Treatment-related histopathological findings were present in the
bone marrow (decreased haematopoietic cellularity), lymphoid
organs (lymphoid depletion: thymus, GALT, mesenteric lymph
node), spleen/ liver (increased extramedullary haematopoiesis,
females omnly), spleen (decreased incidence of extramedullary
haemopoiesis, males, only) and/or small intestine (epithelial
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degeneration 1n duodenum, jejunum, ileum, males only) for
malcs at 1000 mg/kg/day and/or females at 50 or 100
mg/kg/day. Regenerative erythropo iesis was seen in the liver,
spleen, and femoral and sternal bone marrow of females at 100 |
me/kg/day, which was considered to be secondary to the
anaemia seen in these animals.
Based on the effects on bodyweight gain, a NOEL was not
determined. However, based on haematology and pathology
findings, the no-adverse-effect dose level NOAEL for this study
was considered to be 25 mg/kg/day for females and 250

myg/kg/day for males.

2229/039: A GLP bioavailability study and maximum tolerated
dose (MTD) followed by a 7-day fixed dose oral (gavage)
administration toxicity study in the Beagle dog was conducted.
MTD phase:

One group of 1M and 1F dogs was dosed with olaparib over 2-5
days at doses of 2.5, 5, 15,30, 50 and 75 mg/kg. The major

\ (indings were:

75 mg/kg/day: adverse signs, weight loss and inappetence.

50 mg/kg/day: slight weight loss and | food consumption.

30 mg/kg/day: slightly | food consumption but no effects on

' body weight.

\ 5 mg/kg/day and above: haematology changes (reduced red
blood cell parameters, white blood cells, reticulocytes,

\ platelets). Bone marrow atrophy was seen for both dogs.

‘ Pixed dose phase:

! One group of 2M and 2F dogs was dosed for 7 days at a dose of

l 50 mg/kg. The adverse findings included weight loss and | food

| consumption in 1 dog, which required this dog to be killed
prematurely on Day 5 Haematology changes, similar to those
seen in the MTD phase, and bone marrow atrophy were scet,
with the greatest severity in the dog killed prematurely. '
A NOAEL was not established.

2229-046: A GLP 7 day oral (gavage) administration study in
{lic Beagle dog followed by a 21 day treatment free recovery
period was conducted. Groups of 1M and 1F dogs were dosed
wilh olaparib at dose levels of 2.5, 5 and 15 mg/kg/day.

"The major findings were:

1.5, 5 and 15 mg/kg: no premature deaths. no adverse effects ou
body weight or food consumption.

Minor haematology changes and small increases in plasma
globulin, ALT and/or AST with no dose response relationship.
All changes were small and, in the absence of any notable
macroscopic and microscopic histopathology findings, were
considered not to be toxicologically significant.

5 or 15 mg/kg/day: mydriasis.

'he NOAEL was 15 mg/kg/day.

9229-038: A GLP 28 day oral (gavage) administration toxicity
stucly in the Beagle dog followed by a 4 week treatment-free
period was conducted. Groups of 3M and 3F dogs were dosed
| with olaparib at dose levels of 0, 2.5, 5 and 15 mg/kg/day

| l’l'he major {indings were: |
= == 3O e e § R
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7.5, 5 and 15 mg/kg: well tolerated.

5 and 15 mg/kg: changes in haematology parameters, including
| inred blood cell parameters, and white blood cell, platelet
and/or reticulocyte counts.

At necropsy, bone marow examination showed reductions in
erythroid and T in myeloid elements, with an 1 in

myeloid: erythroid ratio predominantly at 15 mg/kg/day.

At histopathological exarmination, bone marrow atrophy was
present in 1 male and 1 female dosed at 15 mg/kg/day.

1 in prostate weight, with no histopathological correlate, were
seen in several males dosed at 5 or 15 mg/kg/day at terminal
Kill. All changes showed reversibility following a 28-day
recovery period.

The NOAEL was 5 mg/kg/d.

11001 1: A GLP 26-week oral (gavage) toxicity study in the
Beagle dog was conducted. Groups of 4M and AF were dosed
with olaparib dose levels of 0, 1, 3 and 10 mg/kg/day.

The major findings were:

Males:

10 mg/kg/d: well tolerated.

{laematological changes, including | in red blood cell
parameters, white blood cell, platelet and reticulocyte counts in
animals dosed at 10 mg/kg/day, with slightly | white blood cell
and platelet counts in males at 3 mg/kg/day.

1 pigmentation in the liver, mainly in Kupffer cells.

Females:

10 mg/kg/d: well tolerated.

a small | in myeloid:erythroid ratio and a marginal T in total
erythroid cells in the bone marrow smear was seei.

1 pigmentation in the liver, mainly in Kupffer cells.

The NOAEL was 3 mg/kg/d.

1110007: A GLP gene mutation test in bacteria was conducted
in S. typhimurium (TA1535, TA1537, TA98, TA100) and £.
coli (WP2P, WP2PuvrA) at olaparib concentrations up to

5000 pg/plate in the presence and absence of S9.

The result demonstrated that olaparib was not mutagenic.
T10008: A GLP mammalian cell cyto genetic test was |
conducted in Chinese hamster ovary cells (CHO). Olaparib was
clastogenic at concentrations > 300 pg/ml in activated cells and
concentrations > 5 pg/ml in non-activated cells.

_____________.___-—-—-——-—______H_________-————
775498: A GLP micronucleus test in bone marrow cells of 5M

and 5F CD rats at olaparib doses of 0, 100, 200 or 400 mg/kg/d
for 2 days resulted in induction of micronuclei in bone marrow

cells in rats at all dose levels.

/
Carcinogenicity studies have not been conducted for this i
indication in accordance with ICH 89: Nonclinical Evaluation
for Anticancer Pharmaceuticals. All eligible cancer patients
will have received prior therapy with multiple cycles of
platinum—containing chemotherapy and following relapse would
continue to receive further courses of genotoxic chemotherapy.
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long-term studies N/A
short-term studies N/A
or mid-term studies

additional studies N/A

é) rép;odu_cti;é and developmental toxicity:

effect on fertility and early embryonic
development

1557GR: A GLP oral (gavage) fertility and early embryonic
development study in 22 female AlpkHsdRccHan-WIST rats at
olaparib doses of 0, 0.05, 0.5 or 15 mg/kg/day, from 14day
prior to pairing (with undosed males) and continuing up to Day
6 post-coitum inclusive was conducted.

Major findings were:

15 mg/kg/day: showed slight toxicity including | food
consumption during gestation and | body weight gain from the
first week of dosing that continued throughout gestation for

Imain test animals. Recovery animals dosed with 15 mg/kg/day

also had | weight gain during the dosing period and during the
first 2 weeks of the recovery period, although during the latter
part of the recovery period cumulative body weight gain was
similar to that of recovery control animals. Maternal body
weight gain for the recovery animals dosed with 13
mg/kg/daywas also slightly higher than controls during the
early part of gestation.

1 incidence of females that had extended oestrus.

None of the recovery animals dosed with 15 mg/kg/day had
extended oestrus afier a minimum of 14 days recovery.

There was no effect of olaparib on mating performance or
fertility (ovulation and pregnancy rates) at any dose level.

| embryofetal survival after dosing with 15 mg/kg/day for main
test animals resulted in a slightly | % of live foetuses per litter
(90% versus 96% for controls). There was no effect on
embryofetal survival after dosing with 0.05 or 0.5 mg/kg/day.
After the recovery period, there was no decrement in
embryofetal survival seen for animals previously dosed with
olaparib at 15 mg/kg/day.

There were no significant maternal in-life effects after dosing
with 0.05 or 0.5 mg/kg/day.

The NOEL was 0.5 mg/kg/d.

1558GR: A GLP oral (gavage) fertility and early embryonic
development study in the male AlpkHsdRccHan:WIST rat was
conducted. Olaparib was administered at doses of 0, 5, 15 or
40 mg/kg/day for a minimum of 70 consecutive days prior to
the start of the pairing period and continuing until fertility was
proven.

Major findings were: '
15 or 40 mg/kg/day: | in body weight gain and food
consumption, 1 salivation and 1 incidence of hair loss.
40 mg/kg/day: slightly | red blood cell counts.

The NOEL was 40 mg/kg/day.
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embryotoxicity

development study in 6 pre-mated female AlpkFsdRecHan-
WIST rats. Olaparib was administered at doses of 0, 0.05, 0.1,
0.5, 5, 15 and 40 mg/kg/day on gestation days 6 to 16.

Major [indings were:

5, 15 or 40 mg/kg/day: reduced body weight gain and food
consumption.

| in reticulocyte, white blood cell, neutrophil, monocyte and/or
lymphocyte counts, indicating the bone marrow as a potential
target organ.

Embryofetal toxicity, resulting in no surviving foetuses.

15 or 40 mg/kg/day: | cumulative body weight gain was seen
from Day 9 post-coitum, with reduced food consumption from
Day 6 post-coitum.

5 mg/kg/day: | body weight gain and food consumption.

1556 TR: A GLP oral (gavage) embryofetal development study
in 22 pre-mated female AlpkHsdRccHan-WIST rats was
conducted. Olaparib was administered at 0, 0.05 and 0.5
mg/kg/day on gestation days 6 to 16.

Major findings were:

0.5 mg/kg/day: | body weight gain from Gestation Day 16 and
increased food consumption prior to necropsy (between Day 18
to 21). There were no maternal effects after dosing with 0.05
mg/kg/day.

Early embryofetal survival and weights of the surviving
foetuses were reduced.

Major eye (anophthalmia, microphthalmia) and vertebral/rib
malformations occurred.

There were 1 incidences of several commonly occurring
visceral observations (slightly non-uniform palate rugal pattern;
additional liver lobe(s); left sided umbilical artery; slightly
dilated ureter; kinked ureters).

1 incidence of severely dilated ureters.

1 incidences of several transient skeletal minor abnormalities
and/or variants (affecting cervical, thoracic and caudal vertebra,
sternebrae and hindlimb bones).

Caudal displacement of the thoracolumbar border, indicated by
the presence of 14th extra rib(s) or ossification centre, with
associated shift in pelvic girdle positioning.

0.05 mg/kg/day: no effect on embryofetal survival or weights
noted for the foetuses from females.

In addition, there was a single foetus with bilateral
anophthalmia.

1 incidence of severely dilated ureters.

1 incidence of 14th extra rib(s).

1555RR: A GLP oral (gavage) dose range finding embryoletal 1

p_rénatal and postnatal toxicity

Pre-natal and post-natal development studies have not been
conducted. Olaparib has been shown to be embryolethal and
cause fetal malformation in rats and will be administered to
patients who have received prior therapy with multiple cycles
of platinum agents. Patients will be informed of the risk of
olaparib causing fetal harm and women who are pregnant or

[
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planning a pregnancy should not receive olaparib.

studies in which the drug is administered in
the offspring (juvenile animals) and/or late
effect is assessed

Studies in juvenile animals have not been conducted because
the intended patient population will be adult patients.

6) local tolerance

Local tolerance studies have not been conducted as the oral
route is the clinical route of administration for olaparib.

7) additional toxicity studies:

antigenicity (antibody production)

Antigenicity studies have not been conducted because there was
no evidence of immunological effects of olaparib in repeat dose
toxicity studies or in clinical trials (ICH S8: Immunotoxicity
studies for human pharmaceuticals).

immunotoxicity

Specific immunotoxicity studies have not been conducted
because the design of the general toxicity studies was
considered sufficient to assess the immunotoxic potential of
olaparaib. This is accordance with ICHS8 and ICHS9
guidance.

[mechanistic study

Mechanistic studies have not been conducted, as the principle '
nonclinical findings observed are considered to be related to the
pharmacology of olaparib.

drug dependence

Dependence studies have not been conducted because there was
no conclusive evidence of any adverse effects on the central and
peripheral nervous systems in safety pharmacology and repeat
dose toxicity studies, or in clinical trials. Additionally, whole
body autoradiography studies show that following oral dosing
olaparib is not detected in the brain or spinal cord in rodents.

toxicity of metabolites

No specific studies were conducted with olaparib metabolites,
as all major metabolites of olaparib identified in humans were
present in rats and/or dogs after oral dosing

toxicity of impurities

No specific studies with impurities are included in this MAA.
Specification limits for all named organic impurities in drug
substance have been based on qualification in the toxicology
studies or have been set in accordance with the qualification
threshold defined in ICH guidelines.

All potential genotoxic impurities will be controlled to
acceptable levels for non-mutagenic impurities, in accordance
with ICH S9 Nonclinical Evaluation for Anticancer
Pharmaceuticals. Olaparib is genotoxic and all patients will
have received prior therapy with multiple cycles of platinum-
containing chemotherapy and following relapse would continue
to receive further courses of genotoxic chemotherapy.

other

Phototoxicity potential

Olaparib showed little absorbance within the UV range of 290
to 700 nm, with the peak of absorbance occurring at 276 nm.
The molar extinction coefficient determined at 290 nm was
5926 L.mol-1.cm-1. Further nonclinical studies assessing [




17

phototoxic potential in vitro or in vivo were not conducted

p11296: Myelotoxicity Studies with a Variety of Experimental
Compounds:

To explore potential effects of Olaparib on the bone marrow, ex
vivo studies were conducted using human bone marrow cells
obtained from donors. These studies consisted of a colony
forming unit/granulocyte/monocyte assay (CFU-GM), in which
cells were continuously exposed to Olaparib for 14 days, and a
bone marrow proliferation test, in which cells were
continuously exposed to Olaparib for 3 days. Olaparib had an
[C50 value of 3.9 uM in the CFU-GM assay (from a single
donor) and a mean IC50 of 2.7 pM in the proliferation assay
(n=4, range 1.05 to 4.6 uM). Olaparib was also tested for
myelotoxicity in bone marrow cells obtained from Sprague-
Dawley rats in the CFU-GM assay, in which cells were
continuously exposed to olaparib for 14 days. In this study,
Olaparib had an IC50 value of 0.33 uM.

ASUO117 (0642DM): 14 Day Oral (Gavage) Tolerability and

TK Study in the Mouse:

A repeat dose study was conducted in mice to explore Toxicity
and TK, as part of dose setting work to support possible future
longer duration studies in this species. Oral dosing for up to 14
days at 400 mg/kg/day was not tolerated, with 1 animal killed
prematurely on Day 11 following deterioration in its clinical
condition. Whilst the cause of death for this animal was not
established an association with treatment could not be
discounted. Haematology changes, affecting reticulocytes, red
blood cell parameters and leucocyte counts, were seen at 200 or
400 mg/kg/day. Systemic exposure in this study was markedly
lower on Day 14, compared to Day 1.

5. Conclusions on non-clinical study

Olaparib is a potent inhibitor of human poly (ADP ribose)
polymerase enzymes (PARP-1, PARP-2, and PARP-3), and has
been shown to inhibit the growth of selected tumour cell lines
in vitro and tumour growth in vivo either as a standalone
treatmentor in combination with established chemotherapies.

[n BRCA deficient in vivo models, olaparib given after
platinum treatment resulted in a delay in tumour progression
and an increase in overall survival compared to platinum
treatment alone.

In repeat dose toxicity studies of up to 6 months duration in rats
and dogs, daily oral doses of olaparib were well tolerated. The
major primary target organ for toxicity in both species was the
bone marrow, with associated changes in peripheral
haematology parameters. These findings occurred at exposures
below those seen clinically and were largely reversible within 4
weeks of cessation of dosing. Ex vivo studies using human
bone marrow cells also confirmed that olaparib is cytotoxic to
human bone marrow cells.

Gastrointestinal toxicity has been observed in the
carcinogenicity dose setting repeat-dose toxicity studies
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performed in rats. Olaparib related histopathological findings
were observed within the intestinal tract in male animals
following 1- or 3-month daily oral dosing with the compound
formulated in 0.5% HPMC and 0.1% Tween 80.

Based on its mechanism of action (PARP inhibition), olaparib
could cause foetal harm when administered to a pregnant
womaii, Non-clinical studies in rats have shown that olaparib
causes adverse effects on embryofoetal survival and induces
major foetal malformations at exposures below those expected
il the recommended human dose of 300 mg twice daily.
Therefore, olaparib should not be used during pregnancy and in
women of childbearing potential not using reliable
contraception during therapy and for 1 month after receiving
the last dose of olaparib. Given the pharmacologic property of
the product, olaparib is also contraindicated during breast
feeding and for 1 month after receiving the last dose.

Applicant (Marketing
Authorization Holder)
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Hlepexuajl 3 amunicLKOl MOBY Ha yKPaiHCBKY MOBY

3BIT

HPO HOKIIHIYIG JIOCIHTKCHHS

I. Hazsa siikapcbroro 3acody (3a
HASIBIOCT] - HOMEpP peecTpaliifHoro
HOCBIUCHHS):

Jlinnap3a (Mi>kHapo/Ha HEMaTEeHTOBaHa Ha3Ba — oJjanapho)

1) ruii sikapenkoro 3acofy, 3a SKuM
HpoBojIIacs a00 1IAllYETLCs peecTpaLlis

Jlikapebkuii 3aci6 3a NOBHUM J0Che (ABTOHOMHUM JIOCKE)

') nposeueii JocIipKe s

W Taxk

2. Papmakosiorist:

1) neprunna gapmaxkoauHamika

Jlinmapsa — ue inribirop noni(AA®-pudoza)-nonimepas
(PARP), Brutouno 3 PARP1, PARP2 Tta PARP3.
[Tpotunyxnunua aktusHicTs inribiropa PARP onanapuby
MpOSBJISETHCS YSPE3 NPOLEC, WO HA3UBAETHCS CHHTETHYHOIO
netanbHicTio. Onanapub ivribye ta 61okye PARP y pisinkax
onHoJianuorosoro nowkomkenHst JTHK, nepemkomkaioun
penapauii JHK Ta peruixauii, i CIpUUMHAIOYN YTBOPEHHS
Oinbi cepiio3Hux aBonaHuorosux pospusis JHK (JUIP). ¥
300POBUX KIIITHHAX penapauis Takux JJIP BinbyBaeTbes UiTko
Ta eEeKTHUBHO, TPOTe Y NYXJIMHHUX KJIITUHAX i3 TOPYIIEHHUSIMH
LUTAXY penapadii, Hanpuiiag 3 myTauisima BRCA1 abo
BRCA2, Hakonu4y€eThCsi FEHOMHA HECTaOILHICTD Ta
CIOCTEPIraeThCs CEJICKTHBHE 3HULLIEHHS HYXJIMHHUX KIIITHH
fIOPIBHAHO 3i 310POBUMH KITITHHAMU.

UytnusicTe o iHri0yBanns PARP zanexurs Bin myrauii
BRCA (ta nyxsiuH 3 aediudrom y wnsxy pexombinariii
LLUTAXOM FOMOJIOTiYHOT pernapalii) Ta He 3aJIeKUTb Bill THILY
AYyXJIMHH Ha JOKJIiHIYHUX MOJESIX.

2} gropuita papmakojiaMiKa

8234: 38’ s3yRanHs onanapuby 3 peUernTopamu
nociipxysanocs in vitro st 50 peuerrropis. Ouanapub 1e vas |
BHAYYILIOT AKTHBHOCTI B KOHUeHTpawil 10 MKMOJIb/JI. |

0818SY: Onanapu6 He mMaB 3Hauy1O1 (BU3HAUAETECS K >50 %
iHribyBaHHs) akTHBHOCTI B 220 pajioniranaHux Ta
(hepMEHTHUX aHalli3ax in Vitro NpH JOCHIIKEHHI B
xoHueHTpauil 10 MkMons/i.

Onanapub TakoX BUBUABCS HITIXOM MPOBEICHHS
enekTpodi3ioNoriuHux J0CiiPKeHb 7 THMIB peKOMOIHAHTHUX
MOTEHL AN-3JIENHUX. IOHHMX KaHAJIIB cepL JILOJIMHU: YCi
enekrpodizionoriyHi goc/iIKeHH POBOAMINCS B PEIKMMI
«koHUeHTpauis-epekr». Onanapub OyB HEaKTUBHUM, KOJIN
[noctimpKyBaBcs B kolueHTpauii 31,6 Mkmonb/n.

8157: Onanapu6 He rpoAESMOHCTPYBAB 3HAUYLIOT 6PEKTUBHOCT
y 6 aHaitizax 3B’a3yBaHHs (ocdoaiecTepasu in vitro B
koHueHTpauii 10 MkMoL/.

3Y (papmuaronorist 0e311CKH

[apamerpy 6a30BHX KIHIMHHX A0CTIBKENL (hapMaKOJIOriuiioy

OesneuHoceTl BInosiaaoTs crangapty. Komnamia A3
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HPOBOIANTL CTATHCTUYHNN MEIHYHHN KOHTPOJL 38 AN3aiiami

BIIACHUX JIOCIIJKEH

0242S7: Byno nposeaeHo AOCHiKEHHS y Mexkax HanexxHol
naboparopHol npaktuku (GLP) nns ouiHky BrijvBYy onanapuoy
Ha MOTEHUIaN-3aJIeXKHHII KallieBUM KaHall, 10 KOAYETLCs reliom
cneyudiyHmx Kaniesux kaHanie cepus Jroguad (hERG).
JlocniixKeHHs TIPOBOJMIIOCE in Vilro Ha KIITUHAX SIEYHHUKIB
kuTafcekoro xom’ska (CHO) y nozax 1, 3, 10, 30, 100 Ta

300 mxmonb/n. 3uauenns [Csq (koHueHTpanil
HarlismMaxcumanbHoro inridysatts) hERG cranosusio

226 MKMOJIB/II.

2229/053: KU0059436: Hocnimxenns y mexxax GLP juis

BUBUYCHHS BIUIMBY Ha CEPLEBO-CYANHHY Ta AUXAJIbHY CUCTEMY
cepen cobak nopoAu Oiryib Mix aHecTe3i€l0 MPOBOUMIOCH
ILJIIXOM BHYTpPilHb0BEHHOT (B/B) iHGY3iT npoTsirom 10 xBusinn
y no3ax 0, 1,5, 5, 15 mr/kr 2 camuam ta 2 camulsM. B/B
BBeeHHs oJiarapuby B fgo3ax 1,5 ta 5 Mr/kr He
MPOJASMOHCTPYBAJIO ITOMITHOTO BIJIMBY Ha MOKa3HUKU
KpoB0OOOIry Ta AvxaHHs cobak Mi aHecTe3i€10, MOPiBHIOIOUH 3
KOHTPOJIBHOIO TPYIIOH0, IO OAEp KyBajla HallOBHIOBAY.

Jlo3a 15 MI/KT CIpHYMHSAIA HE3HAUHE MIABUIIEHHS YaCTOTH
cepueBux ckopodeHb (123 ya./xB, MOPIBHIOIOUH 3 BUXIIHUM
pieHem 88 ya./xe, Ta dP/dtmax 5927 MM pT. cT./c yepe3

10 XBHIMH MiCAs BBEUCHHS 103U, NOPIBHIOOUHM 3 BUXIIHHM
piBHem 3925 mMm pr. c1./C), IPOTE BOHO He OYJI0 CTATHCTUUHO
(OCTOBipHKMM, NOPIBHIOIOYH 3 I'PYIIOIO, KA OTPUMYBAJIA
HanoBHioBay, Cnocrepirasiocs ckopodeHts ivrepsainy PR (vac
Biy mouatky 3yous P o niouarky xomruiekcy QRS) uepes 10
XBUJIMH TTic/isl BBEAGHHS BUCOKOT JO3H.

2229/047: byao nposenene nocnimpkeHus GLP anis BuB4enns
BIUIMBY Ha 3arajibHy aKTMBHICTb Ta MOBEIIHKY cepell 6 camLiiB
urypie Jinii Wistar nicsis nepopansHOro BBEIEHHS HYEPE3 301 Y
noszax 0, 20, 115 1250 mr/kr. He cnocrepiranocs 3min
roseAiHku abo ¢isionoril wypis Aas BCix AOCTLKYBAHUX 403,
MOpiBHIOIOYH 3 TBAPUHAMM, SIKi OAEPIKYBaId HANOBHIOBAY.

4) papmakouamivii B3aeMoaii

(BAPMAKOKINCTHKA:

IocnipikernHs GapMakoIMHaMiyHOT B3aEMOJIT MpenapaTy He
GyJii BHeCeHi O LBOro XOAATKY, OCKiIbKM ofjanapub He
NPH3HAYATUMETHCS OJJHOYACHO 3 IHIIMMH NperapaTamMu 3a UM
[OKa3aHHsM.

1) anajiiridni MCTOAMKH Ta 3BITH L1010 1X
pajijaigl

KPV034. KPV052. 319614, KPV029. KPV001, KPV053,
319609, KPV028, KPV058: Metoau ouiHKH KOHLEHTpaLlii
onanapudy B ryasmi KpoBi MyLuei, Wypis Ta cobak Oy
po3pobuieni Ta BanifoBani komrnanieto «Kosatic Jlaboparopis»,
Xaporeiit, Benuka Bputanis (Covance Laboratories, Harrogate,
UK). 3pasku Gysid niaroToBati wiisixom TepaohasHol
ckerpakuii (TOE). KinbkicHui aHani3 BUKOHYBaBCs 32
Jtoromorolo Bucokoedek thBHOT pianBEHOi XpoMartorpadii s
roe/uanHi 3 TangeMHoro Mac-cniekrpockomnieto (BEPX-




MC/MC). 11i metoau Gyny B noaanboMy rnepelaHi Ta
4aCTKOBO pesajlinoBani naboparopieto «Yapnbs Pisepy,
Emnnbypr, lornauais, Benuka bpuranist (Charles River,
Edinburgh, Scotland, UK). B okpemux nocmimkeHHsx
nabopatopis «Hapnsa Pisep» po3pobnsna ta nposoiuia
BaJlifaLlito METOMiB OLIHKM KOHLIEHTpalli# onanapuby B
MiKpO3pa3Kax ria3Mu KpoBi LIypiB i MHLIEH.

2) BCMOKTYBAI1L151

KPMO035, ASU0117; YV camuis Ta camuis muieit ninii Crl:Cl-

1 nicast 0MHOPa30BOro BBECHHS HU3bKHMX /103 oanapuody y
cthopmoBaniid cymiwi 3 IMCO, pozseaenum 10 %
rinpoxcunponinom-p-unknoaekcrpunom (HPBC) y dpocdarno-
OydepHomy conpboBomy pozurHi (PBC) y cniBBigHOWEHH
1:10, BcMOKTYBaHHA Oy10 AyXe IIBUAKHAM (MaKCUMabHi
KOHLEHTpaLil B I1a3mi yepe3 <1 roauHy), a KOHLEHTpaLlis
Oyna roxibHoto it 060x crareif. KonuenTpauis 3spoctana
MEHLI HDK NponopLiifiHo 1o3i i 060x craTel, npote edekr
Gy Gibil BUpaskeHUM st camuis mueit. icyst 14 puis
IIEPOPAIILHONO NPUHOMY, KOHLIEHTpaLlist OyJa CyTTEBO HIKUOIO
17151 BCIX 103 Cepefl CaMU(iB | caMULlb MUILEH, 1110 MOKE
BiOOpa’kaTH MOYATOK KITipeHCy, X04a Lie He aHali3yBanocs B
MOJATLILIOMY.

KKR007, 2229/037. TI1012, 8000589, 526803: ITicnsa

0[HOPA30BOro BBEACHHs HU3BKUX J103 OJanapuody y
cpopmosaniit cymiwi 3 JIMCO, posseaennm 10 % HPBCy
M®BC y cnieigHowenni 1:10, caMLsim Ta cCaMHULSIM LLLypiB
BCMOKTYBaHHs! 6y10 WBHAKAM (MaKCUMalbHi KOHLEHTpauil B
naasmi yepes 1—2 ronuHu), a KOHUEHTpaList OyJia CyTTEBO
BHILIOIO Y CAMMIIb ILYpPiB (IO 5 pa3iB BHILE HiXk KOHICHTpALis Yy
camuiB wypis). Ilicns onHOpa30BOro BBEAEHHS KOHLUEHTpALlis
nigBuuMnacs GibIue HiXK MPONOPUiAHO 1031 y CaMLUB i caMMiLL
ugypis. ITicns woaeHHoro BeefeHHA npoTsirom 1 Ta 6 micauis,
KOHLIEHTpALLis 3araioM 3ajiMiaiacs 6e3 3MiH T3 HU3LKUX 1103,
npoTe 3HWKyBaacst Ha 25-45 % aJist BACOKMX 1103; 8K 1y
BUIALKY MULIEH 11e MOXKE CBIJIHMTH 1IPO HIIYKLIIO KIlipeHey.
'TOKCHKOKIHETHKA Takoy Oyna BCTAHOBJIEHA, KOJIM CaMLsM |
CaMULIAM LLYPiB BBOAWIH BHLI 103U osanapuby y
chopmoBaniit cymiuri 3 0,5 % rigpokcUnpornin
merwiuenonosoto B 0,1 % Teiu-80 y Boxi. Jocsranucs suiwi
KOHLIEHTpALT HiX y neplinil IeHb BBEACHHS 03K, 110
BioOpakae BUILi 3acTocoByBaHi f03K. KonLenTpauis 3pocna
MEHIL HiXK OponopLiiio 103i. 3HIKEHHs] KOHUEHTpaLii Oynun
NOMITHAMY niciisg 28 AHIB Ta 13 TYOKHIB BBEAEHHS HO3M, i Le
0yJ10 0COBIUBO MOMITHO Y camLiB (0aep cyBajIk BHLI JO3H).

KMDO008. 2229/038. TI10011: ¥V camuiB cobak micins
0/IHOPA30BOro MEPOPAILHOTO BBEASHHS BCMOKTYBaHHA 0yI10
IIBUIKUM (MaKCHMaJIbHi KOHLIeHTpauil B ru1azmi yepes 1-2
roguHm). [licns oqHOpa30BOro NepopajLHOro BEEAEHHS Y
camUiB i camub cobak KOHLEHTpaLlist OyJla CX0XKOt0 T4
3pocTaa MPOIOPLIHHO 1031 Mist 1IM3LKUX ‘T2 CEPEIHIX JI03.
KouuenTpauis 3pocrajia MeHIU HiXK MPOMOPLIMHO JUls cepeiix
ra BUCOKHX [103 Y caML(iB cobak, poTe MporopLilHO y camuL,
cobak. Konuenrpauist 6ysia CX0KOI0 Nic/ig OQHOPa3oBoOI'o Ta




3) posiosii

LIOZICHHOrO BBEJACHHS 1IPOTArom 1 i 6 micsLiB.

KJPO19. 8293107, 8305083: Onanapub y aosi sig 0,010 no

40,0 mxr/mn (Big 0,023 1o 92,1 MKMOJIB/IT) IOKA3aB HU3BKE

3B’ sI3yBaHHs 3 OlJIKaMy 11a3Mu B JOCHiIKSHHSX in Vilro.
3B’s3yBaHHA 3 OinkaMu njasmMu 0yno HalHHWKYNM Y cobax
(37,9-47,7 % He3r’s3aHOro npenapary), naii y muitei (28,4—
33,9 % Hesr’s3aHOrO npemnapary), wypis (26,5-31,3 %
HE3B’s13aHOro npemnapary) Ta jioauuu (8,8-29,8 %
HE3B’A3aHOro npernapary). 3B’ 13yBaHHs 3 OlJIkamMy He 3aJiexallo
BiJl KOHLIeHTpauil onanapuby B nyia3mi Muiiei ta mypis. Y
mnasmi cobak Ta J0UHH He3B’ 13aHa (pakuis 3poctaia
MPOMOPLIHHO KOHIeHTpauil onanapuby. Jlocnimxysanocs

3B’ s13yBaHHs onanapuly (sin 0,100 o 40,0 mxr/mi; Bin 0,23 xo
92,1 Mkr/min) i3 cupoBaTkoBHM anebymiHoM JiroauHu (HSA) ta
anbda-1 kucaum rikonporeinom (el AGP), i 6yno
MpOAeMOHCTPOBAHO, 1110 He3B 13aHa dpakuis npenapary Oysa
Hk4voro y mpucytaocti HSA, Hixk ol AGP, nokasyioun, wo
HSA, iiMmoBipHO, 6yB OCHOBHUM 3B’5I13yIOYNM OiJIKOM NasMu in
vivo.

JTocnimkyBaBcs po3nozin ['*C]-onanapuby mix dopmenumu
eJIEMEHTaMK KPOBi Ta NasMoro micus iHKyOauil in vitro 3
Li1bHOIO KPOB’10 MULLIEH, L1ypiB, codak Ta BoJIONTEPiB
4oIoBIYOT cTari. 38°430K i3 dopMeHnmMH ellemelitamp Oys
NOMipHMUM Ha piBHI Bianosiuno 25 i 24 % y kposi muLuei 1a
UypiB; Y LKX BUAIB HE CriocTepiraBcs 3B° 530K 13
konuenTpauieto. Ha nporusary, [*Cl-onanapu6 mas 6inbunii
3B'SI30K 3 (JOPMEHHUMH eJleMeHTaMH KpoBi cobak, i B3aeMolist
3ajexkaia BiJ KOHLEHTpaLlil, 3i 3B’ I3yBaHHAM O1JIbLIOT
KiNBKOCTI npenapaty 3 GOopMEeHHUMH €JleMEHTaMH TPH BULLUX,
HIXK TIpY HIOKUMX KoHUeHTpauiax (34 % mnsa 0,1 mxr/mia ta

44 % pos 10 mxr/mi). [ *Cl-onanapu6 MaB MeHIIMIH 3B° 430K i3
(hopMEHHUMHU eJTeMEHTaMH KPOBI JIOAKHM, i B3aEMOJIS TaK camo
3anexxana Big koHueHtpauii (12 % mwis 0,1 mxr/mi i 30 % nns
10 MKr/mi).

BS001884-14: Ouiniosasiocs 38’ 13yBaHHs 3 Oijkamu in vitro 3
OCHOBHHX LMPKYJIIOIOYHX B KPOBIi JIIOAXHH MeTaboniTiB
onarnapuby, a came AZ14102299 (M12), AZ14102296 (M15)
ra AZ14102567 (M18), y nna3mi kpoBi MULUEH Ta JIOLNHH 3i
CTaHIAPTHUM JianasoHoM konuenrpauii (8in 0,1 no

100 mxmouib/n). He3p’sizana wactka AZ14102299 (M12)
craHoBuna Big 44,0 % s 0,1 mxmonw/n g0 45,0 % nos

100 Mxmosb/i1 y myiueit Ta Bix 6,82 % anst 0,1 mkmons/nt 10
47,1% nns 100 mxmons/n y mionuHu. Hesp’s3aHa yactka
AZ14102296 (M15) craHosuna Bij 60,1% mist 0,1 MxMonb/n
o 57,1% ana 100 mxmons/n y muiueit ta sia 56,8% ans

0,1 Mxmonn/n no 60,3% nas 100 MKMOJTS/TT Y JTIOUHU.
Hesn’a3ana yactka AZ 14102567 (M18) cranopuna Bin 24,6%
nia 0,1 mxmons/n a0 31,5% pyis 100 Mkmone/n y Muiieit Ta Big
11,6% nas 0,1 mxMons/n 1o 23,4% ans 100 MKkMOJIb/J1 Yy
TOIMHH.




1) MeTabosizm

KMRO17, KMROO4: Ilicist oitHOpa3oBoro nepopanbHOro
BBefeHHs [ ‘CJ-onanapu6y urypam, pafioakTHBHa MiTka
LLIMPOKO PO3MOBCIOIKYBAJIACH, X04a, 38 BUHATKOM OpraHiB
LIKT Ta opraHiB BUAUILHOT CUCTEMH, KOHLEHTpALLiT
paaioaKTUBHOIO i30TOMY B 6araTb0X TKAHUHAX OY/IN CXOXKHMU
3 LiJIBHOIO KPOB’10; L€ BiANOBiAa10 HU3BKOMY 00’ eMy
poznoaiiy onanapuby. PagioakTHBHUH i30TOMN HE BU3HAUYARCH
KIJIBKICHO B FOJIOBHOMY ab60 CIIMHHOMY MO3KYy. ByJio BusiBieHo
IIe1110 NPOJIOHTOBaHUH 3B’ 30K i3 MeJlaHiH-BMICHUMH
TkaHHHaMK (YBeaJlbHUH TpakT Ta MirMeHTOBaHa LIKipa), 1poTe
BiH OyB KOpPOTKOTpUBaNUM. Po3mnoain cepen camuiB i camuiib
IypiB OYB CXOXHM, POTE KOHLEHTPALIT B TKAaHUHaX OyJIH
BULIMMH B CaMHLlb, L0 BiATIOBIZano BULIMM KOHUEHTPALISM Y
rasmi.

KMMO016: OniHopazose riepopalibHe BBE/ICHHS ['4C]-
onariapuby caMULAM roJux MULIEH, SIKI € HOCISIMU KJHITUHHOT
ninii HTC-116 xonopekTanbHUX MyXJIMH JIIOJWMHY, CTBOPIOBAIC
pO3IOIINT PafioaKTHBHOTO i30TOMY, CXOXKHUH Ha TaKuil y uiypis.
[Npote, pamioakTUBHUI i30TON OYB HASBHHUI Y NYyXJIKHI B
BHUILIMX KOHLIEHTPALiSX, HiXK y KpOBi Ta noBiue 36epirascs B
MyXJIMHI, HDK Y KPOBI.

KMX039, KMX009. KMXO041: locnimkenHs in vitro cepejt

moneit BusiBH, o ®asza [ merabonizmy onanapuby Oyia
CYP-onocepeaxosaHa, i o CYP3A4 ta 3A5 6ynu ocHOBHUMH
meTaboniuHuMu epMEHTAMH, a TAKOXK, 1110 OCHOBHUMHU
Toukamu Metabosiismy Oysin ninepazyMHoBi Ta GTOPOEH3NIIOBI
UMIJTIYHI CTPYKTYPH.

KMX032, KMNO18, KMX033. ADME 186, ADMI: 426,

BE001071-20, BE000726-40, BEO00726-54: MeraboniyHuii
wsix [*Cl-onanapuGy JociimKyBaBcs B IUIa3Mi Ta BURIIEHHsIX
LypiB i JIIOAWHH, TIPOTE MEHI PETEJIbHO B 3pa3kax cobak, i He
InocimKyBaBscs cepen muiueit. [licns nepopajibHOro BBEAEHHsI
meTabomi3M OYB €KCTEHCUBHUM Y JIFOJMHH Ta LLLypiB.
MertaboitizMy 3a3HaBaIN BCI YACTHMHH MOJICKY/IH, X04a
OCHOBHHMH TOYKaMU MeTaboJiiamy Oy ninepa3suHoBi Ta
bropOeH3UNOBI LKMKIIUHI CTPYKTYpH. MeTaboii3zm nepeBaxxHo
Oye npencTaBiieHUHA OKCHAATHBHUMH npouecamy ®asu |
(OKKCHEHHS/TIAPOKCUIIIOBAHHSL), TMLIE 3 HAA3BUYaHHO
obmexeHoro dazoro 11 (koH’torantis 3 rIFOKYpPOHOBOXO
KHCJIOTOIO Ta Cyb(aTyBaHH:), 1O 0OMexyBasiacs BTOPHHHUM
meTabosizmom metabositie @asu 1. Onanapud OyB ocHOBHUM
UHMPKYJIIOIOMHUM Y I1a3Mi KPOBi JTIOAMHHM KoMrioHeHToM (70 %
panioakTUBHOT MITKH B [71a3Mi), xo4ya 3 merabostiti, M12
(ninepazuu-3-0i1 i3 po3kpuTUM Kinbuem), M15 (4-dbropdenon
(rinpoxcu)verun) ta M 18 (ninepasun-3-oi), KibkicHO
BM3HAYAIMCs Ta JaBaIH 110 9—14 % pasiioakTUBHOT MITKH B
nna3mi kposi. KoskeH i3 HUX Takoxk OyB HasBHHH y na3mi
KpPOBI LIypiB HOJIOBIUOT CTATI B CXOXHX BiXHOMWIEHHAX. Y
1a3Mi KPoBi 11ypiB xKiHoUoT crati 6yiu HasBHi M12 Ta M15,
MpoTe B HEAOCTATHIN KiJIbKOCTI AJIs KUTbKICHOrO BU3HAUYEHHS,




[

o6 BKazyBaTH Ha craresuid AuMopdism metaboltismy y Iypis.
Onanapu6 6yB OCHOBHUM KOMITIOHEHTOM Ipenapary B ceui (10—
19 % n1o3u) Ta kaii aoanHu (<1-14 % no3u). [pore, ockiibku
86 % no303anexHOT peuoBHHM OYI10 BUSIBJICHO Y BUAICHHSIX |
UTHILIE HeBEJIMKA YacTHHA Oylla HE3MIHEHOK CyOCTaHIIEIO
rpenapary, e BKa3yBajo Ha eKCTeHCMBHUH MeTabonizm. Ceua
moauHu Mictuna o 37 metaboltitis, 18 3 SKMX BU3HAYATIUCS
KinbKiCHO, a ka1 MicTuB g0 19 meraboiiris, 6 3 IKUX
BU3Hauanucs kiibkicHo. OcHosHMM MeTabostiToM 060X
matpulp 6ys M15 (sianoeigHo <8 % i <14 % nozu B cedi Ta
kaJii). Yci iHwi MeTabonitu cxnaganu <2 % a03M B ceui Ta

<6 % y kani. Ilicns oaHOpa3oBOro nepopaILHOro
sacrocypaus ['Cl-onanapuby y uypis i cobax HesmiHeHa
cybcraHuUist npenapaty 6ysa HalbGiNbIL BArOMUM KOMIIOHEHTOM
i B xaJti, i B ceui.

5) BuBciCtiis

() hapnmarogineruanl s3aemo)t
(ORI YL

KKRO07. KMRO17, KMR027: ITicist onHOpa3zoBoro

[epopabHOro 3acrocyeanss [ *Cl-onanapuby y camiis i
caMHLIb UIypiB BUBeeHHs Oyio wBuakum (94-96 % nporsirom
48 roauH), i HOBHE BUBEACHHS JOCIIaJlocs MPOTArOM S5 JIHIB.
Kan GyB OCHOBHHM UUISIXOM BUBEJCHHS pallioaKTUBHOI MITKH Y
LypiB 060x cratel, xoua Oifbllia YacTHHA 031 BUBOLMJIACH 3
KaJloMm y camiiiB ulypis. Bianosiano crocrepirascs craresuii
MOp(di3M BUBEUEHHS 3 CEUCIO Y CaMuLb LILYpiB, (WO BN
OibINY YACTHHY PaAIOaKTUBHOT MITKH B JJO31 LIUM LLUILXOM.
[Ticnst oiHOpa30BOro B/B BBEEHHSA ['*C)-onanapu6y o
KaHIOJIbOBAHOI JKOBYHOI MPOTOKK CaMHUiB i caMHULb L1ypis Oyn
NiITBEPPKEHNH cTaTeBUit AMMOPQI3M LIJISIXY BUBEUEHHS Y
camiliB IypiB, AKi BUAINAIN HabaraTo GibIIY YaCTHHY JO3H 3
poButo. [l pe3ynbTaTH y3roIKyBauucs 3i CTaTCBHUM
numopdizmom y Metabostizmi osianapudy y uiypie.

([KMDOOQS: ITicns oAHOpa3oBoOro fepopannLHOro Ta B/B

sacrocyBanHs [ 'Cl-onanapuby y camuis cobak BUBEIEHHS
Gyno wenakum (91 ta 99 % npotarom 48 roxuH nicns
nepopasbHOro Ta B/B BBEJEHHS), | IOBHE BUBEIEHHS
nocsiranocs npotsarom 7 aHiB. OCHOBHA 4aCTHHA NpenapaTy
BMBOJUJIACS 3 KAJIOM

KMX001, ADME-AZS-Wave3-140725: JHocui/pkyBaBcs!
npsimuii norexuian inridysanus CYP mis onanapu6y (8in
0,100 no 100 MxmMONb/) i3 3aCTOCYBAHHSIM HaHEi
(epMeHTATHBHOT akTUBHOCTI. Onanapu6 He JEMOHCTPYBAB
nocrosipHoro BrutkBy Ha CYP 1A2, 2A6, 2B6, 2C8, 2D6 a6o
2E1 Ta cipuunHsB nuiie HezHauHe npurHidenHs CYP 2C9

(22 % g 100 mxmonn/n) i 2C19 (26 % ans 100 mxMons/n).
Onanapub6 (8ig 0,100 no 500 MkMOB/1T) PUTHiYYBaB
CYP3A4/5 (1-rinpokcuitoBaHHs Mifasonamy), a ICsy cxanana
119 mxmouis/n. SIko onanapu6 npusHavaeTbes 2 pasu Ha 100y
1o 300 Mr y TabyieToBaHOMY BUIJIAA], HE MOYKHA BUKJIIOUATH
KJIiHIYHO JJOCTOBiIpHE MpsiMe iHriOyBaHHS ME4iHKOBOro abo
kumkoBoro CYP3A.

KMXO001, ADME-AZS-Wave4- 131106, KMX002,




00008CYP IND HHEP: B ananizax Ha 3anexcHe Bif 4acy
inribyBanus CYP onanapu6 (10 MxMoONb/1) He BIIUBAB Ha
CYP 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6 ta 2E1 i maB auuic
nesHayHui BruuB Ha CYP3A (<20 %). B okpemomy
locslijuxenHi onanapu6 (Big 2 1o 200 MKMoNb/N) NposSIBASEB
cebe sk 3a1ekHUH Bin vacy iHribitop CYP3A-o6ymosneHoro

| -rixpoKCHUIIIOBaHHsI Mifasoiamy, i 6ynu ofepikaHi 3Ha4eHHs!
K | Kipaet 72,2 MxMoie/i ta 0,0675 xB"'. He Mo>kHa BUKIIFOUATH
MOUIHBICTD, 110 oJ1anaprd MOXe COPUYUHATH KIiHIYHO
/I0CTOBIpHE 3aexxHe Bif dacy iHribysaHHs CYP y mauieuris
1pu Npu3Ha4veHHi onanapuby 2 pa3u Ha o6y no 300 mry
TabieTOBAHOMY BUTIIAAL.

KMX002. 00008CYP IND HHEP. BE000778-11: V usox
OKpEMUX JOCIIPKSHHAX BUBYABCS MOTEHLiall CTUMYJIIOI0HYOr0
sriBy Ha CYP ans onanapuby, BUKOPUCTOBYIOUH KYJILTYpH
IeraToUMTIiB IOAUHNU. Y Apyromy, OUIbLl AeTalbHOMY
inocnimreHHi onanapub (six 0,061 no 133 Mrmonb/n)
CIIPUYMHAB HE3HAUHE, 3aJISKHE Bil KOHLIEHTPALI{ ITiABUILEHHS
pisHid CYP1A2 ta MPHK 2B6 (y 2,7 Ta >6,1 pasu, BiAnoBiaHo)
ta Oinpiu sBHe minpuienus MPHK CYP3A4 (>65 pazig). Li
UlaHi NO3BOJIIOTH MPUMYCKATH MOXKNIHBICTE KJIiHIYHO
ocroBipHol crumynauii nevitkosrx CYP ta nuyHkoBo-
kuikosoro CYP3A4. V npucyrHocTi onanapuby
(hepmenTtaTuBHa akTiBHICTE CYP3A4/5 3HwxyBanacs B
KyJIbTYpaX reNaToOLMUTIB AeAKUX OKPEMHX JOHOPIB, [0 MOXKC
BKA3yBaTH Ha 3ajiexcHe Bif yacy iHridysanus CYP y Takiid
RaKpUTIi cucteMmi in vitro.

8305966: Bupuagcs norexuian inribysanHs onanapudbom
i30()epMeHTIB Ne4iHKOBOT MiKpocOManbHOT ypuuuHmdochar-
rmokoypoHiirpanchepasu moauun 1A1 (UGT1AT1) ra
UGT2B7. Onanapub neMOHCTpYBaB 3alCKHC Bi)i KOHUCHTpalii
iuridyBanns UGTI1A]1 (ICsp crnapana 96,7 mxmouin/i). Ormxe,
jakio onanapub npyu3HaYaeThHCA 2 pa3u Ha 106y y 031 1o

300 mr y TabneToBaHOMY BUIJISAI, HE MOXKHA BUKJIIOYATH
KIHIYHO JOCTOBipHE NpsiMe iHribyBaHHS Me4YiHKOBOTro, a00
kuikosoro UGT1A1. Onanapu6 He Mae cyTTeBOroO
[PUTHIYYBaJIBHOTO BIUIMBY Ha akTuBHicTs UGT2B7

KMX006. KMX020, ADME-AZS-Wave3-140714. KMN040.
KMX042. KMNO37. KMNO046, 13ASTRUKP7S2,
I3ASTRUKP7S1: ¥V pocaipikenHsx, 10 3aCTOCOBYIOTE
inituan MDCKII TpancdexroBaHi edmokcHAMU
nepenocHukamu npenapary MDR1 (Pgp), BCRP a6o MRP2,
onanapub 6ys iHri6itropom MDR1 npu Bucokux
koHueHTpaisx onanapudy (1Csp =76,0 MkMoiIb/1), ane Mas
ipiLe MiHIManeHKHE iHriOyBanbHuit Bnue Ha 6inok BCRP (1C5,
> 100 Mkmosib/1t). Osianapub crnipuurHap 0OMexKcHe
inribysanns MRP2 nipu excripecii B KyJIbTypax KIiTHi
MDCKII, npote He mae rpurHidysansHoro edexry na MRP2
[pH MPOBEACHHI aHami3y y Gopmari 3 OinbLl cTifKUMU
MemOpaHaMi Be3uKyi. SIKIo onanapub rpu3HavaeTscs 2 pasu
Ha 100y y no3i no 300 mr y TabneToBaHOMY BHIIAAL, HE MOXKIIA
BHKJIIOUATH KJIiHiYHO A0CTOBipHE iHriOyBaHHs MeYiHKOBOro abho
kuikosoro MDRI1.

JTocnipryBanacs MOXJITHBICTE iHriOyBaHHs onarapubom
reviHKOBOro TpaHenoprepa rpenapary. B izonboBannx




. T ORCHUKOJIONISL:

renaToluTax JoAuHM Ta kiituHax HEK-293,
rpancexrosanux OCT1, onanapu6 nposinas cebe sk
inrioirop OCT1(ICsps 11,9 mxmons/i Ta 37,9 MKMOJIB/1I,
BiAMOBiAHO). BpaxoBytouu BioMi TeXHIYHI TPYAHOLLI, 1O
BMHUKAIOTb MU aHalli3i renaToLuTiB, nepesara HaJla€ThCs
octaHiim naHuM. Y kiitiHax HEK-293, rpancgexroBannx
OATP1B1, onanapu6 riposisisis cebe six iHridirop (cyderpar-
RastescHi 3HaveHHs [Csg 20,3 mkmonb/n i 27,1 mxmosnn/n). ¥
knitunax HEK-293, mo ekcnpecyBanu OATP1B3, onanapu6
HE CIIPUYHMHSAB 3HAYYILOTO iHri0yBaHHs. B i30/boBaHIX
renarounTax JIOJUHY ojanapud CpUYMHAB JMLIE HE3HA4HE
inridysanuss NTCP. Slkuo onanapu6 npusHavaeTecs 2 pa3u ta
1100y y no3i no 300 mMr y TabneToBaHOMY BUIJISAI, HE MOXHA
BUKJIIOUATH KNIHIYHO AOCTOBipHE IHriGYBAHHS MEUiHKOBOrO
OCT1 ta OATP1BI1. [Ipote, pusuk goctoBipHOI B3aemonil
pHacninok iHridysanus OCT1 oOMexxeHui, OCKINbKM nLLe
HEBE/INKA KIIBKICTD Npenaparis, IO 3aCTOCOBYIOTHCS B
KIiHIYHII npakTyui, € cyoerpaTamu ansg OCT1.

bBynu nposeaeHi goCHiPKEHHS, OO BU3HAUUTH, Y MOXKE
onarnapub iHribysaTu peHalbHI TpaHCIIOpTEpH fnpenapary, i3
RacTocyraHHsM MoHowapis kiituh HEK-293, oxpemo
rpaHcdexroradux OCT2, OATI, OAT3, MATE! i MATE2K.
Onanapu6 ne npursiuysas OAT1, npore npuraigysas OCT2
(ICs0 =19,9 mxmons/in), OAT3 (ICso =18,4 mxmonb/i), MATE]
(ICs0 =5,50 mxmons/n) i MATE2K (ICso =47,1 mxmouin/in).
Ski1o onanapub npusHavaeTbes 2 pasd Ha 100y y 1031 10
300 Mr y TabiieToBaHOMY BMTITIAAI, MOYKE CIIOCTEpIraTucs
KiiHiYHO NOCTOBipHe iHribyBaHHS HUpkoBoro OCT2, OAT3,
MATEI Ta MATE2K.

JTocaiKyBanacs MOMUIMBICTE TOrO, 1O oanapud €
cyberpatom ia MDR1, BCRP, MRP2, OATPIBI1, OATPI1B3
i OCT1, BUKOpHCTOBYIOUH pi3HOMaHITHI opMaTu aHaiiziB, U
3aCTOCOBYIOTHCH B AOCHIDKEHHAX iHriGiTopiB. Byno Bussiewo,
110 onanapub e cyberparom auwe mist MDR1.

Ty it PAapreRORHICTHUL JIOCHDKCIIIS

He 3acrocoByerbes

| apamerpy 0a30BHX KNIHIMINAX TOKCHKONONIMHIX JIOCIIDKEHb BiANOBiaaoTh crangapry. KomnaHis A3

HPOBOJNTD C'l'&‘l'!.ﬂ.)'l‘!'l'-Ilil'lﬁ MEIMIHIE KOHTPOJTb 34 AM3aHHAMW BJIACHUX J0C]I I JDKEHb.

BBCJCILs

1) Tokecrunicrs y pasi 0/1HOpa3oBoro

2229-035: bByno nposenene GLP-gociipkeHHs TOKCHYHOCTI
rpy pa3oBoi nepopanbHol 103U Ha mMuwax jdinii Crl:CD-1™
(ICR)BR.

[Tepopanbhe uepe3sonaose BeeAcHHs (HanosHiosa4 JJMCO y
10 % HPCB y ®BC) no3 20, 100, 200 i 300 mr/kr 1 camyio 1a
| camuui y nonependiil Gasi He CIPUUMHIIIO JETAIBHUX
punazkis abo BUHMKHEHHs HebakaHWX O3HaK. Y Ci MHILI
naGupanu Bary npoTiroM aociigkeHHs. ¥ ¢has3i ocHOBHOTO
locaimKerH s BBeeHHs onanapuby B 103i 300 mr/xr 5 camusim
ra 5 camuuam y denb 8 abo 15 1ie cipUyMHUIO BUABCUIHS
MaKpOCKOMIMHUX BiAXWICHD M1)] Hac ayToricii.
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2229-036: Byno nposenene GLP-mocsiJpkeHHS TOKCHUHOCTI
pa3osoi B/B 4o3u Ha Muwwax ninii Crl:CD-1™ (ICR)BR. B/s
BeeenHs (Hanosntosay 10 % JIMCO, 10 % HBCB y ®BC)
onanapuby y nosax 25, 50, 70, 100, 140 i 200 mr/kr 1 camiio
ra 1 camulli y nonepenHiii Gpazi CIpUYMHKUIO TaKi HACTIAKM:
200 mr/xr: obunsi TBapMHM OMEpPAU BiApasy Nicis BBEACHHS.
140 mr/kr: caMelb Ta caMuLs JIeKaIH MOPJOIO IOHU3Y Hepes
2 XBWJIKHM MiCis BBEJEHHS, MPOTe CTaH MOKPAIIUBCS Yepes
15 xBUAWH TiCNIS BBEAEHHS. 100 i 70 mr: nuire camui
U1esKalii MOpAOIO JOHH3Y Hepe3 2 XBUIIMHM MiC/s BBEJEHH,
1poTe CTaH IMOKpaILMBCs Yepe3 15 XBUIIMH Mic/isl BBEACHHS,
DKo MakpockoriuHi 3MiHM He 6YJiM BUABJIEHI Y MOAHOT
TBAPMHU 111 Yac ayToricil

OcHoBHa da3za:

Buyrpimnsosenne BeaeHns 100 i 140 mr/kr 5 camusim ta

5 caMHULAM MiJ Yac A0C/ILKEHb OCHOBHOT (Da3y CrIpUYUHUIIO
TaKi HACJIIAKK:

140 mr/kr: 4 camui Ta 3 camuLi MOMep/H Bifpa3sy Micis
BBECHHS JO3U; TOJIOIKESHHS JIeXKayl MOPJOIO JIOHU3Y Ta
3aJIMUIKA; aTaKCist, 3an/IIOLeHHs ouel, 3ropbneHa nosa ta/abo |
AKTUBHOCTI 3 COHJIUBICTIO.

100 mr/kr: 1 camenp Ta | camuLsl IOMEPTH Yepe3 5 XBUIIMI
Mic/is BBEASHHS 103U, MOJIOKEHH:I JIexKaud MOPAOIO A0HH3Y Ta
3a/IMILIKA; aTAKCisl, 3aTIIOLLEHI oYi, 3ropOsieHa moza Ta/abo |
AKTHBHOCTI 3 COHNMBICTIO. JKOAHI MAKPOCKONIYHI 3MIHHU He
Oyny BUSIBJIEHI Y 2KOHOT TBAPUHM 1TiA1 Yac ayToICit.

2229/033: Bysno nposeere GLP-pocnipreHst TOKCHULIOCT
PA30BOro MEPOPaIbLHOrO BRE/CHLS YepPe3 30/ Ha Ly pax Jiinil
Crl: WI(Glx/BRL/Han) IGSBR. [lepopasitHe yepe33oioBe
peeaenHs (HanosHioBay 10 % JMCO, 10 % HBCB y ®bC)
onanapuGy y noszax 50, 100, 200, 240 i 300 mr/kr 1 camiyo ta
1 camuui y nonepezHiit ¢pazi CipuUMHHIIO Taki HACHIAKY:

300 mr/kr: o6unsi TBapnHU 3HaleHi MepTBUMH B JleHb 2 abo
3. 3aIrumolet] 04i, | aKTUBHOCTI, rinoTepmMis,
rpemop, canisallif, NinoepeKuis Ta CIb030Teya.

50, 100, 200, 240 Mr/kr; g0Ope NepeHOoCUTHCS, He3 JeTaTbHIX
BHIA/IKIB. He 6yn0 BUSBICHO OJHUX MAKPOCKOMIUHUX
3MiH, CIIPUUHMHEHHX JIIKYBaHHM, IiJ 4yac ayTolcii.

[Tepopasibe uepe33oHa0Be BBEACHHS Y 1031 240 Mr/kr
5 caMIsIM Ta 5 cCaMULIAM ITiJ 4ac OCHOBHOT da3u AOCHiIPKeHHs!
U106pe nepeHocunocs 6e3 JieTalbHUX BUIAAKIB.

[2229-044: Byno nposeuetic GLP-10CmipKeH s TOKCHUHOCTI
Pa30BOTO MEPOPaIbHOIO BBE/ISHHS Yepe3 30H/, Ha Lypax Jiii
Crl: WI(Glx/BRL/Han) IGSBR. IlepopansHe uepe3zongose
sBeacHHs (HanoeHiosay 10 % JMCO, 10 % HBCB y ®bC)
onanapuy y nosax 240 i 300 mr/kr 1 camio Ta 1 camuui y
rrorepeztii dpasi CpUYHHKUIIO TaKi HACTIIKK:

300 mr/kr: camuui, skuM Beoaniau 300 mr/kr, 3HaAAcHI
meprsuMu B Jlens 2. caniBallis, cib030Teua, rinorepmis, |
AKTUBHICTDb, 3ropbiieHa ro3a Ta 3anolLeHi oi.
MakpoCKOMiYHE A0CIDKEHHST BUSIBUIO CEPHO3HE 3aTEMHEHHS
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CiX JloJiel JereHb.

Y camuis: j106pe nepeHocuTsCs; HebakaHi 03HaKK Y TBapull
00’ €AHYBaIH MOYEPBOHIHHS KiHLiBOK Y [ens | 1a/abo 2.

240 mr/kr o6uagsi cTari: 100pe repeHocuThCs; HebaXkaHi
03HAKH Y TBapWH 00’ €)[HYBaU NOUESPBOHIHHS KiHLiBOK ¥ [let
1 Ta/abo 2.

OcHoBHa aza:

[Tepopanbhe uepeszoHnoBe BBefeHHs B 1031 240 mr/kr
S camuusm ta 300 Mr/kr 5 camusaM B OCHOBHIH da3i
IOCJTiPKEHHS CTIPUUMHUIIO TaKi HACTH AKU:

300 mr/kr: 1 camug 3Haiuiu mepteum y Jens 1; mij yac
ayrorcii He 610 BUSBJIEHO MOAHUX MaKPOCKONIYHMX 3MIH.
KniHiuHi cumMnToMu cepes caMiiB 06’ eJHYBaIIH calliBaLilo Ta
MOYEPBOHIHHS KiHLIBOK, Aiapero, 3HeOapBIeHHs Kaly Ta
aHOTeHITaJIbHe Ma3aHHsl. Lli o3Haku MuHanu 1o Jus 4.

240 mr/kr: KniniuHi o3HaKy y camuup i3 BBeAcHHAM 240 Mr/ki
00’ cJIHyBaJIU calliBallilo, 3ropbJieHy 1103y, 3HUMKEHH;I
AKTUBHOCTI, MNOTEPMil0, COMIIMBICTL, XPOMOMAKPIOpPEIO,
3a/IMLIKY, 3aIUTIOLLEHI 04i, BOKaJli3aLito, 3a0apBIeHHs MOPIH,
niapero, M’ sikuii Ta 3neOapBIEHHMI KaJl | aHOI€HiTa/IbHe
Ma3aHHA. Y Ci O3HAKM y CaMHLb MUHaNHU 10 JIus 4.

2229-034: Byno nposejiede GLP-goc/iijpkeHHs TOKCHUHOCTI
pasoBux B/B 103 Ha utypax ainii Crl: WI(Glx/BRL/Han) IGSBR.
B/B BBeaenns (Hanoewiosay 10 % JIMCO, 10 % HBCB y ®bLC)
onanapu0y y nosax 25, 50, 70 i 100 mr/kr 1 camiyo Ta | camuii
y ronepesiHii ¢asi Ta 70 Mr/kr 5 camusaM i 5 camuUsM B
ocHOBHIH (a3i. OCHOBHHUMH pe3ynbTaTamMu Oyu:

[Tonepeaus ¢aza:

100 mr/xr: oOuABi TBAPUHU [OMEPIM BiApasy Iic/is BBEAESHH:.

70 Mr/Kr: | akTHBHOCTI criocrepirajocst B 000X TBapHH
npuGan3HO vepes 15 XBUNUH nichst BBEJCHHS, 3 NOKpaLEHIsM
yepes 2 rOJMHU Nicis BRSNS Bincyrai Makpockoltiyii
3MIHW NI yac ayTorncit y TBapuH, ki momepau B Jexb 1 abo
niansrany esraHasii B Jlens 8.

OcHoBHa ¢a3za:

70 mr/kr: j1obpe nepeHocUuThCs, 6€3 NeTaabHUX BUIaKIB.
Kniniuni o3Haky oOMexXyBanycs 3alIfOIEHHIM o4del
rpubIIM3HO Yepes 15 XBuiuH micis BBeaeHHs B Jlens 1, 3
NOKpaLleHHsIM uepe3 2 FOAWHY T1ic/1s BBEJeHHA. Y Ci TBapUHU
HaOMpaiK Bary MpoTsAroM nepiofly CnocTepekeHHs, i Oynu
BiICYTHI MaKpOCKOMIi4Hi 3MiHK Ha ayToncii B [leHs 15.

2) TOKCHMUHICTL y pa3l NOBTOPIIMX BBEAELD

2229/040: Byno nposesiene GLP-nocnipkeHHs 3 7-AeHHUM
repopajbHUM (Uepe330HI0BMM) BBEAEGHHSIM Ha LLypax JIHii
Crl: WI(GLX/BRL/HAN) IGSBR 3 HacTynHum 21-neHHNM
BiIHOBJTIOBAJILHUM MepioioM 6e3 nikyeanns. I'pynam i3

6 caMuiB i 6 camuub LypiB BBOAWIIM osanapub y qo3ax 0, 15,
100 i 200 mr/kr/poby. OcHOBHHUMM pe3yiibTaramu OyJiu:

100 mr/kr/mo6y i Bumie: HebajkaHi 03HaKH Ta 3HUYKSHHA
HaGopy MacH Tisia, B)XUBaHHs DXi Ta/60 moripueHHs

remMaToJIOriYHMX NMOKA3HUKIB (KiIbKICTb €pUTPOLIUTIB Ta
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NISITKOLNTIB, pETUKYIOUMTIB, TPOMOOLUTIB, KOHLEHTpaLlisl
remorno0idy) y ouHiel un 000X cTateil y nepios BBeACHHS
npenapary.

T MienoTIHO-epUTPOIAHOTO CHiBBIAHOILEHHS B KICTKOBOMY
MO3KY.

| KiMBbKOCTI MerakapiouuTie y cenesiHii (BUCOKI J0O3K)
(ouiHIOBANMCS JIMIIIE NEeYiHKa Ta cefle31HKa).

15 mr/kr/no0y: 3HMKeHHs Habopy MacH Tija y caMULb.

Vei ederTy, 1o crnocTepirayes B epiol BBEACHHS
rnpenapary, poAeMOHCTPYBaJIX MOKPALLEHHS 10 KiHus 21-
JIEHHOI'O Nepiofy CIIOCTCPEIKCHHSL.

MakcumalibHa J103a NperapaTy, o He CIPUYKHSE BUIMMHX
nerarusHux edexris (NOEL), ckinagana 15 mr/xr/no0y aist
camiis. MakcuMalibHa 71032 npenapary, 1o He CIIpUiMHIE
uguMux HeratuBHUX edekriB (NOAEL) He BcTaHOBIIOBABCS
17151 CAMHLb.

2229-037: Byno nposejieHe GLP-gociti/UKeHHS TOKCUYHOCTI 3
28-neHHuM nepopanbHUM (Uepe330HI0BUM) BBEACHHAM Ha
urypax jginit Crl: WI(GLX/BRL/HAN) IGSBR 3 nactynuum 28-
[eHHMM BiTHOBMIOBAILHUM nepiogoM 6e3 mikyeanHs. ['pynam 3
10 camuiB i 10 camuib wiypis BBoaunu onanapud y goszax 0, 5,
15 140 mr/kr/noby. OcHOBHMMHM pesynbTatamu Oyiu:

5, 151 40 mr/kr/noby: nobpe nepeHoCHThCSL.

40 mMr/kr/go6y: HesHauHi MUHYIL KJHIYHI 03HaKY, |
crioskuBaHust hXi ta Habopy macu riia (y camuis).

Brivs Ha peTUKyJI0-eNi0TellaibHy CHCTEMY [IPOSIBIISIBC
3MiHAMM B TTOMYJIALIT JICHKOLIMTIB, MOKa3HUKAX ePHUTPOLIUTIB 1a
KJIITUH-TIOTIEPEIHHKIB TeMOII0e3y B KICTKOBOMY MO3KY CaMHLib.
[1ia yac ayrorcii 6ysno BUSBICHO T MacH CeNe3iHKH JIMILE Y
camHLlb T NATOrICTONOrYHI 3HAXIAKH B KiCTKOBOMY MO3KY,
ceflesiHLi, mediHni Ta THMyci ocobuH 000X cTaTei.

3miHu Oyn GibUT SBHHMU Y CAMMULID, IO KOPETIOBAJIO 3
BHILIOIO KOHLEHTPALIIEIO Nperapary B caMmLib, NOPiBHIOIOUH 3
camugMi. Y¢i 3MiHK NPOAEMOHCTPYBaJIH 3BOPOTHICTH NicIs
MPUITMHEHHS JiKyBaHHs. 15 Mr/kr/ao6y: He3Ha4HI 3MIHH B
ocoOuH 060X cTaTeit (| CnoKMBaHHA DKi Yy CaMLLB i
MaToricToA0riuHl 3HaXiOKM B CeJIe3iHIi Ta MeYiHIli CaMUIL(b): HE
BBaskanucs HebakaHuMH edeKTaMH.

Moxazuuk NOAEL citanas 15 mr/kr/no6y.

1858KR: Bysno nposejiede ogHomicsiaHe ropisasuibHe GLP-
TOCIPKEHHS TOKCUYHOCTI Ha (hOHI TTepopabHOrO BBE/CHHS
nesHol cepii npenapary ua wypax jinii AlpkHsdRee
Han:WIST. I'pynam 3 10 camiiis i 10 camuup BBOAWIN
ostanapu® y nozax 0 i 40 Mr/kr/noby. MeToro gociiKeHHs!
Oy/10 BU3HAUYMTH JOMILIKU B HOBil cepil onanapuby (cepis
C436/4), o Bupobmsiacs 3 BAKOPUCTAHHAM HOBOI'O LIIAXY
cunTesy. ¥ nocnimkenti nopiBHioBay 2 cepii onanapuby 3
0/IHOPAa30BUM BBEIEHHsM BHCcOKOT 1031 40 Mr/Kr/no0y.

He 6yso cyTTesux BiiminHOCTe#H B KOHLEHTpaLl abo
pesyJibTaTax TOKCHKOJIONiYHUX aHaJli3iB Mixk 2 cepisiMu
onanapuGy, 110 BBOAMBCS Lyypam y 403i 40 mr/kr/mofy
nporsrom 28 nuis.  Criocrepiranocs 3HKeHHs Habopy macy
Ti/1a Ta CIIOXKMBAHHS DKi, 3MiHM 3 GOKY CUCTEMH KPOBi BKJIIOMIID
3 epUTPOLIMTHU Ta JIEHKOLMTH, TPOMOOUHUTH Ta PETHKYJIOLHUTH,
BHIDKEHHS piBts OiJIka 1171a3MM KPOBI Ta 3HHWKEHHS MacH
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THMYCY.

TI10012: Byno npogejene 26-ruxxnese GLP-nocnimkeHts
[TOKCHYHOCTI MPH NepopasbHOMY (30HAOBOMY) BBEICHHI Ha
ugypax jaiHil Crl: WI(GIx/BRL/Han) IGSBR. Onanapu6
BBoaMBes B 7o3i 0, 5, 15 i 30 mr/kr/no6y camusm (20/rpymny) ra
0, 1, 51 15 mr/kr/noGy camuum (20/rpyny) OCHOBHIMH
pe3ynapTaTaMu Oynu:

Camuyi:

30 mr/xr/poby: nobpe nepeHocHscs.

5, 15130 mr/kr/noby: remaTosoriuti eekTr BKITIOUHO 3i |
OKAa3HUKIB €PUTPOLIUTIB

Camuui:

15 mr/xr/noby: nobpe nepeHocHscs.

| HaGopy macu Tina ta CIOMKHBAHHS TKi.

J TTOKa3HUKIB €PUTPOLMUTIB, | KIILKOCTI TPOMOOLIMTIB Ta |
KiibkocTi HeHTpodiniB y camulb i3 103yBaHHsM 5 Ta/abo
15 mr/kr/uoby. Masku KiCTKOBOIO MO3KY
camMillb NIOKasany T 3pUMX KIITUH MIETOTIHOIO psiiy Ta |
He3pinuX KIITHH epuUTpoiAHOro psfy, 3 T MienoinHo-
EPUTPOIIHOrO CIiBBiAHOLLEHHS.

IMTokasuuk NOAEL cknanae 30 Mr/kr/no6y mis caMmiis i

5 mr/kr/poby Asns camullp.

8000589: Byno nposenene 1-micayne He-GLP nocaimkenns
[TOKCHMYHOCTI NIPH MepopaibHOMY (4epe330HI0BOMY) BBEACHII
cepe/l LLYpPiB 3 METOIO OJepIKaHHs aHUX, 00 BCTAHOBUTH
HaJIeXKHY BUCOKY J103Y AJIst 3aCTOCYBAaHHS B NOJANLLIOMY 3-
MICSUHOMY JTOCJIiJPKEHHI TOKCHUYHOCTI MTPH NepopaibHOMY
BBeJeHHI cepen urypi (526803).

['pymam 3 10 camuis i 10 camuup nypis nidii Wistar Hannover
BBOJWIIM onanapub oAU pas Ha 106y B aozax 0, 100, 250, 500
i 1000 mr/kr/no6y (camusam) abo 0, 25, 50, 100 i

250 mr/kr/no0y (caMuUsiM) NPOTArOM OJHOrO Micsius y 0,5 %
posumni rigpokcunponinmernnuenionosu (I'TIMLL) ta 0,1 %
posuunni Trin 80.

Camili nepeHOCHIM NepopajibHe BBeJCHHS Y 103aX [0

1000 mr/xr/noby, a camuui — m0 250 mr/kr/noby. Camuui, sixi
oTpumyBanu 103y >100 mr/kr/noby, neMoHcTpyBanu | Habopy
MACH TiJla, CIIOAKMBaHHA PKi Ta piBHA n1y>kHOT (ocdarasu
niasmu Ta/abo Tpurniuepunis B ocobuH o6ox crareit ans Beix
103,

["emarosioridHi 3MiHU: | BKIIQYHO 3i 3MiHAMM TOKa3HUKIB
epHTPOLHTIB (KiNIBKICTh €PUTPOLIUTIB, piBeHb reMoraobiny Ta
reMaTOKpHT), KIJIbKOCTi ISHKOLMTIB (1iMOLIUTIB,
Heiirpodinis, MoHOLMTIB, €o3uHODINB, 6a30QiiB),
PETHKYJIOLNTIB Ta/ab0 1 KiNbKOCTI TPOMOOLIUTIB
ClIOCTepiraucs cepell CaMLiB, sIKi OTpUMYBAJH 03y

> 500 mr/kr/moby, Ta cepel caMULb, SIKi OTpUMYBaJIM 103y >
25 mr/kr/noby.

[laToricrosorivgi 3MiHK, NOB’sI3aHi 3 JHKYBaHHSIM,
criocTepiraiucs B KiCTKOBOMY MO3KY, CeJIe3iHLI, TUMYCI,
MeseHTepiaaLHUX J1iMGoBy3Iax i cllilid KMIILi. | HACHYEHOCT
KPOBOTBOPHUMM KJIITHHAMHU B KICTKOBOMY MO3KY Ta aTpodis
HEPBOHO] MyJILITN CENE3iHKH CIIOCTEPIiraaucs B CaMLiB, AKi
oTpuMyBanu 103y 1000 mr/kr/no6y, Ta y caMuLp, AKi
oTpuMyBany o3y > 100 mr/kr/noby. Bucraxxenns nimdoinHoi




13

TKaHMHHU CIOCTEPIranocs B TAMYCI CaMLB, SKi OTpUMYBaJIN
103y > 250 mr/kr/goby, Ta B camuLib, AKi OTPUMYBAIHU 103y >
50 mr/kr/nofy. T CUHYCOBOIO riCTiOLIMTORY B
Me3eHTepiaJibHOMY TiM(QOBY31i caMuiB, SIKi OTPUMYBaNH A03Y >
100 mr/kr/noby, Ta caMuLb, 5iKi OTPUMYBAJIH AO3Y

250 mr/kr/no6Gy. Eposis enitenito (xapakrepusyeTses
CTOHLIEHAM, 6a30(]iIbHUM MOBEPXHEBUM eTliTelliem i3
OKpPEMHMM JIJITHKAMUW HEKPO3y eIiTeliOLMTIB, a TaAKoXK
pereHepaTyBHOIO rinepIuiasicio 3aJ03UCTOro eniTeito Ta
BMIIIAHUMH CJIM30BHMH iHQIIbTpaTaMy 3MILLAHMX 3analbHUX
K/ITMH) cniocTepiranacs B CAIMiH KU JesIKUX CaMLiB Y 1031
> 100 mr/kr/no0y, nporte Gyna BiAcyTHs y camulp, AKi
oTpHUMYBaK Oyab-aKy A03Y.

[lokazunk NOAEL cknana 500 mr/kr/go0y ans camuis i

50 mr/kr/poby ans caMHLIb.

526803: Bysno npoeeaeHo 3-micsune GLP-pocnimkenns
[TOKCMHYHOCTI [PU NMepopanbHOMY (U4epe330HA0BOMY) BBEICHHI
cepe LypiB 111 BU3HAYEHHS 10303aJ1€3KHOT TOKCHYHOCTI.
[pynam 3 10 camuis i 10 camunp mypis ninii Wistar Hannover
BBOMIA oNlanapub oauH pa3 Ha 100y B no3ax 0, 100, 250 i
1000 mr/kr/no6y (camusim) abo 0, 25, 50 i 100 mr/kr/noby
(camuLaM) utoHaiimeniue npotsirom 91 nHa y 0,5 % posuuni
['TIML] ta 0,1 % posuuni Tsin 80.

[lepopannye Beeaentist o 1000 mi/kr/noby camusimu ra

100 mr/kr/po6y camuusmu 106pe nepeHocuiocs, poTe Hadip
MACH TiJla Ta CIIOMMBaHHA ki |B 0coGMH 060X cTaTel i3 ycima
I103YBAHHAMH B NepioA BBEACHHA npernapaty. I emartonorivui
3MiHH, | TTOKa3HHKIB ePUTPOLIMTIB (KiJIbKICTb €pUTPOLIMTIB,
piBeHb reMoryiobiHy Ta reMaToKpHT), KifibKiCTb JeHkouuTin
(1impounTiB, HelTpodiniB, MOHOLMTIB, €03UHOQINIB Ta/abo
Ga30(pisiB), | PETUKYNOLMTIB, CIIOCTEPITATINCS Y CAMLIB, AKI
orpumyBann 103y 1000 mr/kr/no0y, i camMLp, siKi OTpUMYBain
o3y 50 a6o 100 mr/kr/noby. 1 cepeaHnLoro 06’ emy
ePUTPOLIUTIB, CEPENHBOrO BMICTY FeMOIrJIO0iHy B €pUTPOLKTAX,
PO3IOBCIOKEHHS SPUTPOLIUTIB MO 00’ €My Ta KiJIbKOCTI
rpoMOOLMTIB CIIOCTEPIraiucs y caMuLb, AKi OTPUMYBAIH 03y
100 mr/xr/mo6y. BioximiuHi 3MiHH y nnasmu kpoBi 06'eqHyBanu
| piBHIB KpeaTHHIHY, XONeCTepHHY Ta 3arajabHOro 6inka y
caMmlliB, ki oTpuMyBasii 103y 250 Ta/abo 1000 Mr/kr/o6y, ra
FPUITLLEPUAIB i 3arajibHOro OlIKa Yy CaMULb, SKi OTPUMYBaAIM
o3y 1o 100 mMr/kr/no6y. Pisni rnioko3u 6ynu BULMMH 1y
caMLiiB, i y caMHLb i3 yciMa 103aMU.

[lepopalibHe BBeAeHHs onanapuby Iiypam OpoTaAroM 3 Micsiuis
[10B'A3yBAJIOCH i3 3HAXiAKAMHU B J1IM(O-reMONOeTHUHHX
opraHax i TOHKOMY KHIIeuHUKY. CriocTepiranocs 10303alexHe
MEHILIEHHS CepeHbOT MacH THMYCY B IpYIli cepes camMLp i3
103010 > 25 mr/kr/noby Ta camuis i3 gozoto 1000 mr/kr/noby.
[NicTonaTonoriubi 3HaxiJiky, Noe’13aHi 3 JiKyBaHHsIM, Oyu
HAABHI B KICTKOBOMY MO3KY (3HM)KEHA HACHUCHICTh
KPOBOTBOPHHUMH KJIITHHAMH), 1iMDOIAHHUX OpraHax
(BucHaXkeHHs fAimMdoiaHol TkaHuHU: TUumyc, GALT,
MeseHTepiasibhi iMbaTHuHI By3/11), cenesiHui/neviHui
(niBUIEHHS eKCTPAMELYJISIPHOrO reMoToesy, JIMIIE Y

CamHLb), ceNe3iHU (3HHKEHHST HaCTOTH eKCTpaMeayJIapHOro
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reMornoesy, JIMIe y camiliB) Ta/abo TOHKOMY KHILEUHUKY
(erenepaltist eniTenilo B ABaHAALSITUMNATIH, TOPOXKHIH,
iTyOOBiH KMLLIL|, IWlue y caMLiB) AJIS CaMLB, SIKi OTpUMYBAIN
nosy 1000 mr/kr/noby, Ta/abo caMulp, 5SKi OTPUMYBAIH 103y
50 a6o 100 mr/kr/no0y. PerenepaTuBHuii epuTpormnoes
crocrepirascs B NeYiHI, ceJie3iHLi Ta KICTKOBOMY MO3KY B
CTErHOBIH KICTL Ta rpyAHUHI cepel caMuULb, SIKi OTPHMYBAJIU
no3y 100 mr/kr/no6y, i BBaxkaBcs BTOPUHHUM BHACIiAOK
aHemil, 110 crocTepirajiacs B LMX TBapHH.

Ha ocHoBi BruiMBY Habopy Macu Tina mokasHuk NOEL He
su3Havuascs. [IpoTe, Ha OCHOBI JaHMX reMaTOJIOrYHUX aHalli3iB
ra MaTOJIOFICTONIOTIYHUX 3HAXIOK, 03010 Mpenapary, 1o e
cripuunisie Hebakanux seuly (NOAEL), ans uporo
IOCIAYKEHHST BBaYKATACS 11034 25 MI/Kr/poby Juist caMuLb |
250 mr/kr/noby ansa camuis,

2229/039: Byno nporeseno GLP-gocnimkenns 6iogoctyniocti
Ta MakcUMaslbHOT nepenocumol no3u (MILJ1) 3 HacTynHuMm 7-
/ICHHUM JOCTIPKEHHSIM TOKCHYHOCTI MPH NEpOPaAIbHOMY
(uepe330HAOBOMY) BBEeIEeHHI (hikcoBaHOT 103U Ha cobakax
nopoan 6irb.

Daza MITI:

Opuid rpyni 3 1 camus i 1 camuui cobak BBoaum onanapud
nporiarom 2—5 AHiB y gosax 2,5, 5, 15, 30, 50 1 75 mr/kr.
OCHOBHMMH pe3ysbTaTaMu OyJIu:

75 Mr/kr/no0y: HebaxcaHi O3HaKK, BTpaTa MacH Tifjla Ta BTpara
aneTuTy. 50 mr/kr/no0y: He3HaYHa BTpaTa MacH Ta |
CTIOKHBAHHS DKI. 30 mr/xr/mo0y: HezHauHe |
CIIOMKMBAHHS TKi, NpOTe BiACYTHIH BIMB Ha Macy Tija.

S Mr/kr/noby Ta Buile: reMaTooriYHi 3MiHK (3HWIKEHHS
MOKA3HUKIB EPUTPOLHTIB, JICHKOIMTIB, PETUKYJIOLMTIB,
rpoMOoLMTIB). ATpodist KICTKOBOIO MO3KY CHOCTEpITraiacs b
0box codax.

(haza dikcoBaHol A03H:

B oaniii rpyni 3 2 camuiB i 2 caMuLb penapar BBOAWIN 7 J(HIB
y no3i 50 mr/kr. HebaxkaHi siBuia 06’ €qHyBaIM BTPaTy MacH
Tina Ta | criokuBaHHS ki y 1 cobaky, [0 BUMaralo
fepe4acHoro nNpoBeAeHHs esTaHasii y uboro cobaku B JIeHn 5.
Cnocrepiraiics reMaTonaoriuti 3MiHM, CX0XKi Ha Taki mij uac
azu MIT]JI, Ta atpodis KicTkoBOro Mo3Ky, 3 HalHOIBLIO0
ILKKICTIO Y cODakH, SKOMy MepeJuacHo NpOoBeJd esranasilo.
[MTokaznuk NOAEL He Bu3HauaBcs.

2229-046: Byno npoeeaeHe GLP-mociiykeHHS TOKCHUHOCTI 3
7-NeHHUM NepopabHUM (4epe330HA0OBUM) BBEACHHAM Ha
cobakax nopoiu Oiryib 3 HaCTYNMHUM 2 1-AeHHUM
BIOHOBJIIOBANILHUM Nepiogom 6e3 stikyBanHs. I'pynam 3 1 camits
i 1 camuui cobak oM onariapub y nosax 2,5, 5 i

15 mr/kr/noby.

OcHOBHUMM pe3ysibTaTaMu Oyu:

2,5, 51 15 mr/kr: BigcyTHi nepeguacHi ieTajibHi BUNAAKH.
BincyrHi HeGaxkaHi BIUIMBY Ha Macy Tijla b0 CrOXKMBaHHs DK,
Hesznauni remaronoriyii 3MiHH Ta HEBETMKE 3pOCTaHHA PIBHIB
rno0yniny miasmu kposi, AJIT ra/abo ACT 6e3
10303an1exHoro edekry. Yci 3MiHd OyIM He3HAUHUMU T4, 3a




BIACYTHOCTi OyIb-SKHX CYTTEBMX MaKPOCKOIIYHHUX i
MIKPOCKOI1iMHUX MAaTOriCTONON YHHUX 3HAXINOK, BBAXKAIIMCS
TOKCHKOJIOTiYUHO HEe3HAUYILIUMHU. 5 abo

15 mr/xr/noby: miapias.

[Tokasznuk NOAEL cranoBus 15 mr/kr/no0y.

2229-038: Byno nposeyeHe GLP-jociipker s Tokcnunocti 3
28-IeHHMM IepopanbHUM (Uepe330HA0BUM) BBEJIEHHIM Ha
coGakax mopoau Oirsb i3 HACTYIHUM 4-THXKHEBUM IepioaoM
0e3 jmikyBaHHsa. ['pynam 3 3 camiliB i 3 camuib cobak BBOAMIIH
onanapu6 y nosax 0, 2,5, 5 i 15 mr/kr/no6y.

OCHOBHHUMM pe3ysibTaTamu Gynu:

2,5, 51 15 mr/kr: nobpe nepeHOCHTBCA.

5115 Mr/kr: 3MiHH reMaToJIoTiYHHX MOKa3HHKIB, BKJIIOUHO 3 |
MOKA3HHMKIB €PUTPOLMUTIB | KiIbKOCTI TEHKOLUTIB, TpoMOOLIMTIB
Ta/abo PEeTHKY/IOLUMTIB.

JlociaKeHHs KiCTKOBOrO MO3KY Micisl ayToncii mokazano
SHIDKEHHS KiJIbKOCTI €JIEeMEHTIB epuTpoinHOro psagy ta |
KIJIBKOCTI €7IEeMEHTIB MieIoiAHOrO psity 3 T MienoifiHO-
epUTPOIAHOTO CMiBBiJHOWIEHHS FOJIOBHUM YHHOM MPH
no3yBaHHi 15 Mr/kr/poby.

[Tij yac MaTOricTOMOriYHOrO HOCIHi/HKEHHs arpodis KicTKOBOI'O
MO3KY BUsIBsIsacs B 1 camus ta 1 camuLi, siki OTPUMYBaIIU
no3y 15 mr/kr/noby.

1 Macu npocTtaTy 0e3 raToricToNIOri4HOT Kopeaauil
CrIocTepiragocs B KiJIbKOX CaMLiB, SKi OTpUMYBaJIM 403y 5 abo
15 mr/xkr/noby, i mignsraiy eBTaHasii y KiHUeBid dasi
nocniykeHns. Vi 3MiHd 6yan 060pOTHUMM Mmicist 28-1eHHOTO
nepiony BiAHOB/ICGHHS.

[Tokasunk NOAEL cknaaas 5 mr/kr/no0y.

TII0011: Byno npoeeaeHe 26-txHeBe GLP-nocnimkeHHs
TOKCUYHOCTI 3 N1€POpaIbHUM (4epe330HA0BUM) BBEAEHHAM HA
cobakax nopoau 6irne. I'pynam 3 4 camuis i 4 caMuUb BBOMIH
onanapub y nosax 0, 1, 3 i 10 mr/kr/noby.

OCHOBHUMH pe3yJibTaTaMu Oynu:

Camui:

10 mr/kr/noby: nobpe nepeHocuBcsl.

"emMaTonOriuHi 3MiHH, BKJIOUHO 3 | MOKA3HUKIB SPUTPOLIMTIE,
KiIbKOCT! AEMKOLKUTIR, TPOMOOLIUTIB | PETUKYJIOUUTIB Y
TBapHH, ki oTpuMyBanu 103y 10 mr/kr/noby, i3 He3Ha4YHUM |
KiJIBKOCTi JIEMKOLMTIB | TPOMOOLMTIB y caMLiB, ki
OTpuUMyBanu 103y 3 Mr/kr/noby. 1
nirMeHTawii nevinky, ronoBHUM 4yiHOM KiaiTuH Kyndepa.
Camuui:

10 mr/kr/uoby: nobpe nepeHocHscs,

CIOCTEPIraocs HeBeJMKe | MieNoinHO-€pUTPOIAHOTO
CHiBBiHOIIEHHS Ta MEXOBE T 3arajipHOl KiNIBKOCTI KJIITHH
EpUTPOINHOrO pALY B Ma3Ky KiCTKOBOIO MO3KY. 1
nirmeHTauii ie4yiHky, roJIoBHUM YiHOM KititdH Kyndepa.
Mokasunk NOAEL cinanas 3 mr/kr/nofy.

3) reHOTOKCHUIICT D,
1 Vitro

T10007: Bys nposeaeuuit GLP-aHai3 reHHrx MyralLii Ha
Gakrepisx S. Typhimurium (TA1535, TA1537, TA98, TA100)
ra E. coli (WP2P, WP2PuvrA) 3 korueHrpallistmu oyiariapuOy
h1o 5000 mxr/uawiky 3a ripucyriocti Ta Bigcyruoceri S9.
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PesysbTar nokasas, 110 o1anapub He € MyTareHHUM.

ITII0008: Bys npoeeaennit GLP-unToreHeTnuHMit TECT HA
KJIITUHAX seyHMKa kutalicbkoro xom’ska (CHO). Onanapu6
OYB KJIACTONCHHHUM Y KOHLeHTpauisix > 300 Mxr/mi B
AKTMBOBAHMX KJIITUHAX Ta > 5 MKI/MJT y HEAKTHBOBAHUX
KJ1iTHHAX.

Inn vivo (BKIIOUAIOUM JIOJIATKOBY OLIIHKY 3
TOKCHKOKIHCTHKH)

775498: GLP-mikposigepHUii TeCT Ha KJIITHHAX KiCTKOBOIO
MO3Ky 5 caMLiB i 5 camuup wyypiB niHiT CD i3 mo3yBaHHsM
onanapu6y 0, 100, 200 a6o 400 mr/kr/noby npotsirom 2 auis
BHSIBUB CTUMYJTIOBaH1Is MIKPOSAEp Y KIITUHAX KICTKOBOIO
MO3BKY LILYPIB 3 YCiMa peXKUMaMHU 103YBaHHS.

4 RATICPOICITICT:

JlociiKeHHs KaHLePOreHHOCT] He MPOBOMIMCS JUIsl LLOI'0
roxasanus BignosizgHo 1o [CH S9: JokiHiuHa ouinKa
MPOTHITYXJIMHHUX dapMaLleBTHUHUX NpenapaTiB. Yci npuaariti
OHKO/OrYHI NaLi€HTH OTPUMYBATHMYTh MOIIEPEIHIO TEPAriilo 3
MPOXOLKeHHAM OaraTboX LUKIIIB XiMioTeparii penaparamMmn
TUIaTHHM Ta MiCJSA PeLNBY MO 6 NPOAOBKYBATH
OIePIKYBATH MOJANBIUII KYPCH FeHOTOKCHYHOT XiMioTepartil.

J{OB1OCTPOKOBL JIOCIOKCHITSI

He 3acTocoByeThea

KOPOTKOCTPOKOBI MOCIHJPKCHHS
ad0 JIOCIIJPKEHHSI CePEIHLOT TPUBAIIOCTI

He 3aCTOCOBYETLC

JIOJIATKOBI JOCIIJUKEHHS

He 3acTocoByeThCS

5) pCUpOJYKTHBHA TOKCUUHICTD Ta

FOKCHUNN BILUIMB Ha PO3BHTOK 1HOTOMCTBA!
BIUIMB (14 (PCPYHifLHicTs | padinii
CMOPIORANLIIA PO3BUTOK

BIJIMBY Ha QepTUIbHICTD Ta paHHii eMOpioHaIILHUI PO3BHTOK
nepopanbHOro (Uepe33oHI0BOro) BBEAGHHA Npenapary

22 camunam mypis ninii AlpkHsdRccHan-WIST i3 BBeeHHsim
lonanapuby B go3ax 0, 0,05, 0,5 abo 15 mr/kr/noby 3 14 aus 1o
cniapioBalHs (3 caMUMH, SKi He OTpUMYBAaJIH NIpernapar) i
BIJIIOUHO 10 JIHs 6 miciis cnaproBaHHSL.

OCHOBHUMH pe3yJibTaTaMy Oymu:

15 Mr/kr/no6y: NpoAeMOHCTPOBAHO HE3HAUHY TOKCHYHICTb,
BKJIIOUHO 3 | CNOMCMBAHHS DKi Nij vac BariTHOCTI Ta | Habopy
MACH TiNa 3 MePLIOro THKHS BBEACHHS Mpenapary, 1o
[POJIOBIKYBaJIOCS MIPOTArOM BariTHOCTI Y TBAPHH OCHOBHOI
rpynu. TBapyHU 3 rpynu BiTHOBICHHS, SIKi OTPUMYBaIN

15 mr/kr/noby Takok AeMOHCTpyBanu | Habopy MacH Tijna B
1epio BBEACHHS penapaty Ta MPOTSIroM Nepuinx 2 THKIIB
rnepiojly BiJAHOBJIEHHS, X0Ua IPOTAIOM OCTAHHLOT YACTUHH
repiojly BIAHOBJIEHHS CyMapHuii Habip Macu Tijla MaB CX0xKi
3HaueHs 3 HAOOPOM y TBapHH 3 KOHTPOJILHOI IPyNu
BijHossieHHs. Habip macu Tina matip’to y TBapHH i3 rpynu
BiZHOBJIEHIIS, IKUM BBOAMIAcA 1034 15 mr/kr/mo0y, Takox Oyi
Jero BULUIMM aHbK Y KOHTPOJNBHIN TpyIi, Y paHHEOMY Nepioai
BACITHOCTI.

1 KiIbKOCTI CAMHIIb 13 IONOBXKEHHUM MEePioJA0M CTATEBOI OXOTH.
DKojiHa 3 TBapUH Yy rpyni BiAHOBACGHHS, SKHM BBOAWIACS 103d

15 mr/xr/no6y, He Maia NOIOBKEHOTO NepioAy CTaTeBol 0XOTH
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rpuHaiMHi yepe3 14 nHIiB BiiHOBJIEHHSI.

He crocrepiranocs Bunuy onanapuby Ha nepebir criaproBaitis
260 pepruabHicTs (pisiii OBYSILIT TA BAriTHOCTI) AJist 6Y11-
SKHX J103. | embpioderaiibHol BroKUBaHOCTI 1TiCIIs!
BBEICHHS 103K 15 mMI/k1/no0y TBapuHAaM 3 OCHOBHOI I'pyIH
CIIPHUMHUIIO He3Ha4yHe | %o »KUBKMX MokiB y npunioai (90 %
npotH 96 % aas koHTposibHOI rpynH). He crioctepiranocs
BIJTUBY Ha eMOpiodeTanbHy BUXKUBAHICTD ITiC/sl BBEACHHS 1031
0,05 a6o 0,5 mr/kr/mo0y. [Tichs nepiony BigHOBNECHHs He OyJi0
criafaHHs eMOpiodeTanbHOT BHXKHBAHOCTI Y TBAPHH, SIKUM
paHilue BBoAuBCs onanapud y nosi 15 mMr/kr/moby.

He cniocTepiranocs 10CTOBIpHUX NPHIKMTTEBUX BIUIMBIB Ha
opranizmM martepi micis BeeaeHus nosu 0,05 a6o 0,5 mr/kr/nody.
[Toxaznuk NOAEL cranosus 0,5 mr/kr/goby.

1558GR: Byno nposenexe GLP-nocnimpkenHs 11 BUBYCHH:!
BIUIMBY Ha ()epTHIIBHICTh Ta paHHiH eMOpioHaNbHUHA pO3BUTOK
nepopajsbHOro (Uepe330HA0BOro) BBEACHHs IIpenapary cepesl
camuiB wypis "iHil AlpklHsdRccHan: WIST. Onanaput
BBOAUBCS B j03ax 0, 5, 15 a6o 40 mr/kr/noby monakmMeniic
ripotsirom 70 AHIB NOCTisL 10 f10HATKY 1epiojy CriapioBaliis ia
/10 MOMEHTY MiATBEPKEHHS PEepPTHUIBLHOCTI.

OCHOBHMMU pe3y/bTaTamu Oysu:

15 abo 40 mr/kr/noby: | Habopy mMacH Tisia i cno>KuBaHHs DK,
1 caniBauii Ta T 4aCTOTH BUMAJIHHS LLEPCTI.

40 mr/kr/noby: He3Ha4He | KiJIbKOCTI epUTPOLIUTIB.

[Nokaznuk NOAEL cknanas 40 mr/kr/no0y.

eMOpIOTOKCUHHICTD

1555RR: GLP-gocnimkeHHs 4J11 BUBYEHHS BIUTMBY Aialla3oHy
103 npy nepopaibHOMY (Uepe330HA0BOMY) BBEACHHI Ha
eMOpiodeTanbHuit pO3BUTOK Y 6 CaMHLIb LLYPiB JiHIT
AlpkHsdRccHan-WIST micns cniaprosantsi. Onanapu6
seoauBcs B go3ax 0, 0,05, 0,1, 0,5, 5, 15 i 40 mr/kr/noby 3 6 no
16 neHb BariTHOCTI.

OcHOBHUMHU pe3yJsibTaTaMu OyIu:

5, 15 a6o 40 mr/kr/noby: 3HumxxeHHs Habopy mMacy Tina A
CTIOYKUBAHHS TKi.

| KIMBKOCTi peTUKYNOLMTIB, JeHKOUUTIB, HeliTpodinis,
MOHOLIMTIB Ta/ab0 niM¢oLuTiB, [0 BKa3ye Ha KICTKOBUH MO30K
SIK TOTCHUIHHNUN OpraH-MillleHb.

Em6pioderanbHa TOKCHYHICTB, 10 CIPUUMHIIIA 3arubenb BCiX
TIOLIB. 15 abo 40 mr/kr/noby: | cymapnoro nabopy macu
rina cniocrepiranocs 3 JIHs 9 nicns crapioBaHHS 3i 3HWKEHHIM
croykuBaHHs Dii 3 JIHa 6 micas cnaproBaHHs.

5 mr/kr/poby: | Habopy mMacu Tijla Ta CIIOXKHMBAHHS DKi.

1556TR: Byno nposeaene GLP-nocnimrxenss fist BUBYEHHA
BIJIMBY NIEpOPaJILHOTO (UEPE330HI0BOr0) BBEACHHS Npenapary
Ha eMOpiodeTanLHUK pO3BUTOK Y 22 caMuLb ILypiB JiHIT
AlpkHsdRccHan-WIST nicns crniaprosanusi. Onarapu6
gBOZMBCA B 103ax 0, 0,05 Ta 0,5 mr/kr/noby 3 6 mo 16 nexsb
BariTHOCTI.

OCHOBHUMHU pe3ysibTaraMu Oynu:




18

0,5 mr/kr/noby: | Habopy Macu Tina 3 JIHs 16 BariTHOCTI Ta
IIJBMLLEHHS CrIOXKMBaHHs DKi nepen ayromncieto (Mik JHsimu
18 Ta 21). He cnoctepirajiocs BIJIMBIB HA OpraHiam marepi
riicsist BBeneHHs po3n 0,05 mr/kr/no0by.

Crioctepiranocs 3HWXKeHHS paHHBOT eMOpiodeTansHol
BHIKHMBAHOCTI Ta MACH Tijla MIOMAIB, IO BHXKHIIH,
CriocTepiranics cepiio3Hi Baan po3BUTKY oUelt (aHodTansmisl,
Mikpodranbmis) Ta xpebra/pebep.

Crioctepirajnoes T 4acTOTH KifIbKOX HaHIOMIMpeHIILMX
3HAXINOK 3 BOKY BHYTPILLHIX Oprauis (Ieio HeoqHOPIHA
CKJIQ/IHACTICTb BEPXHBLOIO 1Ti/(HeOiHIIs1; J1oaTKOBA JOJIs((-1)
[eviiKy; J1iBoOIuHe po3rallyBalis NyIKoBOl aprepil;, Jelo
PO3LLMPEHUI CeUOBIM; NEPEeKPYUEHi CEUOBOAN).

1 4aCTOTH CHJILHOTO PO3LIMPEHHS CEYOBOJIB.

1 4aCTOTH AEKUIBKOX TPAH3UTOPHHUX HE3HAYHUX aHOMaNiH
ra/abo BapiaHTIB pO3BUTKY CKeJieTa (3 YPaKeHHSIM HIHHHHX,
rpyIaHHX 260 XBOCTOBUX XPebLIiB, KICTOK CErMEHTIB FPYAMHH 1
3a/IHIX KIHLIBOK).

KaynanbHe 3milieHHs TopakonoMbanbHOT Mexi, 110
MpOsiBIIAETHCS HASBHICTIO AoAaTkoBoro 14 pebpa (pedep) abo
TOUOK OKOCTEHIHHS 3 acOLiOBaHUM 3CYBOM MO3ULIT OsICY
3a/IHIX KiHLIBOK. 0,05 mr/xr/noby:
BIACYTHIi BIUIMB Ha eMOpiodeTanbHy BH)KUBAHICTb abo macy
TiNa MIoAiB.

Kpim Toro, y oaHoro mnjopa cnocrepirasiacs [(BobiqHa
aHobTaNBMIs.

1 4ACTOTH CUJBLHOIO PO3LUIMPEHHS CEYOBO/ILIB.

1 vacroru nosiBu 14 noparkosoro pebpa (pedep).

apcliaralnbia [ HocrnarajibHa TOKCHYHICTE

J10C/11 ke H S TIPEHATaIIbHOTO Ta MOCTHATAJIBHOTO PO3BUTKY 1IC
nposoguiucs., Osanapud MpoaeMOHCTPYBaB
eMOpiosieTallbHICTh Ta CIPUYMHSB BUHUKHEHHS BaJ, PO3BHTKY
102 Y ULypiB, i NpU3HAYATUMETHCSA MAaLli€HTaM, SIKi paHille
[POXOJIH/IH MOBTOPHI LIMKJIM Tepartii rpernapaTamMmy IIaTHHU.
[lalieHTiB iIHPOPMYBATHMYTE PO PU3MK oJariapudy s
M0/1a, a BariTHi >KiHKY ab0 XKiHKH, SKI UTaHYIOTh BariTHICTD,
HE MalOTh JIIKYBaTHCs ostarnapruOoM.

VLOCIIDKCIIHSL, 1IPU SIKMX Npenapar
YBOJHTHCS TIOTOMCTBY (HECTaTeBO3PLITHM
rgapuiiam) Ta/abo OUIHIOETbCA BiAanena
IList

JlociipKeH s Ha HECTaTeBO3PIJIMX TBAPHHAX HE TPOBOAMIIUCS,
OCKINTbKU LIJIbOBOIO MOMYJISILIE0 NAliEHTIB Oy yTh NaLlieHTH
J10pOCIIOro BiKYy.

() MiclICBA HICPCIOCUMICTD

Jlocnijprens MiclieBOT NepeHOCUMOCTI He IIPOBOUMIMCSL,
OCKIJILKY flepopaibHe 3aCTOCYBaHHS € KIIHIYHUM IIAX0M
BBE/IetHs onanapuoy.

1) MOJATKOBI JI0CH ) DKEITHS TOKCHYHOCTI!

arrrvrelinicrs (yrzopeHHs aHTHTI)

JloC/1i [IDKEHHS aHTUIeHHUX BIaCTUBOCTEH HE IIPOBOAMIIHCS,
OCKIIbKH He 6YJI0 0fiep>KaHO IaHKX 00 iIMYHOJIONYHUX
eexrin onanapudy B JHOCHIIPKEHHAX TOKCUYHOCTI NOBTOPHHUX
103 a60 B kniHiuHUX nociimpkenssx (ICH S8: BurueHHs
IMYHOTOKCHYHOCTI TIKapChKHX 3ac00iB U1st IFOAMHH).
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LLinboBi AOCIIIPKEHHSI IMYHOTOKCHYHOCTI HE IPOBOAMIUCS,
OCKISIbKH BBAXCAJIOCS, 1110 MJIAHY HOCIIKEHDb 3a1aJ1LHOT
TOKCUUHOCTI AOCTATHLO JUIs1 OLIHKM iIMYHOTOKCHUYHOI'O
noreHuiany osanapudy. lle Bianosigae metoauuHuMm
pexomenaauiam ICHS8 ta ICHS9.

JLOCIIPKEIHS MeXali3miB il

[TocnipkeHHsT MeXaHi3MiB Ail He TPOBOIUITUC, OCKIIBKH
BB)KAETHLCS, 110 OCHOBHI OAepIKaHi AOKJIiHIUHI AaHI, 3yMOBJICHi
(apMaKoIOriYyHUMH BJACTUBOCTAMH Ojanapuoy.

PHRAPCLRE 3ANCIKIICTD
|

FORCHMIIC 'y MCTad0IIT1B

JlocniHKEeHHs! 3aI€XKHOCTI HE MPOBOIMIIUCS, OCKIJIBKH HE
iCHYBaJIO MIEPEeKOHITUBUX JOKA3IB 1010 HASBHOCTI OYAb-IKHX
HebaXKaHUX BIUIMBIB Ha UEHTPAIbHY Ta NeprudepuyHy HEpPBOBY
crcTeMY B MeKax (papMakoJIoridYHKUX A0CHIDKeHb Oe3meutocT
Ta TOKCHYHOCTI MOBTOPHHX /103 260 KIIIHIYHUX AOCIiIMKEHb.
Kpim Toro, pesyabraTu ToTanbHOT ayTopaaiorpadii BKazyloTs,
IO TpH MepopajibHOMY BBEACHH] oslanapub He BU3HAYAETLCS 1B
FOJIOBHOMY T4 CIIMHHOMY MO3KY FPU3YHIB.

He npopozunucst ninboBi 10CipKeHHs MeTaboniTin
oJiariapudy, OCKiNbKHK BCi OCHOBHI MeTaboumiTh onanapuly, Lo
BM3HAYaIOThLCS B JIIOAWHM, Oyiu HasiBHI B LIypiB Ta/abo cobak
MicJis NepOPaJILHOIO BBEICHHS

FOKCHYNICTL JIOMILLIOK

KogHux LinbOBHX AOCTIIKEHD JOMILLIOK HEe OYJI0 BHECEHO 10
1iei 3asBU Mpo Aep:kaBHY PEECTPALIiIO JIIKapChKOro 3aco0y.
Mexxi jist BeixX nepestiueHuX OpraHiuHMX JOMIIIOK Y
rikapebkiil cyberanuil, Bu3dadeHi y cneuudikadii, 6asytorsbest
Ha Mexax KBanidikaiii B TOKCHKOIOrYHUX JOCHIPKEHHIX a0
BCTAHOBJIEHI BiJ{IOBIIHO 10 MEX KBamidhikallil AOMILIOK,
BU3HAYEHMX Y MeTOAMUHUX pekomenaauisnx ICH.

Yci noTeHUiiiHO reHOTOKCUYHI AOMILLKY OYAYTh NMpUBEAEH] 110
IMOMYCTUMUX PiBHIB BiANOBIAHO J10 pekoMenaauii "Jlokiiniuya
oriinka nporunyxnuuHux npenaparis" ICH 89. Onanapu6 ¢
reHOTOKCUUHUM TPEenapaToM, i BCi OHKOJIOTi4iti [AIlieHTH
OTPUMYBATHMYTb TOIICPE/IHIO TEPALIiIO 3 TIPOXOJPKEHHSM
TNIOBTOPHMX LMKJIB XiMioTepanil npernaparamu mjiaTHHU Ta
MiCIIst peLMAMBY MOIM 6 MPOJOBXKYBAaTH OACP)KYBaTH
MoJasiblli KypcH FeHOTOKCHUHOT XiMioTeparii.

i

Ilorentian ¢poToToKCHUHOCTI

Onanapud npoJeMOHCTPYBaB HeBEJIMKY NOMJIHHAIOTY 34aTHICTh
B Y®-gianasoHi Big 290 1o 700 HM 3 MaKCHMabHOIO
ITOMJIMHAKOYOIO 3JATHICTIO Ha PiBHI 276 HM. MonspHuit
koedilieHT MorfMHaHH, WO BU3HauaBcs Ha piBHi 290 um,
cxnanas 5926 n.mounb-1.cm-1. [Noganbii foKkiTiHiYHI
MOCTIUKEHHS 3 METOIO OL[IHKH NTOTeHLiany POTOTOKCHYHOCTI

in vitro abo in vivo He npoBOIMIUCH

p11296: JlocniPKeHHS MIETOTOKCUMHOCTI pi3liOMAaHITHUX
EKCIICPUMEHTAITBHUX CITOTYK:

J{its JOoCHiIpKeHHsT MOXUIMBHX BIUIHBIB onanapuby Ha
KiCTKOBHI MO30K OYJIM MpOBEAEHI OCHI/DKEHHS ex Vivo i3
3aCTOCYBAHHSAM KJIITHH KiCTKOBOI'O MO3KY JIFOJUHH, OJepaKaHHX
i moHOpIB. LI mocsi/pKeHHs BKIIIOUAIY aHai3




20

KOJIOHI€YTBOPIOIOUOT OAMHHULI/FPaHyIOLMTIB/MOHOLIMTIB
(KYO-I'M), B sskoMy KJTIITHHH 3a3HaBaJid MOCTIHHOIrO BIIUBY
onanapuby nporsirom 14 nuis, Ta aHani3 nponidepauii
KiCTKOBOTO MO3KY, B SIKOMY KJIITHHH 3a3HaBaIH MOCTIHHOrO
BILTMBY onanapuOy npotsarom 3 auie. Onanapub JeMOHCTpyBas
3HaueHHs [C50 3,9 Mxkmonb/n B ananisi KYO-I'M (Big ozuoro
nonopa) Ta cepeaHe 3HaueHHs IC50 2,7 MKMOJIb/NI B aHAI3i
npoJtidepauii (n=4, xiarason sig 1,05 10 4,6 MKkMOJIL/1).
Onanapu® Takok JOCHiMPKYBABCH Ha MIENIOTOKCHUYHICTD 11a
KJIITHHAX KICTKOBOrO MO3KY, OCpXKaHUX Bifl LLypiB Spraguc-
Dawley B anaiizi KYO-I'M, B koMY KJIITHHH 3a3HaBaJim
NOCTIHOIrO BMKMBY ontanapuby npotsrom 14 uHis. ¥ usomy
nocilipKeHHi osanapud mokaszae 3HaueHHs [C50

0,33 MKMOJIB/JI.

ASUO117 (0642DM): 14-pnerHe nocnimKkeHHs MepeHOCUMOCT|

nepopanbHOro (4epe33oHO0BOr0) BBEACHHS Ta
TOKCMKOKIHETHMUYHE JOCIiIPKeHHS Ha MULIAX:

Byno npoBeneHe AOCHiIKEHHs MOBTOPHUX 103 HA MHUILIAX /ISl
BMBYEHHS TOKCMYHOCTI TA TOKCUKOKIHETHKH Yy MeXax
BCTAHOBJICHH: [{O3yBaHHS Ha MiATPUMKY MOMNITUBUX MaHOyTHIX
OINbLI TPUBATIMX IOCIIIDKEHB ceper| LuX BUAIB. [lepopanniie
BResieHH: 10 14 nHiB y 11031 400 mr/kr/noby He nepeHOCUIIoCs!,
| TBapuHa niansrana nepenyacHii erranasii B Jlenn 11 ricis
roripuleHHs it KJIiHIYHOro crany. Y ToH 4ac sk [puyuia
cMepTi i€l TRApUHU He OyJia BCTAHOBJICHA, HE BAPTO
BUKJIOYATH 3B’ 30K i3 JIiKyBaHHAM. ['eMaTosioriuHi 3MiHH, 110
00'€IHYIOTh PETUKYNOLMUTH, IOKA3HUKYN EPUTPOLIUTIB Ta
KiNbKicTh NeMKOLMTIB, ciocTepiranucs npu BeaenHi 200 ato
400 mr/kr/noby. KoHueHTpalist y CHCTeMHOMY KpOBOTOLI B
UBOMY OOC/IIIKEeHHI Oys1a icTOTHO HIWKYOKO B JleHb 14,
nopisHsHO 3 J{HemM 1.

5. BUCIIOBKY 111010 JLOKIITIYHOTO BUBUYECHHS

Onanapu® — ue notyxHui iHribirop noni(AAD-pubos3a)-
nonimepas (PARP-1, PARP-2 ra PARP-3), i Bin
MPOAEMOHCTPYBAB 3MaTHICTh NPUTHIYYBaTU picT BUOpaHnX
KIITHHHUX JIHIA MyXJIMH in Vifro Ta picT IyxJIUH in vivo K
MoHoTeparis abo sik komOiHOBaHa Teparlis 31 BCTaHOBJICHUMU
XiMiOTepaneBTUYHUMHU npenaparamu. Y Mouesistx
nenocrarnocti BRCA in vivo 3acrocyBaHust onanapu0y niciist
Teparnii npenapaTamy NJaTHHU 3aTPUMYBAJIO NPOTPeCyBaHHs
MyXJIMHY Ta T03BOJISUIO 301MbILMTH 3arajbHy BIXKMBaHICTh
MOPIBHIHO i3 MOHOTEpari€to npenaparamy riaThHH.

Y n0ocniDKeHHAX TOKCUYHOCTI MOBTOPHUX MEPOPATBHUX 103 Y
L1ypiB T2 cobak MpoTAroM mnepiony no 6 MicsiiB 1060Bi 103U
onanapuby nepeHocuincs qoope. OCHOBHHM OpraHOM-
MilLIEHHIO TOKCHYHOTI'O BIMBY B 060X BU/IB OYB KICTKOBMIA
MO30K, L0 CYNPOBOKYBAIOCS 3MiHAMM B apaMeTpax
nepudepuyHoi KpoBi. Lli pe3ysibTaTH BUSBIISIMCS MPYU HUAUUX
KOHLIEHTPALliAX, HDX Ti, 1[0 CIOCTEPIiralycs KIiHiHHO, i
nepeBaskHO Oy 000pOTHUMM Uyepes 4 THXKHI [PUIHHEHHs
BBeneHHs. JIOCTiDKeHHs! ex vivo i3 3aCTOCYBaHHAM IUHTHH
CIIMHHOrO MO3KY JIFOJIMHH TaKOXK MiATBEPAMIH, 1O ofanapud

TMPOSBIIAE IUTOTOKCHYHICTD Bi/IHOCHO KJIITHH KICTKOBOIO




SUuBHMK (BIACHHK
[pecerpattifnoro
NIOCBIUCHES)

MO3KY JIIOAMHU.

TOKCHYHHI BMJIMB Ha L1JYHKOBO-KUILIKOBMMH TPAKT
CrocTepirascs B yMOBax 3aCTOCYBAHHSA KaHLIEPOTEHHOT 1031 B
IIOC/IPKEHHSAX TOKCHYHOCTI MOBTOPHUX JI03 CEpeJl LypIB.
[TaToricTonoriyHi 3HaxifKky, Mo’ sa3aHi 3 onanapudom,
CriocTepiranucs B KUIIEYHYKY CaMLiB TBapHH micna 1- abo 3-
MICSUHOrO LOJSHHOrO 11epOPaibHOr0 BBEAECHHs CIIONYKH B
cthopmosaHiii cymiwi 3 0,5 % pozyunom I'TIML] Ta 0,1 %
posunnom Tein 80. Onanapu6 mae Takui MexaHizm aii
(npurxivenHs PARP), o npu 3acTocyBaHHI BAriTHOIO JKIHKOIO
MO3KE CIIPUUMHHTH WIKOAY TSl oAa. JloKmiHiuHi
IoCiDKEHHS Y LIypPiB MOKA3ay, Lo oJ1anapub CpuuHHsIe
HebGakaHi eeKTH, BILIMBAIOUH Ha eMOpiodeTabLHy
BHIKHBAHICTh, 1 CIPHYHHSAE QOpPMYBaHHA CEPHO3HHUX
BPO/DKEHUX BaJ| IUIOA MPH PiBHSIX CKCITOZMLIT HHKYE THX, 1110
lOUIKYIOTBCS Y pasi Horo 3acTocyBatHi B 1031, PEKOMEHMOBAI
st moauum (300 Mr asiui Ha no6y). Takum ynHOM, onanapud
HE 3aCTOCOBYIOTH Ii/l 4ac BariTHOCTI Ta XKiHKaM AITOPOJAHOIO
BiKy, AKi HE BUKOPUCTOBYIOTb Ha/iiHi METOIM KOHTpaLenwii
Mi71 Yac JiKyBaHHs Ta NPOTAroM | MicAIls Mic/Is OTpUMAHHS
0CTaHHBOT 03M ojlanapuby. BpaxoByroun dapmakosnoriumi
BJIACTUBOCTI TIPOAYKTY, 3aCTOCYBaHHS OJlariapudy Takox
MPOTHIIOKA3aHe T/l Yac rPyJHOr0 BUIOJ0BYBaHHS Ta POTArom
1 micsius nicsis OTPUMAaHHSA OCTaHHBOT 03U,

Jnijnmne/

(niarmc)

Mapiam Padi-Konnin (Maryam Rafie-Kolpin)

‘[_111.1;.)

fleif ucperia)i 3 aniHcLKOI MOBH Ha YKpaiHCBKY MOBY 3pOOJIEHO MHOIO, IepeKiajadeM
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Clinical Trial Report

1. Name of medicinal product
(Marketing Authorisation number, if

any)

Lynparza (international non-proprietary name olaparib)

2. Applicant

AstraZeneca AB
Sodertdlje

SE 151 85
Sweden

3. Manufacturer

Manufacture of olaparib tablets (extrudate intermediate and
post-extrusion manufacturing steps)/Quality control testing
(bulk drug product)

AbbVie Limited

KM 58.0

Carretera 2

Cruce Davila

Barceloneta

Puerto Rico (PR) 00617

United States

Primary and secondary packing /Quality control testing (finished
drug product)/Batch Release

AstraZeneca UK Limited

Silk Road Business Park

Macclesfield

SK10 2NA

United Kingdom

4. Conducted studies:

m yes

1) type of medicinal product for which
registration was conducted or planned
to be conducted

Medicinal product with complete dossier (stand-alone dossier)

5. Full title of the clinical trial, code
number of the clinical trial

50LO-1; A Phase Ill, Randomised, Double Blind, Placebo
Controlled, Multicentre Study of Olaparib Maintenance
Monotherapy in Patients With BRCA Mutated Advanced (FIGO
Stage I11-IV) Ovarian Cancer Following First Line Platinum Based
Chemotherapy, D0818C0C001

6. Clinical trial phase

" {7. Clinical trial time frame

From 26/08/2013 through (estimated study completion date)
01/01/2024

8. Countries where the clinical trial was
conducted

Australia, Brazil, Canada, .China, France, Israel, Italy, Japan,
Korea, Republic of, Netherlands, Poland, Russian Federation,
Spain, United Kingdom, United States

9. Number of subjects

Planned:344
actual: 391 randomised/390 treated

10. Primary and secondary objectives of

Primary ocbjective:




the clinical trial

12. Key inclusion criteria

I
11. Clinical trial design

Progression Free Survival (PFS) Using Investigator Assessment
According to Modified Responsé Evaluation Criteria in Solid
Tumours (RECIST 1.1) [Time Frame: Radiologic scans performed
at baseline then every 12 weeks up to 156 weeks, then every 24
weeks thereafter until objective radiological disease progression.]

To determine the efficacy by progression free survival (PFS) using
investigator assessment according to modified Response
Evaluation Criteria in solid Tumours (RECIST 1.1) of olaparib
maintenance monotherapy compared to placebo in BRCA
mutated high risk advanced ovarian cancer patients who are in
clinical complete response or partial response following first line
platinum-based chemotherapy.

safety objective:

To assess the safety and tolerability of olaparib maintenance
monotherapy in BRCA mutated high risk advanced ovarian cancer
patients who are in clinical complete response of partial response
following first line platinum-based chemotherapy

This is a Phase [l}, randomised, double blind, placebo controlled,
multicentre study to assess the efficacy of olaparib maintenance
monotherapy in advanced (FIGO Stage 11i-1V) ovarian cancer
patients (including patients with primary peritoneal and/or
fallopian tube cancer) with BRCA mutations (documented
mutation in BRCAl or BRCA2) that were predicted to be loss of
function mutations (known or predicted to be detrimental/lead to
loss of function) who had responded following first-line platinum-
based chemotherapy

Ages Eligible for Study: 18Yearsto 130 Years (Aduit, Older
Adult)

sexes Eligible for Study: Female
Accepts Healthy Volunteers: No
Inclusion Criteria:

eFemale patients with newly diagnosed, histologically confirmed,
high risk advanced (FIGO stage lll - IV) BRCA mutated high grade
serous or high grade endometrioid ovarian cancer, primary
peritoneal cancer and / or fallopian - tube cancer who have
completed first line platinum -based chemotherapy (intravenous
or intraperitoneal). *5tage 11| patients must have had one attempt
at optimal debulking surgery (upfront or interval debulking). Stage
IV patients must have had either a biopsy and/or upfrontor
interval debulking surgery.

«Documented mutation in BRCAL or BRCA2 that is predicted to be
deleterious or suspected deleterious (known or predicted to be
detrimental/lead to loss of function).

«Patients who have completed first line platinum (e.g. carboplatin
or cisplatin), containing therapy (intravenous or intraperitoneal)
prior to randomisation:

15
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«Patients must have, in the opinion of the investigator, clinical
complete response or partial response and have no clinical
evidence of disease progression on the post treatment scan or
rising CA-125 level, following completion of this chemotherapy
course, Patients with stable disease on the post-treatment scan at
completion of first line platinum-containing therapy are not
eligible for the study.

e Patients must be randomized within 8 weeks of their last dose of
chemotherapy

13. Investigational medicinal product, [Lynparza (olaparib), oral, 100 and 150mg green, film-coated
method of administration, strength tablets

14. Comparator, dose, method of Placebo controlled trial: tablets with appearance to match each
fadministration, strength strength of olaparib

15. Concomitant therapy n/a

16. Efficacy endpoints Outcomes/endpoints

Primary outcome variable:

Progression free survival

PFS was defined as the time from randomisation until the date of
objective radiological disease progression according to RECIST or
death (by any cause in the absence of progression) regardless of
whether the patient discontinued randomised therapy or received
another anticancer therapy prior to progression (ie, date of
RECIST progression/death or censoring date of randomisation+1).

17. Safety endpoints Safety outcome variables

IAdverse event (AE), physical examination, vital signs including
biood pressure (BP), pulse, electrocardiogram (ECG) and
laboratory findings including clinical chemistry and haematology

18. Statistical methods The primary endpoint PFS was analysed using a log-rank test
stratified by response to first-line platinum chemotherapy (in the
opinion of the investigator, clinical CR or PR) for generation of the
p-value and using the Breslow approach for handling ties. The
hazard ratio (HR) and confidence interval (Cl) were estimated
from a Cox Proportional Hazards model (with ties=Efron and the
stratification variable as a covariate); the Cl was calculated using a
profile likelihood approach. Stratification variables were defined
according to data from the interactive voice/web response system
(IVRS/IWRS) as per the version 4 of the protocol.

A Kaplan-Meier (KM) plot of PFS was presented by treatment
group. Summaries of the number and percentage of patients
experiencing a PFS event, and the type of event (RECIST or death)
were provided along with median PFS and corresponding 95% Cl
for each treatment. The proportion and corresponding 95% Cl of
patients alive and progression free at 6 monthly intervals was
summarised (using the KM plot) and presented by treatment
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20. Efficacy outcomes The analysis of the primary end point was performedafter 198 of the 391
patients had had investigator-assessed disease progression or had died
(data maturity, 51%). For the primary analysis, there was a 70%
reduction in the risk of progression or death for olaparib compared to
placebo (hazard ratio for disease progression or death, 0.30; 95%
confidence interval [Cl], 0.23 to 0.41; P<0.0001). The median
progression-free survival from the end of chemotherapy was 13.8
months in the placebo group; the median was not reached in the active
treatment arm. The Kaplan—Meier estimate of the rate of freedom from




disease progression and from death at 3 years was 60% in the olaparib
group, as compared with 27% in the placebo group (Fig. 1A).

In the analysis of progression-free survival as assessed by blinded
independent central review (data maturity, 38%). There was a 72%
reduction in risk of progression or death for olaparib compared to
placebo (hazard ratio for disease progression or death, 0.28; 95% Cl, 0.20
to 0.39; P<0.0001). The median progression-free survival from the end of
chemotherapy was 14.1 months in the placebo group; the median was
not reached in the active treatment arm. The Kaplan-Meier estimate of
the rate of freedom from disease progression and from death at 3 years
\Wwas 69% in the olaparib group, as compared with 35% in the placebo
roup Fig. 1B); these results are consistent with the benefit of olaparib
with regard to progression free survival as assessed by investigators. Ina
sensitivity analysis of investigator-assessed progression-free survival that
\was performed to evaluate for possible attrition bias, the median
progression-free survival was approximately 36 months longer in the
olaparib group than in the placebo group. The Kaplan—Meier estimate of
the rate of freedom from investigator-assessed disease progression and
from death was 88% in the olaparib group and 51% in the placebo group
at 1 year; 74% and 35%, respectively, at 2 years; 60% and 27% at 3 years;
and 53% and 11% at 4 years. Subgroup analyses of progression-free
<urvival are shown in Figure 2. In the analysis of second progression—free
survival (data maturity, 31%), there was a 50% reduction in risk of a
second progression or death for olaparib compared to placebo (hazard
ratio for second disease progression or death, 0.50; 95% Cl, 0.35 0 0.72;
P<0.0002). The median time to second progression or death was 41.9
monthsfor placebo and was not reached for olaparib. The Kaplan—Meier
astimate of the rate of freedom from second disease progression and
from death at 3 years was 75% in the olaparib group, as compared with
60% in the placebo group.
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Figure 1. Kaplan—Meier Estimates of Progresslon-free Survival.

Panel A shows Kaplan—Meier estimates of the rate of freedom from
disease progression, as assessed by investigators, and from death in the
olaparib group and the placebo group. There was no evidence of a
change in the shape of the Kaplan—Meier curve for olaparib after 24
months, when patients with no evidence of disease stopped the
intervention, in accordance with the protocol; this finding indicates a
sustained benefit of olaparib beyond the completion of treatment. In a
sensitivity analysis of investigator-assessed progression-free survival that
was performed to evaluate for possible attrition bias, the median
progression-free survival was approximately 36 months longer in the
olaparib group than in the placebo group. Panel B shows Kaplan—Meier
estimates of the rate of freedom from disease progression, as assessed
by blinded independent central review, and from death. The dashed line
indicates the median.
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Figure 2. Subgroup Analysis of Progression-free Survival.

For the hazard ratios, the size of the circle is proportional to the number
of events. The gray band represents the 95% confidence interval for all
patients, and the dashed line indicates the point of no effect.
International Federation of Gynecology and Obstetrics (FIGO) stage IlI
indicates involvement of one or both ovaries with cytologically or
histologically confirmed spread to the peritoneum outside the pelvis or
metastasis to the retroperitoneal lymph nodes {or both), and stage IV
indicates distant metastasis excluding peritoneal metastasis. NC denotes
not calculated, ECOG Eastern Cooperative Oncology Group, and ULN
upper limit of the normal range.

21. Safety outcomes

The median duration of the trial intervention in the olaparib
aroup was 24.6 months (range, 0.0 to 52.0), a finding consistent
with the 2-year treatment cap. The median duration in the
placebo group was 13.9 months (range, 0.2 to 45.6), a finding
consistent with the median progression-free survival in that
group. The most common adverse events that occurred during the
trial intervention or up to 30 days after discontinuation of the
intervention are shown in Table 1; most were grade 1 or 2 events
Serious adverse events occurred in 21% of the patients in the

olaparib group and 12% of the patients in the placebo group.
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Anemia was the most common serious adverse event {in 7% of
the patients in the olaparib group and in no patients in the
placebo group). No adverse events that occurred during the trial
intervention or up to 30 days after discontinuation of the
intervention resulted in death. Adverse events were usually
managed by dose interruption or dose reduction, rather than
discontinuation (Table 1- see appendix 1). The most common
adverse events that led to discontinuation were nausea and
anemia. Acute myeloid leukemia occurred in 3 of 260 patients
(1%) in the olaparib group and in none of 130 patients in the
placebo group; new primary cancers occurred in 5 (2%) and 3
(2%), respectively, and pneumonitis or interstitial lung disease
occurred in 5 (2%) and none. All three cases of acute myeloid
leukemia occurred more than 30 days after the end of treatment
with olaparib.

| Table 1 Summary of Advarse Events *
{

I Adversa Evont Olaparlb (N =280} Placebo {N=130)
| Any Grade Grade 3ord Any Grade Grade 3or4
number of patients (percem)

Any 256 (38) 102(39) 120(92) 24(18)
Nausea 201 (77) 2(1) 43(38) 0
Faligue or asthenln 185(63) 10(4) 54(42) 2(2)
Vomiting 104 (40) 1(<1) 18(15) 1)
Anemiat 101(39) 56(22) 13(10) 2(2)
Oiarthea 89 (M4) 8(3) 32(25) 0
Constioation 72(28) 0 25(19) 0
Dysgeusia 88 (26) 0 5(4) 0

| Arhraigia 66 (25) [} 35(27) 0
Abdominal pain 04 (25) 42) 25(19) 1(1)
Neutrapenlat §0(23) 22(9) 15(12) 6(5)
Headache 59(23) 1(<1) 31(24) @)
Dizzlness 51(20) 0 20(15) 1(<1)

| Decreased appalite 51(20) 0 13(10) 0

| Upper abdominal pain 48(18) 0 17(13) 0
Dyspepsia 43(17) 0 18(12) 0
Cough 42(16) 0 20(22) 0
Back pain 4C{15) 0 18(12) 0

| Dyspnes 39(15) 0 7(5) 0

| Thrombocytopenla§ 26(11) 2(1) 5(4) 2(2)
Led o disconlinualivn of intervention 0(12) NA 3(2) NA
Lrd to doe roduction 74 (28) NA 4(3) NA
Led to dose interruption 135(52) NA 22{17) NA

* Shown are data on adverse events that occurred in at least 15% of the patients in either
trial group (except where noted)during the trial intervention or up to 30 days after
discantinuation of the intervention. The adverse events were graded according to the
National Cancer Institute Commaon Terminology Criteria for Adverse Events, version 4.0. NA
denotesnot available.

+ The data include patients with anemia, a decreased hemoglobin level, a decreased
lsematocrit, 2 decreased red-cell count, erythropenia, macrocytic anemia, normochromic
anemia, normochromic normocytlc anemia, or normocytic anemia.

+ The data include patients with neutropenia, febrlle neutropenia, neutropenic sepsis,
neutropenic infection, a decreased neutrophil count, idiopathic neutropenia,
pranulocytopenia, a decreased granulocyte count, or agranulocytosis.

§ Thrombocytopenia occurred in less than 15% of the patients in each trial group, but the
dala are provided to complete the profile of hematologic toxic effects. The data include
patients with thrombocytopenia, decreased platelet production,

decrensed platelet count, or decreased plateleterit.

22. Conclusion (findings)

The study SOLO-1 provided significant evidence of PFS benefit for
Lynparza monotherapy as maintenance treatment in patients with
high-grade serous epithelial ovarian, fallopian tube and primary
peritoneal cancers with BRCA mutations who had responded after
first line platinum-based chemotherapy.
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[Mepekman 3 aHrIifcbKoi MOBU Ha YKPAlHCBKY MOBY

3BIT

NPo KNiHiYHe BunpobysaHHA

1. Ha3sa nikapcbKkoro 3acoby (3a
HaABHOCTI — HOMEP PEECTPALiHOrO
MocCBig4YeHHn)

MiHnap3a (mi*kHapoaHa HenaTeHToBaHa Hasea — onanapub)

2. 3aABHUK Actpa3eHeka Ab / AstraZeneca AB
SE-151 85 Copepran'e, Wseuin / SE-151 85 Sécertdlje, Sweden
3. BUpobHUK Bupo6HULTBO 0nanapuby B TabseTkax (NPomixKHUI BUPOGHUUNIA

eTan eKCcTpyAyBaHHA Ta BUPO6HUUMIA eTan nicna eKcTpyayBaHHA)/
KOHTPOAb AKOCTi (Hepo3dacoBaHuit NikapcbKuii 3aci6)

AG6Bi Nimiten / AbbVie Limited

KM 58 KappeTepa 2 Kpyce [lagina bapcenoneta lMyepto-Piko (PR)
00617, CnonyueHi LWratu / KM 58.0 Carretera 2 Cruce Davila
Barceloneta Puerto Rico (PR) 00617 United States

MepBuHHE Ta BTOPUHHE NaKyBaHH:/KOHTPOIbL AKOCTI (roToBuiA
nikapcbKuii 3aci6)/Bunyck cepil

Actpa3ereka lOK Jlimiteq / AstraZeneca UK Limited

Cink Poag, BizHec Mapk, Makkncing, SK10 2NA, Benvka bputania/
Silk Road Business Park, Macclesfield, SK10 2NA, United Kingdom)

4. MpoBepeHi JOCNiAXKEHHA:

| TaK

1) Tvin nikapcbkoro 3acoby, 3a AKUM
nposogunaca abo nnaHyeTbCA
peecTpauin

Mikapcbkuit 3aci6 32 NOBHUM JOCbE (ABTOHOMHUM A0CHE)

5. MMoBHa Ha3Ba KNiHIYHOIO
BuNpobyBaHHA, KOAOBaHNI HOMEP
KAiHiYHOro BUNpobyBaHHA

SOLO-1; PaHaomizosaHe, nogsiliHe cnine nnauebo-KoHTpoAbOBaHe
GaraToueHTpoBe AocnigxeHHa dasu lll niaTpumyBanbHOT
MoHoTepanii 0n1anapubom y NauieHToK i3 NOWMPEHUM pakom
AEYHUKa 3 MyTaujiero reHa BRCA (11l i IV cTagili 3a FIGO) nicns
ximioTepanii Ha OCHOBI npenapaTis NAaTUHKU NEPLIOT NiHII,
D0818C00001

6. ®a3a KAiHiYHoro BUNpobyBaHHA

7. Nepioa npoBefeHHA KAIHIYHOTO
BMNpobyBaHHA

3 26.08.2013 no 01.01.2024 (ouvikyBaHa gaTta 3aBeplieHHA
N0CNIAKEHHSA) BKAOYHO

8. Kpainu, ge npoBoamaoca KnidiuHe
BUNPOOyBaHHA

AscTpania, bpasunia, KaHaga, Kutai, ®paHuja, 13paine, ITania,
Ainoxis, Pecnybnika Kopes, HigepnaHam, Monbuwa, PociicebKka
degepauin, IcnaHis, Bennka Bputaria, CnonyyeHi LUTaTn Amepuku

9, KinbKicTb gocaiayBaHuX

3annaHoBaHa; 344 nauieHTKy,
dakTuuHa: 391 paHAomi3oBaHa nauieHTka/390 navuieHTOK, AKi
OTPUMANN NiKyBaHHA




10. MeTa Ta BTOPUHHI yifii KAiHiYHOTO
BUNPO6yBaHHA

OcHOBHa merTa:

OUiHUTY BUXMBaHICTL 6e3 NporpecysaHHa (BBM) 3a gaHUMM OLIHKK
NOCAIAHMKOM 3@ BUKOPUCTaHHA MogudikoBaHux Kputepiis oLiHKK
BiANOBIAI cONiAHMX NyXAMH Ha NikyBaHHA (Response Evaluation
Criteria in Solid Tumors, ckopodeHo RECIST) sepcii 1.1 [nepioa;
pafionorivHi 4ocnigKeHHA NPpoBoANIN Nepes NOYaTKOM
NOCNILKEHHA, Yepe3 KOXHI 12 TUKHiB npoTarom 156 TkHIB, NOTIM
Hepes KOXHI 24 TUXKHi 4,0 06’€KTUBHOrO NPOrpecyBaHHA
3aXBOPIOBAHHA 3@ pe3yabTaTamu PasioNoriyHoro AOCHiaKeHHs.]

3a BMKMBaHICTIO He3 nporpecysaHHa (BBM), ouiHeHow 3a AaHUMM
OUiHKM AOCAIAHMKOM 3@ BUKOPUCTAHHA MoandikoBaHUX KpuTtepiis
OLjiHKM Bi4NOBIAj conigHmx nyxiuH Ha nikysaHHA (RECIST) sepcii 1.1,
BM3HauYMTM eHEKTUBHICTb NIATPMMYBaNbHOT MOHOTEPaNIT
onanapubom y nopiBHAHHI 3 Ni1aLe60 B NALIEHTOK i3 NOWMPEHUM
pakom A€YHMKa 3 MyTaLieto reHa BRCA 3 BUCOKMM PU3UKOM, Y
KOTPMX nicna nposefeHHs XimioTepanii Ha ocHOBI Npenapatie
nnaTMHKW nepluoi iHii 6yna gocarHyta nosHa abo 4acTKoBa KAiHiYHa
BiANOBIAb.

MeTa oUiHKKM 6e3neKu:

OuiHuTK 6e3neKy | NepeHOCMMICTb NiATPUMYBaAbHOT MOHOTepanil
onanapubom y NaLieHTOK i3 NOLIMPEHMM PakoM sIEYHNKA 3
MyTaLieto reHa BRCA 3 BUCOKMM PU3NKOM, Y KOTPUX Micas
npoBegeHHa ximioTepanii Ha OCHOBI NpenapaTid NNaTUHW NepLoT
NiKit gocarHyTa noBHa abo vacTkoBa KAiHiYHa BiANOBIAb.

11. Aun3aitl KniHiyHoro sunpobyBaHHA

Lle paHaomizoBaHe noagiiHe cnine naauebo-KOHTPObOBaHe
GaraToLeHTpose AocaigxeHHsa Gasu Il Ana oLiHKM ePeKTUBHOCTI
nigTPMMYBanbLHOI MOHOTepanii onanapnbom y NaLieHTOK i3
nowwupenum (11 IV crapilt 3a knacudikauiero MixkHapogHol
denepauii akywepcrea i rinekonorii (FIGO)) pakom seuHuKa
(BK/IIOYHO 3 NALEHTKAMW 3 NEPBMHHUM NEPUTOHEANbHUM PaKOM
Ta/un pakom maTKoBoi Tpy6u) 3 myTauiamu reHa BRCA (i3
3a,0KyMEHTOBaHOIO MyTalielo B reHi BRCAL abo BRCA2), ski, 33
NPOrHosamu, 6ynu MyTaLiamu 3 BTpaTo GyHKLII (Lo, AK BIAOMO
a60 3a NPOrHO3amu, 3anoAjl0I0Tb LUKOAY/NPU3BOAATL 40 BTPATU
dyHKLIT), KOTPi BiZNOBINM Ha XimioTepanito Ha OCHOBI Npenaparis
nnaTMHW nepwoi NiHii.

12. OCHOBHI KpuTepii BKNOYEHHA

Bik naLiieHTOK, KOTPI NiAXOAATL ANA BKIIOUEHHA B AOCNIAXKEHHS:
Biz 18 Ao 130 pokiB (Aopocai nauieHTKn, NALIEHTKM NiTHLOTO BiKY).

CTaTh NALEHTIB, KOTPI MNiAXOAATL ANA BKAIOUEHHA B AOC/TIOMEHHA!
MKiHOYa

MoMnuBicTb Habopy B A0CAIAKEHHA 340pOBUX A06P0OBONLLIB!
Hemae

KpuTepii BK/IOYEHHA:




AL 3

o MauicHTKK 3 ynepe piarHoCcToBaHNM, nigTBepAXEHUM JaHnmu
ricTonori4HOrO [OCNIOMKEHHA NOWUPEHNM (i cTapin 3a
i pepepauii akywepcTea i rinexkonorii
(FIGO)) cepo3HuM 260 eHAoMETPIOIAHNM PaKOM AEUYHMKA BMCOKOTO
cTynexa 3710AKICHOCTI 3 MyTaLlielo reHa BRCA 3 BUCOKUM PU3UKOM,
nepsuHHUM fnepuTOHEanbHUM Pakom Ta/uu PaKOM MaTKOBOI TPYOH,
KOTpUX 3aBepLueHa ximioTepania Ha OCHOBI Mpenapatis NAaTUHK
neptuoi A (31X BHYTPILIHBOBEHHUM a6o iHTpanepuToHeanbHUuM
gBegeHHAM). * Y nauieHToK i3 3axsoprosanHam Il cTaaii mae 6yt
3pobneHa oaHa cnpoba ONTUMA/bHOI yTOpeayKuil (nepBUHHOT abo
iHTepBanbHol). MavieHTKam i3 zaxsopioaHHam IV cragii mae by
60 iHTepBanbHa

¢ 3310KyMEHTOBAHA myTaLja B reH BRCA1 abo BRCA2, ul0, AK
MpOTHO3YI0Tb ab0o nino3pLotoTh, € wrignueoto (Lo, AR gigomo abo
3a MPOrHo3amu, 3anofajtoe wKoay/npn3soanTs A0 BTpaTh yHKRuii).

o MaLieHTKM, KOTPUM NEPEA, paHAoMi3aUiero Gyna 3aseplueHa

nepuia AiHia Tepanii Ha OCHOBI npenapatis NAATUHN (nanpurnag,
3 Tx BHYTPILHbOBEHHUM abo

« HafBHICTb Y NaLEHTOK, Ha OYMRY JOCNIAHVIKE, nosHoi abo
4ACTKOBOI KNIHIUHOT gianosiaii BiACYTHICTE Y HWX KAIHIYHUX O3HAK
nporpecysaHHa 3aXBOPIOBAHHA 33 AAHAMU CKaHyBaHHA,
fpoBeAeHOro nicnha nposeaeHHA nirysaHHsa, abo NiZBULLEHHA PIBHA
CA-125 nicns 3aBepileHHA LbOTO KYPCY ximioTepanii. MaLieHTku 3
cTabinbHUM 3aXBOPIOBAHHAM 33 [aHVMW CKaHYBaHHA, nposefeHoro
nicna NikysaHHA, nicns 3ageplweHHA Tepanii Ha ocHOBI npenaparie
nnaTMHKW nepioi NiHil He niaxoaATe AN1A yuacTi B ,u,ocni,u,x(eHHi.

o MaLieHTKI NOBUHHI oyTv"i paHAOMI30BaHi He Ginble Hix yepes 8
CTaHHbO1 403K ximioTepanil.

iHnap3a (onanapwub), nepopancHo, Tabnet

BKPWTI NNIBKOBOIO 060n0HKO0, N0 100 Mr i 150 mr.

13. ﬂ,ocnip.myBaHMi& nikapcbkuit 3acio,
crioci6 3aCTOCyBaHHA, cnia ai

KW 3e/1eHoro KONbOoRYy,

Mnaueb6o-KOHTPONbOBAHE [OCHIIKEHHA: TAONETRY, O 3a CBOIM
UMM Ha TabneTkn onanapuby KOXKHOTO

14. MNpenapat nopiBHAHHA, 4033,
cnoci6 3acTocyBaHHA, cnaa aii
A03yBaHHA.

15. CynyTHA Tepania He npoBoAUTLCA

16. Kputepil OUiHKKN eq)eKTMBHocﬂ Pesyn pTaTV/KiHLeBi TOURM

[MepBUHHA 3MiHHA:

BuykvBaHicTL 6e3 nporpecysaHHs

BEM Bu3Hauanu Ak vac Big, paH,u,OMiaau,i'l' [o AHA 06’ eKTUBHOTO
nporpecyBaHHa 3aXBOPIOBAHHA 38 AAHUMK pafioNiorivHoTo
nocniarkeHHa, Wo oLiHIOBaNOCA 33 BUKOPUCTaHHA KpuTepiis OLIHKK
Bignosiai conigHnX NyX/IMH Ha NikyBaHHA (RECIST), abo po cmepTi (3




25 a

ByAb-AKOI NPUYMHM, KOIM HEMAE NPOTPeCYBaHHs), HE3a/eXKHO BiA,
TOro, UM nauieHTKa A0 NPOrpecyBaHHA 3aXBOPIOBaHHA (TO6TO AHA
MporpecyBaHHsA 3a KpUTePiAMM RECIST/cmepTi abo aHA
LLeH3ypyBaHHA JaHuX paHaomizauji + 1 JeHb) NPUNUHNUTD
OTPUMYBaTH paHAOMI30BaHY Tepanito abo oTpumyBaTUme iHLWY
NPOTUNYXAWHHY Tepanito.

17. Kputepii ouinkn 6e3neku

3miHHI npu ouiHui 6esneku

Heb6axake asuule (HA), disnKanbHUiA 0rnaa, BUSHaAYEHHA OCHOBHUX
$i3ioN0oriuHMX NOKA3HUKIB, BKAKOYHO 3 BUMIPIOBAHHAM
apTepianbHOro TUCKY (AT), nynbey, peecTpauis
enekTpokapgiorpamm (EKT) i BusHaueHHA nabopaTopHUx
MOKA3HUKIB, BKIOUHO 3 KNiHIYHOIO BioXimi€lo KpOBi i
remaToNoriYHUMM NOKa3HUKaMMU.

18. CTaTUCTMYHI MeToau

MepBUHHY KiHUeBy Touky BBl aHanisyBanu 3a JONOMOrOl0
IOrpaHroBoOro KpuTepito, crpatndikoBaHoro 3a BiANOBIAAI Ha
xiMioTepanilo Ha OCHOBI Npenapartis NAaTUHKU NepLwoi NiHi
(kniHiuHolo NB abo 4B, pocarHyTolo Ha AYMKY JocnigHuKa),
0/JIePIKyIOUM P-3HAYEHHA | BUKOPUCTOBYIO4M MeToZ, bpecnioy ana
NOBTOPIOBAHMX AaHWX. BifHOLWEHHA PU3KKIB (HR) i posipunit
iHTepsan ([]) ouiHoBanM 3a 4ONOMOroI0 Mogeni nNPonopLiiHNX
pu3MKis Kokca (BMKOPUCTOBYOYMN METOA EdpoHa ana
NOBTOPIOBAHMX fAHMX | 3MiIHHY cTpaTUdiKauii AK xosapiaty). 4l
po3paxosyBanu yepes Npodinb GyHKUiT NpaBaONOAIGHOCTI. 3MIHHI
cTpaTidikauii BU3Hauan Ha OCHOBI AaHUX, OZiePXKaHuUX 33
10MOMOTOI0 IHTEPAKTUBHOT CUCTEMM MOBHOT
B3aEMO/LiT/IHTEPAKTMBHOI CUCTEMM 3 AOCTYNOM Hepes IHTepHeT
(IVRS/IWRS), BignosigHo A0 NpoToKoay sepcii 4.

115 KOXHOT rpynu NikysanHa Oyna npeAcrasieHa nobyposaHa
meTtonom Kannana-Meiiepa kpusa BBI. Byan npeacrasneHi
3geeHi aHi NPO KiNbKICTb | YaCTKY NaLieHTOK, y KOTPUX HacTana
nopja, noe’asaxa 3 BBM, i Tun noaii (nporpecyBaHHA 3aXBOPIOBaHHA
Ha ocHoBI kpuTepiis RECIST abo cmepTb) pasom i3 meajaHoto BB i
BianosiaHm 95 % [l ans KoxkHoi Tepanil. Bynv 3BeaeHi (sa
10NOMOToI0 KpuBoi, NobyA0BaHOI METOAOM KannaHa-Melepa) gaHi
PO YaCTKM XMBUX NaLEHTOK i nauieHTok 6e3 nporpecysaHHA
3aXBOPIOBaHHA Yyepes 6-micauHi iHTepsanu i Bignosiagxi 95% A, wo
Gynn NpeacTaBaeH] ANA KOXKHOT rpynu NiKyBaHHA.

19. OemorpadivHi NoKasHUKK
nocnigyeaHoi nonynauii (Craty, BiK,
paca ToLo)

Tosua Bubipka pnA Myriad gBRCAm FMI tBRCAM
axaniay
Onanapub Mnauebo Onanapnb MNnaye6o Onanapwb Mnayebo
300 mr gplul {N=131) 300 mr gslul {N =130) 300 mr aBlul {N =110}
Ha ao6y Ha poby Ha goby
[N =260) (N =253] [N =214)
Oemorpadivsi gaui
Bix { ponm)
CepeaHe 53,4 53,4 53,3
3HauerHA (CB) 53,6 (9,38) (4,79 535 (9,41) 19,82) 53,1(9,14) (5,49)
MegiaHa 53,0 (31- 53,0 (31- 53,0 (35-
(mianazoH) 53,0 {29-82) B4) £3,0 (29-82} 84) 53,0 (29-80) 24)
Bikosa rpyna {pawnu),
n (5]
<50 94 (36,2) 48 (36,8} 91 (36,0} 48 (36,9} 75(354) 40 (36,4)
Bia2 5000 <65 131 (50,4) &4 {48,9) 128 (50,5) 63 (48,5 110(51,4) 55150,0)




CaiTnowkipi

AMEpUREHEEH
inaiui um
KOPiHHI WuTe!
ANACKH

Hapinni rasaiui
up iHwWl

ETHi4HA
MPMHANEMHICTD, N
(%)

123
{94,8)

7[5 3 7(54) 8(3.7)

249 {95,8)

6 (5,5
e
194,5)

206 (96,3)

NobHa ubipka ana Myriad gBRCAM FMI tBRCAmM
ananisy J
0. 6 Nnayeb: o 6 5 3] a6 ueb
300 mr agiul {N=131) 300 mr gsiul (N =130) 300 mr gslul (N =110)
Ha poby Ha aoby wa poby
(M = 260) [N =253) (N=214)
Kapi CTHHM
FarannHii cTaH 33
ECOG, n (%)
(0] HopmansHa 105 105
AKTUBHICTD 200 (76.9) {80,2 196 (77.5) (80,8) 167 (78,0 88 (80,00
{1) O6memena
aKTUBHICTD 60 (23.1) 25 (15,1) 57 (22,5) 24 [18,5 47(22,0) 22 (20,0
Henjggmo o 1(0,8] 0 1(0,8) o 0
Hazea reHy BRCA B
ananisi Myriad/BGI
YW NOHABHO
BCTaHOBAEHA
BRCAL 191 (73,3) 91 (89,5) 188 {74,3) g1 (70,0} 160 (74,8) 75 (68,2
BRCA2 66 (254 40 (30,5) 62 (24,5) 39 (30,0 s2(24.3) 35 (31.8)
BRCA1 ma BRCA2 3(1,2) 0 3(1,2) 0 2(0,3) 0
KapanTepuCIHIK NYKIHHK
TNoHanizawe
nepBUHHOI NYXNHHK,
n (%)
AledHnK 113 112
220 (84,6 86,3 213{84,2 (86,2) 179 (83,8 94 (85,5}
®annoniesi TpyEM 22(8.5) 11(84 22{8.7) 11(8,5) 21(9.8) 11{10,0}
MepBHHHO
CHEPERMHHE 15 (5,8} 7(53) 15 (5.9 7 1{5.4) 12 (5,6 5{4,5)
JHWwe 3(1,2) 0 3(1,2) 0 [ 2009 0
CryniHb NyXAWHW Ha
MOMEHT
BCTaHOBAGHHA
alarnoy, n (%)
Lebpe
avdepenuinosat
a(G1) ] Q 0 0 Q 0
MomipHo
Avdepenuinosai
a{G2) 26 (10,0 12{8.2) 26(10,3) 12(8,2) 22 (10,3) 10(8,1)
MoraHo
[nbepenuinosaH 105 104
a(G3) 215(82,7) (80,2) 208 (82,2 (80,0} 175 (81,8) 87 (19,1}
Heandapesulfios
ava (G4) 5(1,9) 4131} 5 (2,0 43,1 4(1.9) 3(2,7)
NosHa sxblpKa AR Myrlad gBRCAM FMI tBRCAm
aHaniay
0. P s 31 s 0. 3 Anaty B 0. f 3 Tnau r
300 wr aslul (N =131) 300 mar aplul {N =130} 300 mr aslul (N =110}
Wa poby Wa Ao6y Ha poby
(N = 260) (N =253) [N =214)
Henphaathia AnA
ouiHk (G¥) 14 (5,4) 1017,6) 14 (5,5) 10{7.7) 13 (5,1) 10{9.1}
Hesigomo (1] ] 0 0 0 0
Cranfiza FIGO, n {46)
n 5(1,9] 215 5 (2,0 2(15] 52,3 2(1-8
LA 10(3.8) 5(3,8) 10 (4,0 5(3,8) 62,8 5(4,5)
1B 27 (10,4} 1153 26 (103 7 (5.4) 22 (10,3 7164
L1 [ 178 (68,5) 91 (69,5 173 (68.4] 91 (70,0 148 (69,2 74 (67.3]
I\ 40 (15.4) 26{19,8} 36 (15,4) 25 (19,2 33 (15,4} 22 (20,0
CraTyc CA-125 Ha
nodaThy
foca, n, 0 (%)
Piosl CA-125 123 122 103
< BMH 247 (95.0) 93,5} 240 184,8) 193,8] 203{24.9) (93,6)
Pieni CA-125 13{5.0 753 13 (5,1 7[5 11 (5.1 7 (64




20. Pe3ynpTatn ecbeKTMBHOCTi

TicTanorisHi M0, N

(%)

Fratwanui,
enitenianuHui

Cepoinii,
naninApHWA

: CriouaTKy Po3rnAA3NNCA naujenty 3 gBRCAM, BCTaHOBAEHMM 33 AONOMOTOI0 aHanisy
Myriad/BGl, a notim posrasganaca NIOKanbHO BCTaHOBAEHA Ha3Ba reHy BRCA. 'atob
paHaomMi30BaHUX naujeHTis i3 Kutaio, npoxoanaun anani3 BGl, a He Myriad.

b | px NALEHTOK paHgomisyBany, ane BOHY He OTpUMySanu NikyBaHHA.

AHania nepsuHHOI KiHL,eBOi TOUKK nposoanBsCa nicna Toro, ARy 198 3 391
fauieHTKU BUHUKNO nporpecyBaHHa 33XBOPIOBAHHA 33 OUjHKamu
noCNiAHMKA 4N BOHW nomepav (3pinictb paHux, 51 %). 3a AaHUMH
repsMHHOrO aHanisy, npu 3aCTOCYBaHHi onanapuby pusnK nporpecysaHHa
3axBoptoBaHHA abo HactaHHA cmepTi 3MeHLLYBaBCA Ha70 %Y NOPIBHAHHI 3
nnauebo (BiaHOWEHHA PU3MKiB 4NA nporpecysaHHa 3aXBOPIOBAHHA abo
cmepTi, 0,30; 95 % [0Bipunit iHTepean (o, 0,23-0,41; P<0,0001). MepiaHa
gummeaHocTi 6es3 nporpecysarHa 3 MOMEHTY 3aKiHYEeHHA ximioTepanii B
rpyni, Wwo oTpumyBana nnauebo, craHosnna 13,8 micaua, B rpyni X, AKa
oTpumyBana aKkTMBHWIA npenapar, mepnjaHa AOCATHYTa HE 6yna. 3a paHumn
OUJHKMA METOAOM Kannana-Meiiepa, 4acroTa gigcyTHocTi nporpecysaHHA
3axBOPIOBAHHA | cmepTi Yepes 3 POoKM cTanoBuAa 60 %Y rpyni, Wo
oTPUMyBana onanapub, 27 %y rpyni, Wwo oTpumyBana nnauebo (puc. 1A).

3a paHUMK aHanisy suwusanocti 6e3 nporpecyBaHHsA, ARY oujiHloBaNn
sacninieHnm MeToaomy HesanexHin u,eHTpaanm na6oparopii (nicna
OTPUMaHHA 38% paHux), npu 3acTocyBaHHi onanapuby pusnk
nporpecysaHHA 3aXBOPOBAHHA a60 HacTaHHaA CcmepTi 3MeHLUyBaBCA Ha
72%Y MOPIBHAHHI 3 nnauebo (BiaHOWEHHA pusmKis AnA nporpecysaHHA
3aXBOpPIOBAHHA a6o cmepri, 0,28; 95 % A, 0,20-0,39; P<0,0001). MegjaHa
avKmuBaHocTi 6e3 nporpecyBaHHa 3 MOMEHTY 3aKiH4eHHA ximiotepanii B
rpyni, Wo oTpumysana nnauebo, cTaHOBWAG 14,1 micaua, B rpyni X, AKa
oTpMMyBana aKTVBHWI npenapart, megjaHa JOCArHyTa He 6yna. 3a AaHUMA
OLiHKA METOA0M Kannana-Meiepa, 4acToTd gigcyTHoCTI nporpecysaHHA
3axBOPIOBAHHA i cmepTi yepes 3 poKU cTanoBKUna 69 %y rpyni, Wo
oTpUMyBana onanapub,i35 %Yy rpyni, Wo oTpumyBana nnauebo (puc. 1B);
Ui pesynbramm gignosiaaloTe npodinio KopwucTi onanapvby woao
auknBaHocTi 6e3 nporpecyBaHHA 33 OLiHKamu AOCAIAHVIKIB. 3a faHumu
aHanisy uyTAnsocTi noKasHuKa sykmusanocti 6e3 nporpecysaHHs, AKWA
OLHIOBANN JOCHIAHNKN, L0 NPOBOANBCA ANA OUjHKM MOXANBOTO
aMilLleHHA PesynbTaTy, nog’s3aHoro 3 BubyTTam naLieHTOoK i3
NOCAILMEHHA, megaiaHa BUsKMBaHOCT Be3 nporpecysaHHa B rpyni, Wwo
oTpumysana onanapub, oyna npw6an3HO HA 36 micauis 6isiblIOO aHixXy
rpyni, Wwo oTpumyBana nnaue6o. 3a Aannmn OUIHKK METOAOM KannaHa-
Meliepa, 4acToTa BiACYTHOCTI nporpecysaHHa 3axB0OploBaHHA 33 OLiHKaMKn
nocnigHuKa T7a cmepTi CTaHoBU A 88 % y rpyni, wo oTpumysana onanapub,
i 51 %y rpyni, Wwo oTpuMmyBana nnaue6o vepe3 1 piK; BiANOBIAHO 74 %13
35 % yepes 2 POKK; 60 % Ta 27 % uepes 3 poKku; Ta 53 % i 11 % uepes

4 poku. Pe3ynbTatv aHanisy gukmsaHocTi 6e3 nporpecysanHa 8 niarpynax
nokasaHi Ha PUCYHKY 2. 3a gaHuMK aHanisy BuKmBaHoCTi 6e3
nporpecyBaHHA gapyre (nicna OTPUMaHHA 31 % paHux), Npu 3acToCyBaHHi
onanapunby pusuK nporpecysanHa 33XBOPIOBAHHA BAPYTE abo HacTaHHA
ciepTi 3MeHLLYBaBCA Ha 50%Y nopiBHAHHI 3 nnaue6o (BiaHOWEHHA
pU3NKIB A/IA nporpecysaHHA 3axg8opI0oBaHHA BAPYre a6o cmepri, 0,50; 95 %
a1, 0,35-0,72; P<0,0002). MepiaHa yacy Ao nporpecysanta 3axBopoBaHHA
gapyre abo cmepTi cTaHoBUAa 41,9 micaua nNpw 3acTocyBaHHI nnauebo i
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meToaom KannaHa-Melepa, YacToTa BigcyTHOCTI NPOrpecyBaHHA
3aXBOPIOBaHHA BAPYre | cMepTi Yepe3 3 poku cTaHosuAa 75 % y rpyni, Wo
oTpumMyBasa onanapub, i 60 % y rpyni, Wo oTpumMyBana nnauebo.

A Progression-free Survival as Assessed by Investigators
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Progression free survival as assessed by investigator — BuxuBaHicTb 6e3 nporpecyBaHHA 3a
ouiHKkamu gocnigHuKa; patients free from disease progression and death — naujieHTu 6es
MpOrpecysaHHA 3aXBOPIOBAHHA Ta BUNaAKie cmepTi; hazard ratio for disease progression or
death — BiAHOLIEHHA PU3UKIB A4S MPOrPeCYBaHHA 3aXBOPIOBAHHA UM cmepTi; 95 % Cl — 95 %
11; Olaparib — onanapu6; Placebo — nnaue6o; months since randomization — micaui 3
MomeHTy pataomizauii; No. at risk — KinbKicTb nauienTis y rpyni pusmky; Progression free
survival as assessed by blinded independent central review — sumnBaHicTs 6e3
NPOrpecyBaHHs, WO OLiHIBaNK 3aCAINAEHUM METOLOM Y He3aneHKHil LeHTPaNbHiN
nabopartopii.

PucyHok 1. Ouinka BuXMBaHocTi 6e3 nporpecysaHHa metofom KannaHa-
Meitepa.

\ YacTuHi A nokasaHi pe3ynbTaTh ouiHku meTogom KannaHa-Meiiepa
4aCTOTH BIACYTHOCTI MPOrpecyBaHHA 3axBOPIOBaHHA, LLO OLHIOBaNU
nOCNiAHWKKM, Ta cMepTi B rpyni, sika oTpumyBana osianapud, i rpyni, Wwo
oTpyMyBana nnauebo. Yepes 24 micaui, KOAM NaLIEHTKM 6e3 o3Hak
3aXBOPIOBaHHA NPUNUHUAN OTPUMYBATH NiKYBaHHA BIANOBIGHO A0
npoToKO/Y, Y popmi nobyaoBaHOT METOAOM KannaHa-Me#epa KpuBoi gna
onanapuby He 6y/10 MOMITHO XOAHMX 3MiH. Lle#t pe3ynbTaT CBiAYUTL PO
KOpWCTb Big 3acTocyBaHHA onanapnby, Wwo 3bepiraetses nicna
3aBepLIEHHA MiKyBaHHA. 3a JaHUMU aHanisy YyTAMBOCTI NOKasHMKa
BUMKMBAHOCTI 6e3 NporpecyBaHHA, AKWA OLIHIOBaK AOCIAHUKY, WO
NpPOBOAUBCA 417 OUIHKN MOMIMBOTO 3MILLLEHHA pesyabTaty, noBs’s3aHoro 3
BUBYTTAM NALEHTOK i3 AOCNIAMKEHHSA, MmesiaHa BUXKMBaHOCTI Hes
fporpecysaHHsa B rpyni, Wo oTpumysana onanapud, 6yna npnbansHo Ha
36 micaLje 6ibWOIO aHiX y rpyni, Wo oTpumyBsana naaue6o. Y YactuHi B
rOKasaHi pesynbTaTh OUiHKW meTogom KannaHa-Meliepa yactotu
BiZCYTHOCTI NPOrpecyBaHHA 3aXBOPIOBAHHA, WO OLIHIOBAIY 3acNineH!M
METOA0M Y He3anexHil LeHTpanbHii nabopatopil, i cmepTi. TTyHKTUPHa
NiHiA No3Ha4vae megjany.
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Nigrpyna Onanapunb Nnaue6o BigHOLWEHHA PU3KMKIB ANA

§ . NpOrpecynaHHA 3aXBOplOBaHHA
H-mb NAQUienmMis 3 NpO2pecy8anHAm un cmeprTi (95 % Al)

30X8OPIOBAHHA YU KinbKicms
nomepaux nayieHmis/ 302a16Ha K-

mo (%)
Yci naujenty 102/260 (39) 96/131(73) + 0,30(0,23-0,41)
KniHiyna signosiab nicas
ximioTepanif
MNosHa signosigs 73/213(34) 73/107 {68) + 0,35 (0,26-0,49)
YacTkoea gignosiab 29/47 (62) 23/24(96) | 0,19{0,11-0,34)
CraTtyc 3a ECOG Ha novaTtky
AOCNIAKEHHA
HopmanbHa aKTHBHICTb 75/200 (38) 76/105 (72) ' 0,33 (0,24-0,46)
ObmereHa akTUBHICTL 27/60(45) 20/25 (80) 0,38 (0,21-0,68)
PipeHb CA-125 Ha noyatky =i
AoChiaReHHA
< BMH 92/247 (37) 89/123 (72) 0,34 (0,25-0,46)
> BMH 10/13(77) 7/7 (100} + HP
MyTauia repMmiHaTUBHO!
NiHiT BRCA, BU3H3ueHa 8
awHanisi Myriad
BRCA1 84/188 (45) 69/91(76) + 0,40 (0,29-0,56)
BRCA2 15/62 (24) 26/39(67) 0,20 (0,10-0,38)
BRCA1 ma BRCA2 0/3 0/0 = HP
Hemae 3/7 (43) 1/1 (100) HP
Bik Ha no4aTky
AOCIANEHHA
<65 pokis 85/225 (38) 82/112(73) 0,33 (0,24-0,45)
265 pokis 17/35 (49) 14/19{74) 0,45 {0,22-0,92}
Cragin 3a FIGO Ha mOomeRT +
BCTAHOBAEHHA NEPBUHHOTO R
AlarHo3y
Il crapia 83/220(38) 79/105 (75) 0,32 (0,24-0,44)
IV cTagjia 19/40 (48) 17/26 (65) + 0,49 (0,25-0,94)
MPMCYTHICTb 33/ IMWKOBOrO
MaKpPOCKOMIYHOTo R——
3aXBOPIOBAHHA NicAR
unTOpesyKTUBHOT onepaull
nepeg, BKAOHEHHAM Y
[oCNigXeHHA —
Tak 29/55 (53) 23/29 (79} 0,44 (0,25-0,77)
Hi 70/200 (35) 69/98 (70} -} 0,33 (0,23-0,46)
0,0625 0,1250 0,2500 1,0000 2,0000
0,5000
Onanapub Nnauyebo
Kpawe Kpawe

PucyHok 2. AHaNi3 BUXKMBaHOCTI 6e3 nporpecysaHHa B niarpynax.

17 BiZHOWEHb PU3MKIB pO3Mip KoNa Bianosigae Kinbkocti nogjni. Cipa
cmyra Bizo6paxae 95 % fosipuuit inTepsan gns Beix nauieHTis, a
NYHKTMPHa AiRis — Touky BigcyTHocTi edekTy. Craais Il 3a knacudikauieto
MisKHapoaHoi peaepayii akywepcTsa i rinekonorii (FIGO) srazye
3anyyeHHA OAHOTO Yn 060X AEYHUKIB 3 UMTONOMYHO YK MCTONOTNYHO
NiATEEPLKEHUM NOWMPEHHAM Ha OYePEBVHY 33 MeXKaMMi Manoro Tasy Hu
METacTasammy y peTponepuToHeanbHi NimdaTnuHi By3au (4 0Box 03HaK), a
cTanis |V BKasye Ha Bia#aneHi MeTacTasi 3a BUK/IIOHEHHAM meTacTasiBy
yepeBHiit NopoXHMHI. H.p. — He po3paxosysany, ECOG — CxiaHa o6’enHaHa
oHKonorivyHa rpyna, BMH — BepxHa merka Hopmu,

21. PesynbTatv 6esneku

MegiaHa TpMBanoCTi BBEAEHHA AOCNIAMYBAHOIO NiKAPCLKOTO
3acoby B rpyni, Lo oTpumyBana onanapub, cranosuna 24,6 micaua
(mianasoH, 0,0-52,0). Liei pesynbTat y3rosKysasca 3
MaKCMManbHOO TPMBANICTIO NiKYBAHHA, LLO CTAHOBUNA 2 POKW.
MegiaHa TpMBanOCTi BBEAEHHA 40CAIAMKYBAHOIO NiKapCbKoro
3acoby B rpyni, Aka oTprmysana niauebo, craHosuNa 13,9 raicaua
(pianasoH 0,2—45,6). Llet pesynbTaT y3rogyKyBsasca 3 mejaHoto
BUMMBAHOCTI 6e3 nporpecyBaHHa 8 Ll rpyni. Haibinbw
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MOWUPEHUMU HeBaKaHMMKN ABULLAMM, WO BUHUKAAW Nif Yac
\MOCNimyKYyBAHOTO NikyBaHHA Yn npoTarom 30 AxiB nicna
NPUNUHEHHA NiKyBaHHA, NOKasaHi y Tabavui 1; 6inbluicTs 3 HUX
6ynu aBmiwamu 1 umn 2 ctyneHa. CepinosHi HebaskaHi ABMLLA
BUHMKaNW y 21 % nauieHTis y rpyni onanapuby tay 12 % nauieHTis y
rpyni nnaue6o. Aemia 6yna HalnoWMpPEHIWNM CePNO3HUM
HebaxaHuMm asuLleM (BOHa BUHMKAA B 7 % NAUEHTOK y rpyni, Wwo
oTpumyBana onanapub, i He BUHWKNA B KOAHOT NaLiEHTKM B rpyni,
110 oTpumyeana nnauebo). opHi HebakaHi ABMLIA, LLO BUHWUK/IN B
nepio/, BBeAEHHA AOCAIAKYBAHOrO Nikapcbkoro 3acoby abo
npotsrom He 6inbwe 30 AHIB 3 MOMEHTY NPUNUHEHHA BBEAEHHA
I0CAIAXKYBAHOTO NiKAPCbKOTO 3ac0oby, HE CNIPUYUHAN CMEePTb.
HebaskaHi ABULWA, AK MPAaBUAO, KOHTPOIOBAU LWNAXOM
NPUNUHEHHS BBeAEHHA npenapaTty abo smeHwweHHa 403K be3
cKkacyBaHHa npenapaty (Tabauua 1 — ave. goaaTtok 1). Hanbinbw
nownpeHnmn HebaaHUMM ABULLLE@AMM, L0 CIPUYUHUAN
MPUMUHEHHA NikyBaHHA 6yan HypoTa Ta aHemia. FocTpuii
MIENOTAHNIA Neiko3 BUHUK y 3 3 260 naujieHTok (1 %) y rpyni, wo
OTpMMYyBasa onanapmub, i He BUHMK B >KOAHOI 3i 130 nauieHToK y
rpyni, Aka oTpMmyBana naaue6o; HOBUI NEPBUHHUIA PaKk BUHUK,
BiANOBiAHO, B 5 (2 %) i 3 nauieHToK (2 %), a NHeBMOHIT abo
iHTepCTULiaIbHe 3aXBOPIOBAHHA NereHb BUHUK/IO B 5 NALEHTOK
(2 %) i HE BUHMKNO B XOAHOI MaLieHTKN. Y BCiX TPbOX BMNAAKAX
rOCTPMIA MiENOIgHMI Neitko3 BUHMKaB Yepes binblie Hivk 30 aHiB
nicna 3akiHYeHHA ikyBaHHA onanapubom.

Tabauysa 1. Pestome HebaXkaHux apu.*

HebaxaHe asuwe Onanapwub (N = 260) Nnaue6o (N = 130)
ByAab-akui CryniHb Byab-AKHi CryniHb
CTYNiHb TAMKOCTI TAMKOCTI 3 CTyMiHDL TSKKOCTI 3
ato 4 TSIKKOCTI abo4
Kinobricme nayiermie (8idcomox)
Byab-siKe 256 {98) 102 (39) 120 (92) 24 (18)
Hygota 201(77) 2(1) 49 (38) 0
BTOMa 4u acreHia 165 (63) 10 (4) 54 (42) 2(2)
BnoBaHHA 104 (40) 1(<1) 19 (15) 1(1}
Anemiat 101 (39) 56{22) 13 (100 2(2)
Aiapen 89 (34) 8(3) 32(25) 0
3akpen 72 (28) 0 25{19) 0
Owucressia 68 (26) 0 5{4) 0]
ApTpanria 66 (25) 0 35(27) 0
Binb y ®uBOTI 64 (25) 1(2) 25(19) 1(1)
Hentponenint 60 (23) 2219) 15 (12) 6 (5)
ronoeHui 6inb 59 (23) 1(«1) 31024) 3(2)
3anamopoyeHHR 51(20) 0 20 (15) 1{<1)
3HUMERHA aneTuTy 51(20) 0 13 (10) 0
Binb y BepxHii 4acTuri 46 (18) 0 17 (13) 0
H1BOTa
Aucnencia 43(17) 0 16(12) 0
Kawenb 42 (16) 0 28(22) 0
Bisb y cnuHi 40 (15) 0 16 {12) 0
3aaMWKa 39 (15) 0 7(5) 0
TpomGouuTtoneHing 29 (11) 2(1) 5(1) 2(2)
CKacyBaHHA NiKYBaHHA 30(12) H3 3(2) H3
3HUKEHHRA 403U 74 (28) H3 4{3) H3
Mpu3ynuHeHHA 135 ({52) H3 22(17) H3

3aCTOCYBaHHA

* HaseageHi faHi woao HebaxaHux ABMLL, WO BUHMKAN y xo4a 6 y 15 % nauicHToK y Gyab-akii
rpyni 4ocAimKeHHs (AKWO He 3a3HaYaEeThbeA iHwWe) B nepiod BBEACHHA A0CNIAKYBAHOTO
nikapcbkoro 3acoby abo nporarom He Ginble 30 AHIB 3 MOMEHTY NPUNUHEHHA BBEAEGHHA
InocnimKysaHoro Aikapcbkoro 3acoby. HebaxaHi asuiia knacuixysanncs BianosiaHo a0
3aranbHuX KpUTepiis TepmiHoNorii AnA No3HaveHHA HebamaHwx Aoy HauioHaneHoro
iHCTUTYTY OHKOnoril, Bepcia 4.0. H3 — He 3aCcTOCOBYETLCA.

+ [aHi BrAIOYaIoTH iIHDOPMALiIo MPO NALIEHTOK 3 AHCMIEID, SHWIKEHHAM PIBHA remornobiy,
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SHWKEHHAM Te@MaTOKPUTY, 3MEHILEHHAM KiNbKOCTI EpPUTPOLMTIB, epuUTpOneHiclo,
MaKPOLMTapHOIO aHEMIEI0, HOPMOXPOMHOIO aHEMIEID, HOPMOLUTAPHOK HOPMOXPOMHOIO
aHemieio abo HOPMOLMUTAPHOIO aHEMIEID.

+ [laHi 06’'eany10Th iHPOPMaLto NPO NAUIEHTOK 3 HelTponeHielo, pebpunbHOID
HeliTponeHieto, HeNTPONEHIYHUM CENEUCOM, HEMTPONEHIYHOK IHPEKLIEID, BHUKEHHAM
KiNIbKOCTI HeTpOQinis, iAioNaTUYHOIO HEATPONEHIEIO, TPAHYAOLUTONEHIEID, SHUMEHOH
KINGKICTIO rpaqynouMTia YW arpasynouuTo3om.

§ TpomGouMTONEHIA BUHWKAS B MEHLIE HiMK 15 % naulcHTor ¥ KoMHIR rpyni A0ChimKeHH:, ane)
\aaHi HaseaeHi ana nosHoTH NPodiNIo NPOABIY rematonorivHol TonckyHocTl. Jaul o6’egHyioTe
iHdopmauiio npo nayieHTok 3 TpoMBOUMTONEHIEID, SHIBKEHHAM NpoAYKLT TpoMBoLuTIs,
3HIUMEHHAM KiNbROCTI TROMBOUMTIB YU 3HMKEHHAM TROMBOKPUTY.

22. BUCHOBOK (3aK/l0ueHHs)

Y pocninxeHHi SOLO-1 oaepaHo 6arato gaHux, Wo ceigyaTb Apo
NO3UTUBHWUIA BNAWB MOHOTEepanii JIiHNap3oto npwu 1i nposeaeHHi 3a
NiATPUMYBANBHOIO CXeMOt0 Ha BBIM y NauieHTOK i3 cepo3Hum
eniteniaNbHMM PakOM AEHHUKA BUCOKOTO CTyMeHs 3/10AKICHOCTI,
Pakom MaTKoBOI TpybU | NEPBUHHUM NEPUTOHEANIbHUM PaKOM 3
MyTauiamn reda BRCA, KoTpi Bianosinu Ha ximioTepanito Ha OCHOBI
npenaparis NAaTUHM NepLoi NiHii.

3aABHUK (BN1acHUK peecTpaLiiiHoro
NnocBiAYEHHA)

/nianuc/

(nignwuc)
Op. Usera MineHkosa (Dr. Tsveta Milenkova)

(N.1.B.)

Ile#t mepexnax 3 aHrmificbkol MOBH Ha YKpalHCBKY MOBY 3pOOJIEHO MHOK, HepeKIafaueM
Az,

KocTtrounk IOmiero CepriiBaoro
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1. Name of medicinal product (Marketing
Authorisation number, if any)

Lynparza (international non-proprietary name olaparib)

2. Applicant

AstraZeneca AB
Sodertalje

SE 151 85
Sweden

3. Manufacturer

Manufacture of olaparib tablets (extrudate intermediate and
post-extrusion manufacturing steps)/Quality control testing
(bulk drug product)

AbbVie Limited

KM 58.0

Carretera 2

Cruce Davila
Barceloneta

Puerto Rico (PR) 00617
United States

Primary and secondary packing /Quality control testing
(finished drug product)/Batch Release

AstraZeneca UK Limited

Silk Road Business Park

Macclesfield

SK10 2NA

United Kingdom

4. Conducted studies:

m yes

1) type of medicinal product for which
registration was conducted or planned to
be conducted

Medicinal product with complete dossier (stand-alone dossier)

5. Full title of the clinical trial, code
number of the clinical trial

SOLO-2, Phase Ill Randomised, Double Blind, Placebo Controlled
Study of Olaparib Maintenance Monotherapy in Platinum
Sensitive Relapsed BRCA Mutated Ovarian Cancer Patients With
a Complete or Partial Response Following Platinum Based
Chemotherapy, D0816C00002

6. Clinical trial phase

7. Clinical trial time frame

from 03/09/2013 through (estimated study completion date)
30/04/2020

8. Countries where the clinical trial was
conducted

Australia, Belgium, Brazil, Canada, France, Germany, Israel,
ltaly, Japan, Korea, Republic of, Netherlands, Poland,
Russian Federation, Spain, United Kingdom, United States

9. Number of subjects

planned: 264
actual: 295 randomised/294 treated

10. Primary and secondary objectives of
the clinical trial

Primary objective:

Progression Free Survival (PFS) Using Investigator Assessment
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According to Modified Response Evaluation Criteria In Solid
Tumours (RECIST 1.1) [ Time Frame: Radiologic scans performed
at baseline then every 12 weeks (+1 week) up to 72 weeks, then
every 24 weeks (+1 week) thereafter until objective radiological
disease progression.

To determine the efficacy by progression free survival (PFS)
(using investigator assessment according to modified Response
Evaluation Criteria In Solid Tumours (RECIST 1.1)) of olaparib
maintenance monotherapy compared to placebo in BRCA
mutated platinum sensitive relapsed ovarian cancer patients
who are in complete or partial response following platinum
based chemotherapy.

Safety objective:

To assess the safety and tolerability of olaparib maintenance
monotherapy in BRCAm platinum sensitive relapsed ovarian
cancer patients who were in complete or partial response
following platinum based chemotherapy

11. Clinical trial design

This was a Phase Ill, randomised, double-blind, placebo-
controlled, multi-centre study to assess the efficacy of olaparib
as a maintenance treatment in relapsed HGSOC patients
(including patients with primary peritoneal and/or fallopian tube
cancer) or high grade endometrioid cancer with BRCA mutations
(documented mutation in BRCAL or BRCA2 that is predicted to
be deleterious or suspected deleterious [known or predicted to
be detrimental/lead to loss of function]) who had responded
following platinum based chemotherapy.

12. Key inclusion criteria

Ages Eligible for Study: 18 Years to 130 Years (Adult, Older
Adult)

Sexes Eligible for Study: Female
Accepts Healthy Velunteers: No
Inclusion Criteria:

Patients must be > 18 years of age.

e Female patients with histologically diagnosed relapsed
high grade serous ovarian cancer (including primary
peritoneal and / or fallopian tube cancer) or high grade
endometrioid cancer.

e Documented mutation in BRCA1 or BRCA2 that is
predicted to be deleterious or suspected deleterious
(known or predicted to be detrimental/lead to loss of
function).

e Patients who have received at least 2 previous lines of
platinum containing therapy prior to randomisation

For the penultimate chemotherapy course prior to enrolment on
the study:

o Patient defined as platinum sensitive after this

treatment; defined as disease progression greater than
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6 months after completion of their last dose of platinum
chemotherapy

For the last chemotherapy course immediately prior to
randomisation on the study:

e Patients must be, in the opinion of the investigator, in
response (partial or complete radiological response), or
may have no evidence of disease (if optimal
cytoreductive surgery was conducted prior to
chemaotherapy), and no evidence of a rising CA-125,
following completion of this chemotherapy course

e Patient must have received a platinum based
chemotherapy regimen (e.g. carboplatin or cisplatin)
and have received at least 4 cycles of treatment

e Patients must be randomized within 8 weeks of their
last dose of chemotherapy

Maintenance treatment is allowed at the end of the penultimate
platinum regimen, including bevacizumab

13. Investigational medicinal product,
method of administration, strength

Lynparza (olaparib), oral, 100 and 150mg green, film-coated
tablets

14. Comparator, dose, method of
administration, strength

Placebo controlled trial: tablets with appearance to match each
strength of olaparib

15. Concomitant therapy

n/a

16. Efficacy endpoints

Outcomes/endpoints

Primary outcome variable:

PFS: the time from randomisation until the date of objective
radiological disease progression according to modified RECIST
1.1 or death (by any cause in the absence of progression)
regardless of whether the patient discontinued randomised
therapy or received another anti-cancer therapy prior to
progression

17. Safety endpoints

Safety outcome variable:

AEs, SAEs, DAEs, OAEs, laboratory vital signs and ECGs

18. Statistical methods

PFS was analysed using a log-rank test stratified by response to
previous platinum chemotherapy (CR or PR), and time to disease
progression (>6 to 12 months and >12 months) in the
penultimate platinum-based chemotherapy prior to enrolment
and using the Breslow approach for handling ties. The HR and Cl
was estimated from a Cox Proportional Hazards model (with ties
= Efron and the stratification variables as covariates) and the Cl
was calculated using a profile likelihood approach. The HR
(olaparib vs placebo) together with its corresponding 95% Cl and
p-value was presented (an HR less than 1 represented the
reduction in risk for those patients allocated olaparib). Kaplan-
Meier (KM) plots of PFS were presented by treatment group.
Where the observed p-value for treatment difference was

<0.025 (1 sided), the result was regarded as statistically
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significant. As censoring rules in the primary analysis, PFS was
defined as the time from randomisation until the date of
objective radiological disease progression according to RECIST or
death (by any cause in the absence of progression) regardless of
whether the patient discontinues randomised therapy or
receives another anticancer therapy prior to progression (i.e.
date of RECIST progression/death or censoring — date of
randomisation + 1). Patients who have not progressed or died at
the time of analysis, or who progress or die after two or more
missed visits, are censored at the latest evaluable RECIST
assessment, or day 1 if there are no evaluable visits. If the
patient has no evaluable visits or does not have a baseline
assessment they will be censored at day 1 unless they die within
two visits of baseline (25 weeks allowing for visit window).

19_ Demographic data Of the Study ::Is):l:ei(:::)z (tablet formulation): Summary of demographic and patient characteristics at
population (sex, age, race, etc.) . — T Olaparib300mgbd  Placebo
(N=196) (N=99)
Demo(_;rapllics - B o =
Age (years)
Mean (SD) 57.0 (9.20) 56.6 (5.90)
Madian (range) 56.0 (28-83) 56.0 (39-78)
Age group (years), n (%)
<50 38 (19.4) 25 (25.3)
250 to <65 118 (60.2) 52 (52.5)
265 40 (20.4) 22 (22.2)

_OI;anb 300 mg_b; Plac_nb;_

(N=196) (N=99)
Race, n (%)
White 173 (88.3) 91 (91.9)
Black/African American 1(0.5) 0
Aslan 22 {11.2) 7(7.1)
Other Q 1(1.0)
Ethnic group, n (%)
Hispanic or Latino 10 (5.1) 1(1.0)
Not Hispanic or Latino 186 (94.9) 98 (99.0)
Diseose charactaristics
ECOG performance status, n (%)
(0) Normal activity 162 (82.7) 77 (77.8)
(1) Restricted activity 32(16.3) 22 (22.2)
(2) In bed $50% of the time 0 0
Unknawn 2{1.0) 0
Histology type, n (%)
Serous 183 (93.4) 86 (86.3)
Endometroid 9 (4.6) 8(8.1)
Mixed, epithelial 3(1.5) 4 (4.0)
Other 0 1(1.0)
Serous, papilliferum, endometrioid 0 1(1.0)
Missing 1 (0.5) o]
Baseline CA-12S value, n (%)
SULN 160 (81.6) 89 (89.9)
>ULN 34 (17.3) 10 (10.1)

Missing 2(1.0) 0
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Tumour charactaristics

Primary tumour location, n (%)

Ovary 162 (82.7) 86 (86.9)
Fallopian tube 13 (6.6) 4 (4.0)
Primary peritoneal 18 ({9.2) 9(9.1)
Other 2(1.0) [}

Missing 1(0.5) 0
::t;:lri\::’wr:t:\o/:rget lesions >2¢m diameter at 30 (15.3) 18(18.2)
Previous traatments

Response ta previous platinum chemotherapy

(recorded at randomisation by IVRS)?, n (%)

PR 105 (53.6) 52 (52.5)
CR 91 (46.4) 47 (47.5)
Time to disease progression in the penultimate

platinum-based chematherapy prior to enrolment

{recarded at randomisation by IVRS), n (%)

>6 to <12 months 79 (40.3) 40 {40.4)
»>12 months 117 (59.7) 59 (59.6)
Time from previaus platinum chemotherapy to

randarmisation, n (%)

<8 weeks 187 (95.4) 97 (98.0)
>B weeks 8(4.1) 2(2.0)
Missing 1(0.5) 0

Prior use of bevacizumab, n (%)

Yes 33 (16.8) 20 (20.2)
No 163 (83.2) 79 (79.8)

20. Efficacy outcomes

The efficacy analysis was performed after 187 investigator
assessed events of disease progression or death (63% maturity:
107 [55%] of 196 in the olaparib group vs 80 [81%] of 99 in the
placebo group). The actual number of progression-free survival
events was five (2:-6%) fewer than the number detailed in the
statistical plan (~192 events). The median follow-up for
progression free survival (time from randomisation to date of
censoring) was 22-1 months in the olaparib group and 22:2
months for placebo. Investigator-assessed median progression-
free survival was significantly longer in the olaparib group than
in the placebo group (19:1 months with olaparib vs 5-5 months
with placebo; HR 0-30 [95% CI 0-22-0-41], p<0-0001; figure 1A).
According to the Kaplan-Meier survival estimator, 12-month
progression-free survival was 65% in the olaparib group versus
21% in the placebo group; 24-month progression-free survival
was 43% versus 15%. The sensitivity analysis of progression free
survival: ascertainment bias by blinded independent central
review (151 events in 295 patients: 81 events in 196 patients in
the olaparib group and 70 events in 99 patients in the placebo
group; 51% maturity) also showed that median progression-free
survival was significantly longer in patients receiving olaparib
than in those given placebo (30-2 months vs 5:5 months figure
1B). A sensitivity analysis that adjusted conservatively for
informative censoring was done to determine the potential
effect of informative censoring on the results by blinded
independent central review. Prespecified subgroup analyses

included subgroups who had or had not received bevacizumab
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therapy before their final platinum regimen prior to
randomization and patients who had a Myriad-confirmed
deleterious, or suspected deleterious, BRCA1/2 mutation as part
of this trial. Overall, PFS across all subgroups was nominally
statistically significantly longer in the olaparib arm compared
with the placebo arm; large reductions in the risk of progression
or death in olaparib-treated patients (ranging from 48% to 86%)
were observed across all the pre-specified subgroups. No
subgroup derived a differential benefit compared with the
overall population.
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Figure 1. Kaplan-Meier estimates of progression-free survival by (A)
investigator assessment and (B) blinded independent central review
HR= Hazard ratio

21, Safety outcomes

The median total duration of treatment was 19-4 months for
olaparib and 5-6 months for placebo. The most common adverse
events of CTCAE grade 1-2 in both groups were nausea, fatigue
or asthenia, vomiting, abdominal pain, and diarrhoea (table 1).
However, the overall incidence of grade 3-5 adverse events was
low in both groups. The most common adverse event of 2grade
3 severity in the olaparib group was anaemia (table 1). 35 (18%)
patients in the olaparib group had a blood transfusion compared
with one (1%) in the placebo group. The incidence of
neutropenia and thrombocytopenia of grade 3 or worse severity
did not differ between the groups (table 1). Serious adverse

events were experienced by 35 (18%) patients in the olaparib
group and eight (8%) patients in the placebo group. The most




common serious adverse events in the olaparib group were
anaemia (seven [4%)] patients), abdominal pain (three [2%)]
patients), and intestinal obstruction (three [2%] patients). The
most common in the placebo group were constipation (two [2%)]
patients) and intestinal obstruction (two [2%] patients).

One (1%) patient in the olaparib group had a treatment-related
adverse event (acute myeloid leukaemia) with an outcome of
death (grade 5).

There were no other adverse events leading to death. The
incidence in the safety population of acute myeloid leukaemia,
myelodysplastic syndrome, and chronic myelomonocytic
leukaemia during the study and long-term follow-up was four
(2%) patients in the olaparib group (two [1%)] acute myeloid
leukaemia, one [1%] myelodysplastic syndrome, and one [1%]
chronic myelomonocytic leukaemia) and four (4%) patients in
the placebo group (one [1%] acute myeloid leukaemia and three
[3%] myelodysplastic syndrome). Overall, the incidence of all
secondary malignancies during the study and long-term follow-
up was six (3%) patients in the olaparib group and five (5%)
patients in the placebo group. The frequency of adverse events
leading to dose interruptions was higher in the olaparib group
than in the placebo group (table 2). Similarly, dose reductions
following adverse events were more common in the olaparib
group than in the placebo group (table 2). A greater proportion
of patients in the olaparib group discontinued study treatment
because of toxicity than in the placebo group (table 2). Anaemia
(six [3%] patients) and neutropenia (two [1%] patients) were the
most common adverse events leading to discontinuation in the
olaparib group. Adverse events that led to discontinuation in the
placebo group were invasive ductal breast carcinoma (one [1%]
patient) and thrombocytopenia (one [1%)] patient).
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Olaparib (n=195) Placebo (n=99)
Grade 1-2 Grade3  Grade4  Gradel-2 Grade 3 Grade 4
Any adverse event 120(62%)  63(31%) 8(4%) 76{77%) 15(15%) 3(3%)
Non-haermatologicat
Nautea 143 (73%) 53%) 0 33(33%) o o
Fatigue or asthenia® 120 (62%) 8(an) 0 37(37%) 2(%) ©
Vomiting 68 (35%) SE% 0 18 (18%) 1(1%) (]
Diarthoea 62 (32%) 2(1%) 0 20 (20%) [} 0
| Dysgeusia 52(27%) o 0 7(7%) (4 [
| Hexdache 48 (25%) 11%) o 13 (13%) 0 0
| Abdominal pain 42 (22%) SE%)  © 2B(28%) i o
| Decreased appetite 43 (22%) [V 0 u(ux) [} [}
Constipation 40 (21%) 0 [} 20 (20%) %) o
Cough 32(16%) 1(1%) © 5(5%) (] [
Acthralgia 29 (15%) 0 0 15 (15%) 0 0
Pyrexia 26 (13%) 0 0 6 (6%) [} 0
Dizziness 25(13%) 1a%) 0 5(5W) ° 0
Dyspnoea 21(11%) 10%) © 1(1%) [ 0
Back pain 22 (1a%) 0 [} 11 (11%) 20m) o
Dyspepsia 22 (11%) Q 0 8 (Bw) (] (1]
Abdominal painupper  21{11%) ° o 12 (12%) [} o
Rasopharyngitis 21(11%) 0 [ 11 (11%) [} 0
Udnary tract infection. 17 (9%) 11%) © 10 (10%) (] 0
Haematologscal
Ansemiat 47 (24%) 36 (1B%) 2(1%) 6({6%) 2(2%) (]
Neutropenia$ 28 (14%) 8(a%) 2(1%) 2(2%) 3(3%) 1(1%)
|  Thrombocytopenia§ 25 (13%) 2(1%) o 2(2%) (1%) 0
| Hypomagnememia 28 (14%) 0 0 10 (10%) [ 0
‘ Biood creatinme 21 (1K) [ [} 1(1%) 0 ]
increased
Lewcopenia 17 (9%) 2% 1(1%) 1(1%) ) [
Grade 12 sdverix cvaity, p dast jexghed o ron-hassatolagical g 1 2t lersd 10% of patients i
mmmmu:MWmMMy&)d;ﬁdeﬁhﬂ’ﬂS
‘ mmmwwnhhubpthmhunnﬁlmmunwmhw
Atk ieA ) preteried berrom bor sorme adverse events have be with fatique and
| pattents with sthents. mmsp.mw‘ ia, | gobin c d, bt —"mmdm |
| cull count deowad. Hindhudes patieritt with febriln reutropenia, neuticpenk s wlmu-l
| mthdynmmﬂmmwm_m Y P
lI count decrexsed.

Table 1 Adverse events

Otaparib (n=195) Ptacebo (n=99)
Median rciabve dose intensity” 98-4% (847-99-9) 99-4% (98-1-100-0)
Median daily daose (g} 597 6 (541 3600 0) 598.4 (593 0-600 0)
Dose intermsptions BB (a5%) 18 (18%)

Dose reductions 49 (25%) 3(3%)
Discontinuabons 21 (11%} 2(2%)

Data are medlan (K)R) or 11 (%) ~5ee appendix p7 for further detalts on the retative doze Intenaity

Table 2 Dose modifications and discontinuations owing to adverse
events

22, Conclusion (findings)

PFS benefit has been confirmed in patients with germline BRCA
mutated high grade serious PSR ovarian cancer in the Study
50L02 conducted with tablet formulation and further long-term
data have been provided in patients with high grade serous PSR
ovarian cancer regardless the BRCA mutation status in the Study
19 conducted with the capsule formulation. Study 19 data
support the indication in patients including patients beyond
gBRCA mutated tumours.

Efficacy in non-mutated BRCA patients has only been provided




33
9

based on Study 19 results, for patients with high grade serous
ovarian cancer. However, consistent results have been reported
in the SOLO2 study for patients with high grade serous or
endometrioid cancer. In addition, the mechanism of action of
olaparib and recent evidence on the biologic features of high
grade epithelial ovarian tumors support an extension of the
indication from “serous” to other histological types.
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[epexnan 3 auriificbkoi MOBM Ha yKpaiHCBKY MOBY

3BIT

NpPo KAiHiYHe sunpobyBaHHA

vo

1. HasBa nikapcbKoro 3acoby (3a
HasABHOCTI — HOMEP peecTpaLiitHoro
nocBigYeHHn)

NliHnap3a (mixkHapoAHa HenaTeHTOBaHa Ha3ea — onanapub)

2. 3aABHUK Actpa3eHeka Ab / AstraZeneca AB
SE-151 85 Copepran'e
Weeuia /
Stédertdlje SE 151 85, Sweden
3. BUpobHUK Bupo6Huyrteo onanapuby B Tabnetkax (npomix<Huii

BMPOGHMUMIA eTan eKCTPYyAyBaHHA Ta BUpo6HUUKIA eTan nican
eKCTpyAyBaHHA)/KOHTPOIb AKOCTI (Hepo3dacoBaHuii
nikapcbKuii 3aci6)

A66Bi Mlimiten / AbbVie Limited

KM 58 KappeTepa 2 Kpyce [asina bapcenoHera MNyepTo-Piko
(PR) 00617, Cnonyyeni Wratu / KM 58.0 Carretera 2 Cruce Davila
Barceloneta Puerto Rico (PR) 00617 United States

MepBrHHE Ta BTOPMHHE NaKyBaHHA/KOHTPOAb AKOCTi (roTosui
nikapcbkuia 3acié)/sunyck cepii

Actpa3eHeka tOK NlimiTep, / AstraZeneca UK Limited

Cink Poap BisHec Mapk, Makkacoing, SK10 2NA, Benuka
Bputania / Silk Road Business Park, Macclesfield, SK10 2NA,
United Kingdom)

4. MposeneHi 4oCNIAKEeHHA:

m TakK

1) TMN nikapcbkoro 3acoby, 3a AKUM

nposoaunaca abo nnaHyeTbca peecTpauis

NiKapcbKuit 3acib 33 NOBHUM A0CLE (aBTOHOMHUM [OCHE)

5. [ToBHa Ha3Ba KAiHiYHOrO
BUNPOBYBaHHA, KOAOBaHUI HOMep
KAiHiuHOro BUNpobyBaHHA

SOLO-2, PanpomizoBaHe, nogginHe cnine naauebo-
KOHTPOAbOBaHe gocnigeHHs dasu Il nigrpumyBanbHoT
MoHOoTepanii onanapMbom y NaLiEHTOK i3 YYyTAMBUM A0
npenaparie NAaTUHW PEUNAMBYIOUMM PAKOM AEYHUKA 3
MyTauieto reHa BRCA 3 noBHOI0 260 YacTKOBOIO BiANOBIAAM0
nicna nposeaeHHsA ximioTepanii Ha OCHOBI Npenaparis NNaTUHNM,
D0816C00002

6. ®a3a KniHiuHoro BUNpobyBaHHA

7. Mepiog npoBedeHHA KAIHIYHOTO
BMNpoOyBaHHA

303.09.2013 no 30.04.2020 (ouikyBaHa AaTa 3aBeplIEHHA
LOCNigKEeHHA) BKNKOYHO.

8. KpaiHu, ge nposogmnoca KniHiuxe
sunpobyBaHHA

ABcTpanis, Benbria, bpasunia, KaHaga, ®paHuia, HimeuunHa,
I3paine, ITanis, AnoHia, Pecnybnika Kopes, HiaepnaHaw,
Monbuwa, Pocilickka ®epepauin, IcnaHis, Bennka bputadisa,
Cnonyyeni Wratn Amepurku
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9. KinbKicTb focnigmysaHnx

3annaHoBaHa: 264
dakTnéina: 295 paHAOMI30BaHa NaUieHTKa/294 NauieHTOK, AKi
OTPMMANN NliIKyBaHHA

10. MeTa Ta BTOPWHHI Lini KAiHiYHOro
BMNPOOYBaHHA

OcHOBHa merTa:

OuiHUTK BUXMBaHIcTb 6e3 nporpecysaHHa (BEM) 3a gaHumun
OLiHKK A0CNIAHMKOM 32 BUKOPUCTAHHA MOANOIKOBaHUX
KpuTepiis OuiHKM BigMOBIAI CONIAHUX NYXANH Ha NiIKYBaHHA
(Response Evaluation Criteria in Solid Tumors, ckopo4yeHo
RECIST) Bepcii 1.1 [nepioa: Pagionoriuxi gocniasKeHHn
NPOBOAMAN Nepes, NOYATKOM OC/IAKEHHS, Yepes KoXKHi 12
TUMKHIB (11 TMXKAEHb) NPOTATOM 72 TUXKHIB, NOTIM Yepe3 KOXHi
24 TWKHI (£1 TMXRAEHb) A0 06’ EKTUBHOrO NporpecyBaHHnA
3aXBOPIOBAHHSA 32 pe3ynbTatamMuy pagionorivHoro AoCAiSMKEeHHA.

3a suskuBaHicTio 6e3 nporpecysaHHa (BBM), ouiHeHo 33
NaHUMM OLIHKM AOC/IAHUKOM 33 BUKOPUCTAHHA MOANGIKOBaHMX
KpuTepiie ouiHKK BiANOBIAI CONIZHUX NYXAUH Ha NiKYBaHHA
(RECIST) Bepcii 1.1, BU3HaUMTU ebEKTUBHICTb NigTPUMYBaNbHOI
MOHOTepanii onanapmbom y NopiBHAHHI 3 nnauebo 8 NauieHToK
i3 YyTAMBMM L0 NpenapaTis NAaTUHN PeunanBYIOHUM PAKOM
AEYHMKA 3 MyTaLli€to reHa BRCA 3 nosHoto abo 4acTKOBOO
BiANOBIAA NicNA npoBeAeHHA XimioTepanii Ha OCHOBI
npenapaTis NAaTUHN.

MeTa ouiHKK 6e3nexu:

OuiHnT 6e3neyHicTb | nepeHOCUMICTb NiATPUMYBaNbHOT
MOHOTepanii onanapubom y NaLieHTOK i3 YyTAMBUM A0
npenapaTie NAaTMHU PELUUAUBYIOHUM PAKOM AEUHUKA 3
myTaujieto reHa BRCA 3 noBHoto abo 4acTKOBOIO BiAnosiaato
nicna NnpoBefAeHHsA XimioTepanii Ha OCHOBI NpenapaTiB NNaTUHMW.

11. Au3aiH KnidiyHoro BunpobyBaHHA

Lle 6yno paHgomisoBaHe noagiiHe caine naauebo-
KOHTpONbOBaHe HaraToLeHTpoBse aocaigskeHHa ¢asu Il gna
OUiHKK edpeKTnBHOCTI onanapmby sk niaTpumysanbHOI Tepanii'y
nauieHToK i3 peumnameom 3a HGSOC (BKAOYHO 3 NALEHTKaMM 3
nepBUHHUM NEePUTOHeaNbHUM pakom Ta/abo pakom danoniesux
TPYO) UM 3 eHAOMETPIOTAHUM PAaKOM BUCOKOTO CTYNEHA 3
myTauismn BRCA (goKyMeHTaNbHO NiATBEPAXEHa MyTaLiA
BRCA1 uu BRCA2, w0 33 NPOTrHO3amMM € 3ryBHOO UM CNPUYMHAE
nigo3py woAao 3ry6Hoi aii [Bisoma um nporHososaHa 3rybHa
nia/cnpuunHne BTpaty GyHKLIi]), aKki gocarHyau signosigi nicas
ximioTepanii Ha OCHOBI NpenapaTie NAaTUHWU.

12. OCHOBHi KpuTepii BKAKOYEHHA

BiK naujieHTOK, KOTPi NiAX0AATb ANA BKAIOYEHHA B AOCNIAMKEHHA:
Bia 18 oo 130 pokis (gopocni NauieHTKW, NaLEHTKN NITHLOTO
BiKyY).

CTaTb nauieHTIB, KOTPI NIAXOAATL ONA BKAIOYEHHA B
lpocnigxeHHa:  HiHo4a

MoskausicTb Habopy B AOCNIAXKEHHA 300POBMX A06POBOIbLLB!




Hemae
Kputepii BKAOYEeHHA:
MNayieHTKam mae BUNOBHUTUCA 18 POKiB.

e [lauieHTKK 3 NigTBEPOXKEHUM FICTONOTIYHUM METOA0M
peuuamnByounMM CepO3HUM PAaKOM AEYHUKA BUCOKOTO
CTyNeHs 3/10AKICHOCTI (BKJTIOYHO 3 NEPBUHHUM
NepUTOHEaNbHUM PaKoM Ta/uu pakom MaTKOBOI Tpy6H)
abo eHAOMETPIOIAHUM PaKOM BUCOKOrO CTyneHa
3710AKiCHOCTI.

e 3agoKymeHTOBaHa MyTauin B reHi BRCA1 abo BRCA2,
WO, AK NPOTrHO3YOTb ab0o NifO3PIITL, € WKIANNBOID
(uio, AK Bigomo abo 3a NPOrHo3amu, 3anNoAitoe
WKoAay/npu3BOAUTL A0 BTPaTH GyHKLI).

o [lauieHTKM, KOTPI Nepes paHAOMI3aLLE OTPUMANN Xoua
6 2 nonepegHi niHii Tepanii Ha ocHOBI NpenaparTis
NAaTUHM.

MauieHTKM nicaa NpoBeAeHHA iM NepeocTaHHbLOro Kypey
XimioTepanii nepeg, BKAKOYEHHAM Y JOCAIAMKEHHA

e TlauieHTKa NoBUMHHaA ByTK YyTAMBOIO [0 Npenapartis
3aXBOPIOBAHHA MOe NPorpecyBaT Binblie Hix yepes 6
MICALLIB 3 MOMEHTY OTPUMAaHHA HeK ximioTepanii Ha
OCHOBI NpenaparTiB NJIaTUHW BOCTAHHE.

MauieHTKKU nicna npoBeAeHHA iM OCTaHHBOTO Kypcy ximioTepanii
H6e3nocepeaHbO Nepes pPaHAOMI3aLIEID B AOCNIOKEHHI:

e [licna 3aBeplIeHHA LUbOro Kypcy ximiorepanii B
NauieHTOK, 3@ pesy/bTaTamMm OLHKHK, NPOBeAeHOT
LOCNigHMKOM, NOBUMHHa ByTH Bignoeiab (Y4acTkosa abo
NnoBHa BiANOBiAb, NiATBEPAKEHA A3aHUMMU
PaZioNoriyHOro gocnigxeHHs), abo He NOBUHHO ByTK
OAHWX O3HAK 3aXBOPIOBaHHA (Y BUNaAKy NpoBeAeHHA
nepea ximioTepanicto oNTUManbLHOT LMTopeayKu;l) i
XOAHUX NPOABIB NigsuLLeHHA piBHA CA-125.

e [lauieHTKa NOBMHHA OTpUMAaTH Xo4a 6 4 unKkAn
XimioTepanii Ha ocHosi npenapaTis nNaTUHK
(Hanpuknag, kapbonnaTuHy abo LMCNAATUHY).

e [auUieHTKW NOBUHHI BYTU paHAOMI30BaHi He Binblue Hixk
yepes 8 TUXKHIB NiciA OTPUMaHHA HAMM XimioTepanii
BOCTAHHE.

MigTpUMyBanbHY TEPANio MOXHa PO3NOYMHATH HANPUKIHL
nepeaoCcTaHHbOro Kypcy Tepanii Ha OCHOBI Npenaparis NAaTUHMU,
BKNIOYHO 3 BeBaumnsymabom.

13. fJocnigxyBaHWi nikapcbkui 3acib,
cnocib 3acTtocysaHHA, cuna aii

VliHnap3a (onanapub), nepopasibHO, TabneTkn 3eneHoro
KOJIbOPY, BKPUTI NAiBKOBOK 060/10HKO00, No 100 mri 150 mr.

14. Npenapat NOpPiBHAHHA, A03a, cnocib
3aCToCyBaHHA, cuna Aaji

Mnaueb0-KOHTPOIbOBaHE AOCAIAXKEHHA: TabneTky, Wo 3a CBOIM
30BHILIHIM BUIAAOM € CXOXKMMM Ha TabneTkn onanapunby
KOMHOr0O A03yBaHHA.

15. CynyTHA Tepanin

He npoeoantbCa




16. Kputepii ouiHKM epeKTUBHOCTI

Pe3ynbTaT/KiHUEBI TOYKM

MepBUHHA 3MiHHA:!

BBM: yac Big, paHAomi3auii 4o AHA 06'eKTUBHOrO NPOrpecyBaHHA
3aXBOPIOBAHHA 338 AAaHUMU PaLi0N0rNYHOrO AOCNIAMKEHHSA, WO
OLiHIOBANOCA 33 BUKOPUCTAHHA MoandikoBaHux Kputepiis
OLHKM BIANOBIA] cONigHUX NyX1UH Ha AikyBaHHA (RECIST) Bepcii
1.1, abo go cmepTi (3 6yAb-AKOT NPUYUHWU, KOAN HEMAE
NpOrpecyBaHHA), HE3AIEXKHO Big TOTO, UM NaLiEHTKa A0
NPOrpecyBaHHA 3aXBOPIOBaHHA NPUNUHUTL OTPUMYBATU
paHgoMi30BaHy Tepanito abo oTpumyBaTume iHLyY
NPOTUNYXANHHY Tepanito.

17. KpuTepii ouiHkm 6e3neku

3MiHRI npu ouiHWi 6e3neKku:

HebaxkaHi asuiua (HA), cepito3Hi HeGaxkaHi asuwa (CHA),
HebakaHi ABMLa, Wo NoTpebyioTb CKACyBaHHA npenapary, iHwi
Heba)kaHi ABMLLA, BUSHAaUYEHHSA OCHOBHMX i3ioNoridHMX
nokasHukie y nabopatopii Ta peectpauii EKT.

18. CTaTUCTUYHI MeToau

BB aHanisyBasu 3a BUKOPUCTAaHHA NOrPaHroBOro Kputepito,
cTpaTndikoBaHOro 3a BiANOBIAAID Ha NonepeaHIo XimioTepanito
Ha ocHoBi npenapartis niatuHu (B abo YB) i yacom Ao
nporpecysaHHA 3aXBOPOBaHHA (8ig, >6 oo 12 micauis i >12
MiCALB) Npy NpoBegeHHI NepeAOCTaHHLOIO Kypcy XiMioTepanil
Ha OCHOBI Npenapartie NAaTMHU neped Habopom NaLiEHTOK Y
[0CNiAKEHHA, BUKOPUCTOBYIOUN MeToq, bpecnoy ana
NOBTOPIOBaHMX AaHuMX. BigHoweHHsA pusukis (HR) i Ol ouiHioBanm
32 BUKOPWUCTaHHA Moaeni NponopuiitHux pusunkie Kokca
(srkopucToBYIOuM MeTo EdbpoHa gna NOBTOPIOBAHMX A@HUX i
3miHHi cTpaTudikauii Ak koBapiaTu). [ pospaxosBysanu yepes
npoodinb GyHKLUT npasgonoaibHocTi. byno npeacrasneHe
BiAHOWEHHs pu3KMKie (ana onanapuby i nnauebo) pasom i3
signosigHnm 95 % [ i p-3HauyeHHAM (BiAHOLWEHHA PUIUKIB
MeHwe 1 cBigYMN0 Npo 3MEeHLEHHA PU3NKY B NALIEHTOK,
KOTpuM 6yB Npu3HayeHni onanapub). na KOXKHOI rpynu
NnikyeaHHA byna npeactasneHa nobygosaHa meTtoaom KannaHa-
Meitiepa kpvBa BB, KWO p-3HaYeHHA ANA PisHUX Tepanil, Wo
cnocrepiranoca, 6yno <0,025 (04HOCTOPOHHIN TecT), pesyabraT
BBAYKaBCA CTaTUCTUYHO 3HAYyLWMUM. AIK BUKNIOYHI npasuna y
nepevHHOMY aHani3i, BBM BU3Hauanu AK vac Big paHgomisaLii
10 AHA 06’EKTMBHOIO NporpecyBaHHA 3aXBOPIOBaHHA 33 JaHUMMU
paaioNoriYHOro AoCNiAKeHHA, WO OLiHIOBANOCA 3a
BMKOPUCTaHHA KpuTepiiB OLIHKM BiANOBIAI CONIAHUX NYX/IUH Ha
nikyeawHa (RECIST), abo go cmepTi (3 Bysb-AKOT NPUYMHU, KON
HEMaE nporpecyBaHHA), HE3a/1eXHO Bifg TOro, UM NaLieHTKa A0
nporpecyBaHHA 3axBoploBaHHA (TO6TO AHA NporpecyBaHHA 3a
KpuTepiamu RECIST/cmepTi abo gHA UEeH3YypyBaHHA AaHUX
paHaomizauii + 1 geHb) NPUNUHUTD OTPMMYBATU PaHAOMI30BaHY
Tepaniio abo oTpuMyBaTUME THLWY NPOTUNYXAWMHHY Tepanito. faHi
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Bif, NaUiEHTOK, YXE 3aXBOPIOBAHHA He nporpecysanc, abo ki He
nomepAn Nig Yac nposBedeHHsA aHanisy, abo YMe 3axBOPIOBAHHA
nporpecysano, abo KOTpi Nnomepau nicns Toro, Ak 6ynu
nponyuweHi aAga uun Ginblie Bi3UTIB, LEH3YPYIOTLCA Nif Yac
nposeaeHHA OCTaHHbOT OLIHKM AaHMX, WO NigAaoTbCA OLLHL 33
BUKOPUCTaHHA KpuTepiis RECIST, abo B aeHb 1y BUnagKy
BiZCYTHOCTI Bi3UTiB, Mig yac akux 6yau ogepxaHi AaHi, Wwo
niaaaoTheA oUiHLI. AKWO B NALEHTKN HEMAE Bi3UTIB, Nid 4ac
AKX Bynn oaepsKaHi AaHi, Wo niafaloTees ouiHui, abo AKWO i
He NPOBOAM/M OUIHKY Mepes NoYaTKoM A0CNiAKeHHs, AaHi Bif,
HeT uLeH3ypyBaTUMyTbCA B AeHb 1, AKWO BOHa He nompe He
Ginblue HIX 33 ABa Bi3UTU A0 NOYBTKY LOCNIAKEHHA (BIKHO
Bi3UTIB MOe ByTn 25 TUXKHIB).

19. flemorpadiyHi NOKa3HUKM

TOWO)

nocnigxKysaHol nonyaauii (ctaTb, BiK, paca

'Tabauua 6: SOLO2 (tabnetoBaHa popma): Pestome
\iaemorpadivHMX AaHUX Ta XapaKTEPUCTUK MaLiEHTIB Ha NOYaTKY
ru,ocni,cl,mel-um (NosHa BubipKa gna aHanisy)

Onanapub Mnaue6o
300 mr gBiviHa (N =99)
f06y
(N = 196)
DemorpadiyHi gani
BiK (poKu)
CepefHe 3HayeHHa (CB) 57,0(9,20) 56,6 (8,90}
MegjaHa (aiana3on) 56,0 (28-83) 56,0 (39-78)
BikoBa rpyna (poku), n (%)
<50 38 (19,4) 25 (25,3)
Big 2 50 no < 65 118 {60,2) 52 (52,5)
265 40 (20,4) 22 (22,2)
Paca, n (%)
Binowkipi 173 (88,3) 91(91,9)
TemHowWKipi/adppoamepuKkaHLi 1(0,5) 0
Asiati 22 (11,2) 7(7,1)
IHLWi 0 1(1,0)
ETHiYHA rpyna, n (%)
NatuHoamepuKaHu,i 10 (5,1) 1(1,0)
IHWi 186 (94,9) 98 (99,0)
XapaKTepucTUKa 3aXBOpPHOBaHHA
3aranbHuit cTaH 3a ECOG, n (%)
(0) HopmasnbHa aKTUBHICTb 162 (82,7) 77 (77,8)
(1) O6merkeHa aKTUBHICTb 32 (16,3) 22(22,2)
(2) 3HaxomeHHA B Nixkky 250% O 0]
yacy
Hesigomo 2(1,0) 0
FicTonoriyHnii Tun, n (%)
CeposHuit 183 (93,4) 86 (86,9)
EHpomeTpioigHuit 9 (4,5) 8(8,1)
3miwaHuii, enitenianbHUA 3(1,5) 4 (4,0)
IHWe 0 1{1,0)
Cepo3HuiA, NaninapHuUi, 0 1(1,0)
eHAOMETPIOIAHWM
Hesigomo 1(0,5) 0

3HayeHHs CA-125 Ha noYaTKy
SocnigKenHs, n (%)
< BMH 160 (81,6) 89 (89,9)
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>BMH 34 (17,3) 10 (10,1)
Hesigomo 2(1,0) 0
Onanapub MNnaye6o
300 mr gBiviHa (N =99)
Aoby
(N = 196)
XapaKTepuUCTUKN NYXAUHN
JloKani3auia nepsuMHHOI NYXAWHA,
n (%)
AEUHMK 162 (82,7) 86 (86,9)
danoniesu Tpybu 13 (6,6) 4 (4,0)
MepBUHHO O4epeBKHa 18(9,2) 9(9,1)
IHWe 2(1,0) 0
Hesigomo 1(0,5) 0
MNavuieHTV 3 UinboBUM ypaxeHHam 30 (15,3) 18 (18,2)
AiaMeTpom =2 CM Ha NOYaTKy
JocnigxeHHa, n (%)
MonepegHe nikyBaHHA
Bignosigb Ha nonepeaHio
ximioTepaniio npenapartamu
nAaTMHK (3apPeeCcTPoBaHO Nig Yac
paHgomisauii 3a 4oNoMOoroo
IVRS)?, n (%)
4B 105 (53,6) 52 (52,5)
ns 91 (46,4) 47 (47,5)
Yac Ao nporpecyBaHHA
3axBOPIOBaHHA Nig, Yac
nepeaoCcTaHHbOI XimioTepanii
npenapaTtamu NAaTWHW nepepg,
BK/IOUYEHHAM (3apeecTpoBaHo nig,
Yyac paHaomisaLii 3a 4onoOMOoroo
IVRS), n (%)
Big > 6 0o < 12 micaujis 79(40,3) 40 (40,4)
> 12 micauis 117 (59,7) 59 (59,6)
Yac Big nonepesHbOI
ximioTepanii npenapaTtamu
nAaTMHW 4o paHgomizauii, n (%)
<8 TUKHIB 187 (95,4) 97 (98,0)
>8 TUKHIB 8(4,1) 2(2,0)
Hesigomo 1(0,5) 0
MonepedHe 3acToCyBaHHA
6esaumnsymaby, n (%)
Tak 33(16,8) 20 (20,2)
Hi 163 (83,2) 79 (79,8)

20. Pe3ynbtaTv ePeKTUBHOCTI

AHani3 epexTsHOCTI 6yB NpoBeAEHWUIA NiCAA TOTO, AK AOCNIARMK
oujiHune 187 Bunaakis nporpecyBaHHA 3axBoproBaHHa abo cmepri
(nicna otpumarHa 63 % ganux, y 107 [55 %] 3i 196 nauieHTOK ¥
rpyni, wo otpumysana onanapmb, i y 80 [81 %] 3 99 naujeHTOK Y
rpyni, Aka oTpumysana nnauebo). PakTUUHO BUNaAKiB
BUXKMBAHOCTI 6e3 nporpecysaHHa 6yno Ha n’aTb (2,6 %) meHwe
HiXX BYN0 BKa3aHO B CTaTUCTMUHOMY naaHi (6in3bko 192
BMNagKie). MeaiaHa nepiofy NopanbLIOro CrnocTepeskeHHa ANa
OLiHKM BMKMBAHOCTI 6e3 nporpecyBaHHa (Yac Big paHaomisau,ii
00 AHA UeH3ypyBaHHA) cTaHosMAa 22,1 micaua B rpyni, Wo
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oTpumyeana onanapub, i 22,2 micaua B rpyni, AKa oTpumyBana
nnauebo. MegiaHa BuxusaHocTi 6e3 nporpecyBaHlHsa, U0
ouiHIOBanaca AOCNiLHUKOM, Byna 3HauHo 6inbLOoIO B rpyni, Wo
oTpuMyBana onanapub aHix y rpyni, Aka oTpumysana nnaue6o
(19,1 micaun npu 3acTocyBaHHi onanapuby i 5,5 micauis npu
3acTtocyBaHHi nnauebo; sigHoweHHA pusukis (HR), 0,30 [95 % A,
0,22-0,41], p<0,0001; pucyHoK 1A). 3a AAHMMMU OLLIHKK
BMXXMBaHOCTI meTofoM KannaHa-Melepa, 12-micayHa
BMXMBaHICTb 6e3 NporpecyBaHHA cknadana 65% vy rpyni, WwWo
oTpumyBsana onanapub, i 21 % y rpyni, Aka oTpumysana
nnaue6o; 24-micAuHa BUKMBaHICTb 6e3 nporpecysaHHA
cknagana 43 % i 15 %. AHani3 4yTNMBOCTi NOKa3HUKA
BUMKWBaAHOCTI 6e3 nporpecyBaHHA 3i 3MiLLEHHAM pe3yabTaTty Npu
3MiHI BUBIPKM NPy OLLHL, AKY NPOBOAWUAN 3aCAINNEHUM
METO0M Y He3aNexHil ueHTpanbHii nabopatopii (151 sunagok
y 295 naujieHToK, 81 asuuie y 196 naujieHToK y rpyni onanapmby
Ta 70 Aasuwy, y 99 nauieHTOK y rpyni naaue6o; 51 % 3pinocTi)
TaKOX MOKA3au, WO MeaiaHa BUKMBAHOCTI 6e3 nporpecysaHHA
6yna 3HaYHO AOBLIOIO Y NALIEHTIB, AKI OTPUMYBanu onanapub
nopisHAHO 3 nnauebo (30,2 micaui npoTn 5,5 micAuis, pUCYHOK
1B). ByB npoBeaeHUI aHani3 YyTAMBOCTI, AKMM BHOCK/IACA
KOHCepBaTVMBHA NonpaBKa Ha iHpopMaTUBHE LIeH3YpPYyBaHHA,
Wob BU3HAYNTM MOXKIUBUI BNANB iIHOOPMATUBHOTO
LLeH3YPYBaHHA Ha pe3ynbTaTh 3acninaeHol OLiHKY, Wo
NPOBO/MAN B HE3A/EXKHIN LeHTpanbHin nabopartopii. OuiHKK B
nonepeaHbO BU3HAYeHUX NiArpynax nposBoanan 8 Libomy
AOCAIOMEHHI B Nigrpynax, Wo oTpuMyBanum Tepanito
6eBaumsymabom nepes NpoBeeHHAM iM OCTaHHbOIO Kypcy
Tepanii Ha OCHOBI NpenapaTiB NNaTUHU, WO NepeayBas
paHAaomi3aLii, abo AKi He oTpumyBanu Uiei Tepanii
Hesaunsymabom, a TAKOXK Yy NALIEHTOK 3i LWKIAIMBOO MyTaLjElo
reHa BRCA1/2, wkianmeictb skoto Hyna nigreeps)xeHa
KomnaHieto «Mipiag» (Myriad), abo 3 nigo3pioBaHoto
WKiANMBOI MyTaujielo reHa BRCA1/2. Y3arani, nokasHuk BBl B
ycix niarpynax 6ys y rpyni, Wo oTpumyeana onanapud,
CTaTUCTUUYHO 3HAYyLWLo BinbWwKm aHiK y rpyni, AKa oTpumyBana
nnauebo; B ycix nonepeaHbO BU3HAYEHUX Nigrpynaxy
nayieHTOK, KOTpi oTpuMyBanun ofanapub, cnocrtepiranoca sHauvHe
3MEHLUEHHS PU3MKY NPOFpecyBaHHA 3axBoptoBaHHA abo
HacTaHHA cmepTi (Big 48 % 0o 86 %). MogHa nigrpyna He
OTPUMana *oaHOT KOpUCTI, Aka He Byna oTpUMaHa B 3aranbHi
nonynsau,ji.




7

A
e .
. — Plaebo
o \ v HALO 30(95% 01 6.22-0 41}, p~0 0001
ey ! =
& "
- L
2
2 (o
2
i .
f | T
g . . | —s)
E by
£ ¥ o
| —
R S e e
| 0
| ] ; i 1 T 1® 2 " P 0 ) %"
Numbes at risk
mumber cerored)
Olapanb 810} 56G)  134(9) MB(12) 10413 8I(6) Bi (1) 3261} 29(63) IBN 2(88) 0(89)
Paebo 7001 i 22(6)  186) 7 (6 1416} zE 70) 63 oQ9) ong oQg)
B
Teki— % — Otaparid
. — Plaiebo
- ;¥ HE0 35 (95% 00 18-0 35), p-0 0001
o Mo |
| - l i S |
£ ™ i
14 \ .
| H 1 Ty
[ —
L |
8 di
[ L -
E’ :
S .
5 =¥ g ——
T T T T t T u 7 J T J
I3 4 12 111 1 n b 7 30 1 kL ‘
atehk Tine viraw caormiution (mantin)
| (rwmber censared)
olpwib 196(0) 176(6) 14B(11) 12808) 112(23) 103(26) 8B(3A) 8237 3086 8BS 3IMI) 1(4)  o(uy)

Plxebo  09(0)  62(6) 26(12) M(I5) 16{15) 14416} 14(16) I11(1B) €@} SE4 o0@9 0@ 009

PucyHoK 1. OUiHKK BUKMBaHOCTI 63 nporpecyBaHHA METO40M
KannaHa-Meitepa (A) gocnigHnkom i {B) 3acninneHum meTozom y
HesasieXHil LeHTpaabHii nabopatopii. HR — BigHOWEHHA pUsuKKiB.

Olaparib — onanapu6; placebo — nnauebo; 95 % Cl — 95 % 1%
progression free survival — BuxuBaHicTe 6€3 nporpecysaHHa; number
at risk (number censored) — KinbKicTb NaLieHTIB Y rpyni pusmKy
(ueHsyposaHa Kinbkictb); time since randomisation (months) — yac 3
MOMEHTY paHaoMmisauii (micaui).

21. PeaynbTatv 6esneku

MegjaHa TpuBanocTi NikyBaHHA cTaHosKAa 19,4 micadi y rpyni,
Lo oTpuMmyBana onanapub, i 5,6 micauis y rpyni, wo
oTpMMyBasa nnauebo. Haitbinbw nowmnpeHumm HebarkaHUMK
ABuWamm 1-2 ctyneHa 3a CTCAE B o60x rpynax 6yna Hy4oTa,
BTOMIOBAHICTb YU acTeHiA, BatoBaHHsA, 6iNb y *KUBOTI Ta giapen
(tabanus 1), MpoTe 3aranbHa YacToTa BUHUKHEHHA HebaxkaHmx
ABKLY, 3-5 cTyneHis 6yna HU3LKOW B 060X rpynax. HainbinbL
nowmpeHnm HebaxaHMm asuLEemM 23 cTyneHa TAXKKOCTI y rpyni
onanapuby 6yna aHemis (tabauua 1). Tpuguatm n’ateom (18 %)
MauieHTKam y rpyni, Wwo oTpnmysana onanapwb, i ogHil (1 %)
naujeHTUi B rpyni, WwWo oTpMMmyBsana nnauebo, byna nposeneHa
remoTtpaHcoysia. YacTtoTa BUHUKHEHHA HeUTponeHii Ta
TpoMbBoLMTONEHIT 3 CTYNHA TAXKKOCTI 360 6iNbL TAKKMX He
BigpisHAnacs mixk rpynamum (tabauus 1), CepiiosHi HebaxaHi
ABULLA BUHMKAM B 35 (18 %) nauieHTOK y rpyni, Wo oTpumyBana
onanapwub, i y Bocbmu (8 %) nauieHTOK y rpyni, Wo oTpumysana
nnauebo. Haibinbll NoWMpeHMmn cepiosHnmmn HebaaHUMmK
ABMLLAMM B rpyni, U0 oTpMMyBana onanapmb, 6yam aHemia (cim
{4 %] naujeHToK), 6inb y kmBoTI (TpK [2 %] NauieHTKM) | KULWLKOBA
HenpoxigHicTs (Tpu [2 %] nauieHTKK). Habinbw nowmpeHumm
ABMLLAMKM B rpyni, Wo oTpumMyBana naauebo, 6yau 3akpen (4Bi
[2 %] naujieHTKN) | KULWKOBA HeNPOXiAHICTb (481 [2 %] naujieHTKK).
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B ogHiei (1 %) nauieHTKu B rpyni, Wo oTpumysana onanapub,
BUHUKNO HebaxkaHe ABULLE, NOB'A3aHe 3 NiKyBaHHAM (rocTpuil
MIENOTAHNI Neitko3), 3 daTaNbHUM HacAiaKoM (5 cTyniHb).
HoaHUX iHWKX HebarkaHUX ABULL, WO NPM3BOAMAN A0 CMEPTI,
He 6yn0. YacToTa BUHUKHEHHSA B AOCAIAKYBaHIU nonynauji
rocTporo MienoigHoOro NeMKosy, MienoamMcnAacTUYHOro
CUHAPOMY | XPOHIYHOTO MIENIOMOHOLIMTaPHOTO NeiKO3y 8 Nepios,
0oCNiaKeHHA | OBrOCTPOKOBOTO NOAANbLWOro CNOCTEPEKEHHA
cTaHoBua YoTupK {2 %) NauieHTKM B rpyni, Wo oTpumyBsana
onanapub (aBa Bunagxku [1 %) rocTporo mMienoigHoro neikosy,
OfMH BMNaAokK [1 %] mienogucnnacTUYHOro cMHApPoOMy i 0AMH
BUNaAoK [1 %] XpOHIYHOro MIENOMOHOUNUTAPHOTO NeiKo3y), i
yoTupw (4 %) nauieHTKm B rpyni, AKa oTpumyeana nnauebo (oauH
BUNA[oK [1 %] rocTporo mienoigHoro Neikosy i Tpy BUNaaKM
[3 %] mienoanMcnnacTMYHOro CMHAPOMY). HacToTa BUHUKHEHHA
BCiX BTOPUHHWX 3/I0AKICHUX HOBOYTBOPEHb Y nepiog
[nocnigKeHHn | OBroCTPOKOBOIo NOAANLILIOTO CNOCTEPEKEHHA
3arasioM CTaHOBMAA WICTb {3 %) NauieHToOK y rpyni, wo
oTpumyBana onanapub, i n'ato (5 %) NauieHToK y rpyni, WO
oTpumMyBana naauebo. HebarkaHi ABMLLA, WO NPU3BOAUAN A0
NPUNUHEHHA BBEAEHHA NpenapaTy, B rpyni, Aka oTpumMyBsana
onanapunb, BUHMKANM YacTiwe, HIXK Y rpyni, AKa oTpumysana
nnaue6bo (tabauua 2). Tak camo, B rpyni, Wo oTpumyBana
onanapub, 4o3y nicna BUHUKHEHHA HeBarkaHuX ABuL, '
3MEHLIYBaA/IM YacTilwe, HiX y rpyni, wo oTpumysana nnauebo
(rabnunua 2). YacTka NaLieHTOK y rpyni, Wo oTpumyBana
onanapub, KOTPMM ACCAILKYBaHWI NiKapcbkuit 3acib bys
BigMIHEHMI Yepe3 BUHUKHEHHA NPOABIB TOKCMYHOCTI, byna
BinbLWoio, HXK y rpyni, Wo otpumysana naauebo (tabaunua 2).
AHemis (wicTb [3 %) nauieHTok) i HelTponeria (asi [1 %]
nauieHTkn) 6yaun Halbinbw nowmpeHnmn HebarkaHMMm
ABUILEAMM, L0 NPU3BOAMAN A0 CKAaCyBaHHA npenaparty B rpyni,
Lo oTprMyBasa ofanapub. HebaxaHnmu asuamu, Lo
NPU3BOAMAN 0 CKACyBaHHA npenapaTy B rpymi, Wo oTpumysana
nnaue6o, 6ynun iHBa3MBHWUI NPOTOKOBUI paK MOJIOYHOT 3371031
(opHa [1 %] nauieHTka) i TpomboumTOoneHia (oaHa [1 %)
nauieHTKa).

Onanapub (n = 195) Mnauebo (n =99)

1-2 cryninb 3 crynine. 4 cryniib 1-2 crynide. 3'cTynide 4 cryniks

Byab-AKe HebaxaHe

ABMLLe 120 (62%) 63 (32 %) 8(4%) 76(77 %) 15(15 %) 3(3 %)
HeremaTonoriyHe

Hynora 143(73%) 5(3%) O 33(33%) O 0
BToma 4y acteHia* 120(62%) 8(4%) O 37(37%) 2(2%) O
BAoBaHHA 68(35%) 5(3%) O 18(18%) 1(1%) O
Aiapes 62(32%) 2{(1%) O 20(20%) © 0
Lucressia 52(27%) O 0 7(7 %) 0 0
FonoBHuiA 6inb 48(25%) 1{(1%) O 13(13%) O 0
Binb y »knsoTi 42(22%) 5(3%) O 28(28%) 3(3%) O
IHUIKEHHA aneTUTy 43(22%) O 0 11(11%) O 0
3akpen 40{21%) O 0 20(20%) 3(3%) O
Kawenb 32(16%) 1(1%) O 5(5 %) 0 0
ApTpantia 29(15%) 0 0 15(15%) 0O 0
Nipexcia 26(13%) O 0 6 (6 %) 0 0
3anamopoYeHHA 25(13%) 1{(1%) O 5(5 %) 0 0
3a3aMlWKa 21(11%) 2(1%) O 1(1%) 0 0
Binb y cnuHi 22(11%) O 0 11(11%) 2(2%) O
[lucnencis 22(11%) O 0 8 (8 %) o] 0
Binb y sepxHiti yactuni 21 (11%) O 0 12(12%) O 0
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MNBOTI
Ha3sogapuHrir 21(11%) O 0 11(11%) O (0]
IHdeKuiA CedoBmBIANMX 15 gory 5 (19) 0 10{10%) © 0
WAAXIB
FenatonoriyHi
AHemisT 47(24%) 36(18%) 2(1%) 6(6%) 2(2%) O
HeltponeHiat 28(14%) 8(4%) 2(1%) 2(2%) 3(3%) 1(1%)
TpombouuToneHing 25(13%) 2(1%) O 2(2%) 1(1%) O
FinomarHiemis 28(14%) O 0 10(10%) O 0
NigBULWEHHA PiBHA
KPeaTuHIHY Y KpoBi 21(11%) O 0 1(1%) 0 0
Neionetin 17(9%) 2(1%) 1(1%) 1(1%) 0 (0]

MNoka3zaHi HebakaHi ABMWA 1-2 CTyneHa, NPeAcTasneHi AK rematonoriyHi 4w
HeremaTonoriuHi, Wo BUHWKAIOTL NPUHaWMHI y 10 % naujenTis y Gyab-Akii 3 rpyn
NiKYBaHHA, @ TaKOX MOB’'A3aHi 3 HUMKM HebawaHi Asvwa 3 Ta 4 cryneHa. €auHe
HebaxaHe ABuWe 5 CTyneHio, WO BWUHWKAO, Bigbynoca y rpyni onanapuby. [anri
npeacrasneni Ak n (%). fAKWO 3a3HaYeHO NOCUNAHHA HA MEeAUYHWM CAOBHWK
perynsTopHoi AisabHocTi (MedDRA), nmepeBamHi TepmiHu Oa OEAKWX HebamaHux
ABMW, KOMBiRyBanucA. *Hanearb NaUieHTM 3 BTOMOIO Ta MaUjEHTU 3 acTeHieto.
tHanexats NauUjeHTW 3 3HEMIElD, 3HUKEHHAM PIBHA remornobiHy Ta 3HUMKEHHAM
KinbKOCTi epuTpouMTie. FHanexartb nalUieEHTM 3 HeuTponeHieio, ¢ebpuabHo
HEeMTpONeHiel, HEWTPONEHIMHUM CENcUCOM, 3HWMEHHAM KiNbKOCTI HeWTpodinis,
rPaHya0LMTONEHIEI0 T2 3HMMEHHAM KiAbKOCTI rpaHynouuTie. §Hanexatb nauieHTn 3
TPOMBOLMUTONEHIEID T3 3HUMKERHAM KiIbKOCTI TPOMOOLMTIB.

Tabanuna 1. HebarkaHi asMLa

Onanapwb6 (n = 195) Nnayebo (n =99)
MeajiaHa BiAHOCHOI iHTEHCHUBHOCTI
£o3n® 98,4 % (84,7-99,9) 99,4 % (98,1-100,0)
MeaiaHa g060B0i 4031 {Mmr) 597,6 (541,3-600,0) 598,4 (593,0-600,0)
Mpu3ynMHEHHA 38CTOCYBAHHA 88 (45 %) 18 (18 %)
3HUMKEHHSA J03M 49 (25 %) 3(3 %)
CKacyBaHHA npenapary 21 (11 %) 2 (2 %)

DaHi — ue megiana (IQR) un n (%). *[nB. 4OASTOK Ha CTOP. 7 AAR OTPUMBHHA iHdopMmauii npo
BIAHOCHY IHTEHCUBHICTb 403K,

Ta6n11ua 2. 3miHM B R03YBaHHI | ckacyBaHHA nNpenapary yepes
BUHUKHEHHA HebaXKaHUX ABULLY,

22. BUCHOBOK (3aK/NHOUYEHHSA)

Y pochigkeHHi SOLO2, wo npoBoanAKN 3 3aCTOCYBaHHAM
TabneTok, 6yB nigTBEPAYKEHUI NO3UTUBHUI BNAMB Ha BBMy
NauieHToK i3 YyTAMBUM 40 NpenapariB NAaTUHU PeLnanByounum
CEepPO3HUM PAaKOM SEYHMKA BUCOKOTO CTYNEHA 3/I0AKICHOCTI 3
reHepaTUBHOI MyTauicto reHa BRCA, i y gocnigmenHi Study 19,
L0 NPOBOAM/IM 3 3aCTOCYBAHHAM Kancyn, bynun ofepXxaHi
N0JaTKOBI AaHi 4OBrOCTPOKOBOIO CNOCTEPEKEHHA B NALLIEHTOK i3
UYTAMBUM [0 NPenapaTiB NiaTUHU PeLUANBYIOYUM CEPO3HUM
PaKOM AEYHMKA BUCOKOTO CTYNEHA 3N10AKICHOCTI He3anexHo Big,
MyTauiinHoro cratycy reHa BRCA. [aHi pocnigkeHHa Study 19
CBiZlYaTb MPO MOMAUBICTb NPU3HAYEHHA NpenapaTy naujieHTam,
BK/IIOYHO 3 NALLiEHTAMM 3 NyXAUHAMM, LLO HE MaIoTb
reHepaTMBHUX MyTauiit reHa BRCA.

EpeKktusHicTb y nauieHTie 6e3 myTauili reHa BRCA BcTaHOBEHa
Mile Ha ocHOBI pe3ynbTaTie gocaiakeHHa Study 19. Uiero
FPYnoto € NaLEHTKW i3 CEPO3HMM PaKOM AEYHUKA BUCOKOTO
cTyneHs 3noskicHocTi. OgHak npo noaibHi pesyabtaTn
nosigomnatoTsb i B AocnigxeHHi SOLO2 B nauieHTOK i3 CEPO3HUM
260 eHAOMETPIOIGHUM PaKOM BUCOKOTO CTYNEHA 310AKICHOCTI.
OKpim TOro, mexaHiam Zii onanapuby i HeLWwoaaBHO oAepHaHi
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lnaHi npo 6iooriyHi XxapaKTepuUcTUKK eniTeniaNbHMX NyXaAuH
AEYHMKA BUCOKOIO CTYNEHA 3N10AKICHOCTI CBigyaTb Npo
MOMHAUBICTb PO3LMPEHHA NOKa3aHb 3 BKAIOYEHHAM 40 HUNX
nopAag i3 «Cepo3HMM» IHLWKWX riCTONOriYHMX TUNIB.

3aABHUK (BNACHUK
peecTpauinHoOro nocsigYeHHsA) /nignuc/

(nignuc)

iiﬂ.p. Liseta Minenkosa (Dr. Tsveta Milenkova)
[(I'I.I.B.)

Iledd mepexnan 3 aHIIMCBKOI MOBH Ha YKpaiHCHKY MOBY 3pOOJIEHO MHOIO, MHepeKiiagadeM
Koctrounk IOmieto CepriiBaoro




Clinical Trial Report

1. Name of medicinal product (Marketing
Authorisation number, if any)

Lynparza (international non-proprietary name olaparib)

2. Applicant

\AstraZeneca AB
Sodertélje

SE 151 85
Sweden

3. Manufacturer

Manufacture of olaparib tablets (extrudate intermediate and
post-extrusion manufacturing steps)/Quality control testing
(bulk drug product)

AbbhVie Limited

KM 58.0

Carretera 2

Cruce Davila
Barceloneta

Puerto Rico (PR) 00617
United States

Primary and secondary packing /Quality control testing
(finished drug product)/Batch Release

AstraZeneca UK Limited

Silk Road Business Park

Macclesfield

SK10 2NA

United Kingdom

4. Conducted studies:

@ yes

1) type of medicinal product for which
registration was conducted or planned to
be conducted

Medicinal product with complete dossier (stand-alone dossier)

5. Full title of the clinical trial, code
number of the clinical trial

OlympiAD, A Phase Ill, Open Label, Randomised, Controlled,
Multi-centre Study to Assess the Efficacy and Safety of Olaparib
Monotherapy Versus Physicians Choice Chemotherapy in the
Treatment of Metastatic Breast Cancer Patients With Germline
BRCA1/2 Mutations, D0819C00003

6. Clinical trial phase

7. Clinical trial time frame

from 27/03/2014 through (estimated study completion date)
31/12/2019

8. Countries where the clinical trial was
conducted

Bulgaria, China, Czechia, France, Hungary, ltaly, Japan,
Korea, Republic of, Mexico, Peru, Poland, Romania,
Russian Federation, Spain, Switzerland, Taiwan, Turkey,
United Kingdom, United States

9. Number of subjects

planned: 310
actual:302 (205 Olaparib/95 chemotherapy)

10. Primary and secondary objectives of

Primary objective:
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the clinical trial The primary objective of the study was to determine the efficacy
of single agent olaparib versus physician’s choice chemotherapy
(capecitabine, vinorelbine or eribulin) by progression-free
survival (PFS) using blinded independent central review (BICR)
data assessed by Response Evaluation Criteria in Solid Tumors
(RECIST version 1.1).

Safety ohjective:

To assess the safety and tolerability of single agent olaparib
versus physician’s choice chemotherapy (capecitabine,
vinorelbine or eribulin).

11. Clinical trial design This was a Phase lil, open-label, randomised, controlled, multi-
centre study of patients with metastatic breast cancer and
gBRCAm, designed to assess the efficacy and safety of single
agent olaparib versus standard of care (study physician’s choice
of capecitabine, vinorelbine or eributin).

12. Key inclusion criteria Ages Eligible for Study: 18 Years to 99 Years (Adult, Older
Adult)

Sexes Eligible for Study: All

Accepts Healthy Volunteers: No

Inclusion Criteria:

eGermline mutation in BRCA1 or BRCA2 that is predicted to be
deleterious or suspected deleterious.

sHistologically or cytologically confirmed breast cancer with
evidence of metastatic disease.

«Prior therapy with an anthracycline and a taxane in either an
adjuvant or metastatic setting.

+Prior platinum allowed as long as no breast cancer progression
occurred on treatment or if given in adjuvant/neoadjuvant
setting at least 12 months from last dose to study entry elapsed.

ER/PR breast cancer positive patients must have received and
progressed on at least one endocrine therapy (adjuvant or
metastatic), or have disease that the treating physician believes
to be inappropriate for endocrine therapy.

*ECOG performance status 0-1.

«Adequate bone marrow, kidney and liver function.

13. Investigational medicinal product, Lynparza (olaparib), oral, 100 and 150mg green, film-coated
method of administration, strength tablets

14. Comparator, dose, method of Physician's choice chemotherapy: Capecitabine 2500 mg/m2 d1-
administration, strength 14 q 21, or Vinorelbine 30 mg/m2 d1,8 q 21, or Eribulin 1.4

mg/m2 d1,8 q 21

15, Concomitant therapy n/a

16. Efficacy endpoints Outcomes/endpoints
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Primary outcome variable:

PFS: the time from randomisation until the date of objective
radiological disease progression according to RECIST version 1.1,
or to death (by any cause in the absence of disease progression),
regardless of whether the patient withdraws from randomised
therapy or receives another cancer therapy prior to disease
progression.

17. Safety endpoints

Safety outcome variables:

Safety and tolerability of olaparib by assessment of adverse
events graded by CTCAE, physical examination, vital signs,
(blood pressure, electrocardiogram), laboratory parameters
(clinical chemistry and haematology)

18. Statistical methods

The primary analysis of PFS was based on the BICR of the
radiological scans. A sensitivity analysis of PFS based on
Investigator-recorded assessments was also to be carried out.
Progression-free survival was to be analysed when
approximately 230 progression events had occurred, based on
the BICR data. Patients who had not progressed or died at the
time of analysis were censored at the time of the latest date of
assessment from their last evaluable RECIST version 1.1
assessment.

Progression-free survival was analysed using a log-rank test
stratified by whether a patient had received prior chemotherapy
regimens for metastatic breast cancer (yes/no), ER and/or PgR
positive versus ER and PgR negative, and prior platinum for
breast cancer (yes/no), for generation of the p-value and using
the Breslow approach for handling ties.

Although it was expected that there would be enough PFS
events in each strata to allow a meaningful analysis, if a stratum
for either treatment arm contains less than 5 events, then a
pooling strategy had to be employed to remove one or more
stratification factors from the primary analysis. Stratification
factors were to be removed in the following

The primary analysis of PFS was based on the BICR of the
radiological scans. A sensitivity analysis of PFS based on
Investigator-recorded assessments was also to be carried out.
Progression-free survival was to be analysed when
approximately 230 progression events had occurred, based on
the BICR data. Patients who had not progressed or died at the
time of analysis were censored at the time of the latest date of
assessment from their last evaluable RECIST version 1.1
assessment.

Progression-free survival was analysed using a log-rank test
stratified by whether a patient had received prior chemotherapy
regimens for metastatic breast cancer (yes/no), ER and/or PgR
positive versus ER and PgR negative, and prior platinum for

breast cancer (yes/no), for generation of the p-value and using




the Breslow approach for handling tles.

Although it was expected that there would be enough PFS
events in each strata to allow a meaningful analysis, if a stratum
for either treatment arm contains less than 5 events, then a
pooling strategy had to be employed to remove one or more
stratification factors from the primary analysis. Stratification
factors were to be removed in the following order until were at
least 5 events in each stratum for either treatment arm: prior
platinum for breast cancer (yes/no), ER and/or PgR positive
versus ER and PgR negative, prior chemotherapy regimens for
metastatic breast cancer (yes/no).

The HR (olaparib versus chemotherapy), 95% Cl and p-value
were to be presented (an HR of less than 1 favoured olaparib). A
Kaplan-Meier plot of PFS was to be presented by treatment arm.
Summaries of the number and percentage of patients
experiencing a PFS event and the type of event (RECIST or
death) were to be provided along with median PFS for each
treatment arm. The assumption of proportionality was assessed.
Proportionality was to be tested firstly by producing plots of
complementary log-log (survival function) versus log (time) and
if these raised concerns, a Cox proportional hazards model
including a time-dependent covariate would be fitted to assess
the extent to which this represents random variation.

The estimated PFS rates at 6 months and 12 months were to be
summarised (using the Kaplan-Meier curve) and presented by
treatmentarm.
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19. Demographic data of the study
population (sex, age, race, etc.)

FAS Myriad COx gBRCAm
Olaparib Physiclan’s Olaparlb B _Ph,lln‘lﬂ'l
300 mg bhd chalce® 300 mg bd cholce®
(n=205) (n=07) (n=202) (n=@3)
Demographics
Aga (years)
Maan (8D} 35.0 (1Q 9) 45.8 (10.3) 45.2 (10.9) 46,0 {10.4)
Madlan (range) 44.0 {22 - 76) 45.0 (24 - 68) 44,0 (22 - 76) 45.0 (24 - 68)
Aga arm (yaars), n {4}
<50 138 {67 3) 61 (64.9) 136 (67.3) 62 (65.3)
=50 to <65 56 (27 3) 30(309) 55 (22.2) 29 (30 5)
65 11 (5. 4) 4(4.1) 11 (5.4) 4(4.2)
Sox, n (%)
Famale 200 (97 &) 95 (97 9 197 (97 5) 93 (97.9)
Mala 5 (2.4) 2(2.1) 5(2.5) 2(2.1)
Raca, n (=)
White 134 (65 4) 81 (64.9) 132 (65.3) 61 (64.2)
Aslan 66 (32 2) 28 (28.9) 65 (32.2) 28 (29.5)
Black/african American 1(05) 4 (4.1) 1(05) 4(4.2)
Othar 4{20) 2(2.1) 4 (2.0) 2¢2.1)
Ethniclty n (%)
Hispanic or Latino 11 (5 4) 6(6.2) 11 {5 .4) 6(63)
Fot Hispanic or Latinn 199 (94.6) 91 (93.8) 191 (94,6) B89 (93.7)
Diswnsa characteristice
ECOG performance status, n (%)
(D) Narmal activity 148 (72 2) 62 (631.9) 146 (72.3) 60 (63.2)
(1) Restricted activity S7 (27.8) 35 (36.1) 56 (27 7) 35 (36.8)
Myriad gurmline BRCA status
BRCAL 114 (55 6) S0 (51 5) 114 (56.4) 50 (52.8)
BRCAL 84 (41 Q) 45 (46.4) 84 (41.5) 45 (47.4)
BRCA! and BRCAZ 4 (2.0) [v] 4(2,0) o]
Missing" 31{1.5) 2(21) NA NA
Tumour charncteristics
Tumaur grade at dlagnosis
well Differentiatad {G1) S(24) 2(z1) 5 {2 5) 2(2.1)
i ittacentistad 52 {25 4) 2123 7) 52 (25.7) 22 (23.2)
Poorly Differentiated (GJ) 100 (52.7) 55 (56.7) 106 (52 5) 54 (56.8)
Undifterentiated (G4) 4 (2.0) o 4(2.0) [
Unassessable (GX) 27 (13.2) 15 (15 5) 26 (12.9) 15 (15.8)
Missing 9(44) 2{2.1) 9 (+.5) 2(2.3)
FAS Myriad CDx gBRCAm
Olaparlb Physicien's Olsparlb Physiclan’s
300 mg bd choice® 300 mg bd choice’
(n=205) (n=97) (n=202) {n=95)

At tha time of randomisation,
was the patlant’s breast
cancer progressing?

Yes 159 (77.6) 73(75.3) 157 (77.7) 71(74.7)

Ovarsll dissasa claesification

Locally advanced 0 [} Q 0
Metastatic 20$ (100) 97 (100) 205 (100) 97 (100)
Da Novo Metastatic Disease’
Yas 26 (12 7) 12 (12.4) NC NC
Prior endocrine therapy
For metastatic disease 68 (33 2) 30 (309) NC NC
For localised disease
(adjuvant and/or 80 (39.0) 36 (37 1) NC NC
neoadjuvant)
Stratification factors (IVRS
data)

Recewved prior chemotherapy
regimens for metastatic breast
cancer, n (%)

No 59 (28 8) 28 (28.9) NC NC

Yes 146 (71 2) 69(711) NC NC
ER and PgR status®, n (%)

ER and/or P¢R positive 103 (50.2) 49 (50.5) 103 (51.0) 48 (50 5)

ER and PgR negative 102 (49.8) 48 (49.5) 99 (49.0) 47 (49 5)

Prior use of platlnum for breast
cancer, n (%)’

Yes B0 (29 3) 26 (26.8) J NC NC

h glce of chemotherapy contisting of either capecitabing, erbulin or vinorelbine
N Patleits with Missing status were nat conflrmed as pBACAT using the Myrlad COx gRRCA test. Within the alaparlb
arm all 3 cases were determined as SACAIT by luca| or CLIA tasting and within the physiclan’s cholce of
chemotherapy arm @ patient was BRCAL and 1 patient was BRCAZ

¢ diz=ase at time of nftial dlagnesis of breast cancer
b ke electranie case repart farm data, 68 patients in the olaparib arm and 31 patlents In the
n's cholce of chemotherapy arm had not recelved prigr chemotherapy regimens for metastatic breast

& tre electronic case repart form data, 302 patients (n the olaparih arm and 47 patients In the

chalce of chematherapy arm were ER and/or PR positive. Patient EIS0E008 did not have PR status
was stratifed tn tha ER negative and PgR negative subgraup for randamisation, The patlent was
natles of oCHE data:

ronie cane fepart form data, 52 patients In the alaparit srm and 21 patients in the
nemctheragy arm had prior use of glatinum for breast conger

A Breast cancer susceptihiiny genw; CDe Companlon dlagnostic; CLIA Clinleal lsbaratory

menls. ECOG Eastern cooparalive ancology arm; eCRF electronic case report farm; ER Estregen
Hilysls set; gBRCE Germiine BACA, IVRS Interactive Voice Respanse System; NA Not
caleulated; PgR Progesterone recepler; SO Standard deviation.

physician
asgasged hui
eucluded fram dun
Accorging ta the alest

apnlicatie:
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20. Efficacy outcomes

The primary end point was assessed after 234 of the 302
patients (77.5%) had had disease progression (assessed by
blinded independent central review) or had died. At the time of
this analysis, median progression-free survival was significantly
longer in the olaparib group than in the standard-therapy group
(7.0 months vs. 4.2 months; hazard ratio for disease progression
or death, 0.58; 95% confidence interval [Cl], 0.43 to 0.80;
P<0.001) (Fig. 1A). Progression-free survival results that were
based on investigator assessment were consistent with results
based on blinded independent central review; on the basis of
investigator assessment, median progression-free survival was
7.8 months in the olaparib group and 3.8 months in the
standard-therapy group (hazard ratio for disease progression or
death, 0.50; 95% Cl, 0.36 to 0.68; P<0.001). A sensitivity analysis
that excluded the 6 patients in the standard-therapy group who
did not receive the assigned treatment also yielded similar
results; the hazard ratio for disease progression or death was
0.58 (95% Cl, 0.43 to 0.80; P<0.001). At 12 months, 25.9% of the
patients in the olaparib group and 15.0% of the patients in the
standard-therapy group were free of progression or death.
Subgroup analyses of progression-free survival are shown in
Figure 2. A total of 94 patients (45.9%) in the olaparib group and
46 patients (47.4%) in the standard therapy group had died at
the time of the primary analysis. The median time to death was
19.3 months in the olaparib group and 19.6 months in the
standard-therapy group.

A Progreesion-iroe Survival

R
o

Progreszaon-free Survival [%)
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t 11t 11100009

Figure 1A. Kaplan-Meier Estimates of Progression-free Survival Panel
A shows Kaplan—Meier estimates for progression-free survival (based
on blinded independent central review)
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Figure 2. Subgroup Analysis of Progression-free Survival.

21, Safety outcomes

The median total treatment duration was 8.2 months (range, 0.5
to 28.7) in the olaparib group and 3.4 months (range, 0.7 to
23.0) in the standard- therapy group. Table 2 shows data on
adverse events of any grade that occurred in at least15% of
patients in either treatment group. Anemia, nausea, vomiting,
fatigue, headache, and cough occurred more frequently in the
olaparib group than in the standard-therapy group; neutropenia,
palmar—plantar erythrodysesthesia, and an increase in liver-
function enzymes were more common in the standard-therapy
group than in the olaparib group.In the olaparib group, most
adverse events were grade 1 or grade 2. The rate of grade 3 or
higher adverse events was lower in the olaparib group than in
the standard-therapy group (36.6% and 50.5%, respectively)
(Table 1). The rates of grade 4 and grade 5 adverse events were
3.4% and 0%, respectively, in the olaparib group and 12.1% and
1.1%, respectively, in the standard therapy group. In addition to
those reported in Table 1, other grade 3 or higher adverse
events that occurred in at least 2% of patients in either group
were leukopenia (which occurred in 2.4% of patients in the
olaparib group and 3.3% of patients in the standard-therapy
group), dyspnea 1.0% and 3.3%), and a decrease in platelet
count (2.4% and 1.1%). Dose reduction was most commonly due
to anemia in the olaparib group (in 13.7% of patients) and to
palmar—plantar erythrodysesthesia in the standard-therapy
aroup (7.7%). The incidence of treatment discontinuation due to
anemia was similar in both groups (2.0% in the olaparib group
and 2.2% in the standard-therapy group). Neutropenia led to
treatment discontinuation in two patients in the standard-
therapy group and in no patients in the olaparib group. (1.0%
and 3.3%), and a decrease in platelet count (2.4% and 1.1%).
Dose reduction was most commonly due to anemia in the
olaparib group (in 13.7% of patients) and to palmar—plantar

erythrodysesthesia in the standard-therapy group (7.7%). The




incidence of treatment discontinuation due to anemia was
similar in both groups (2.0% in the olaparib group and 2.2% in
the standard-therapy group). Neutropenia led to treatment
discontinuation in two patients in the standard-therapy group
and in no patients in the olaparib group.

Table 1. Summary of Adverse Events.”

Olaparib Graup Standard-Therapy Group
(N=205} {N=91)
I Any Grade Grade ) Any Grade Grade 3
number {percent)
Adverse event
Ary 199 (97 1) 75 (36 6) 88 (96 7) 46 (50.5)
Aroria 52 (400) (160 24 (26 4) C(44)
Neutrapenia i 56 (27 1} 190 45 (49°5) 24 (26,4)
Decreased white cell count 33(16 ) T3 19(209) 9(99)
Hauses 119 (SB O} 0 252 L(LY)
Vomiag 61 (29 8t 0 14 (154) 1
D:athea 42 (205) 1(05) 20(220) 0
Detreased appelite (61 o 1y Q
Fatigue 59 (288 6(29) 1y L(LY)
Headache 41(200) 2(10) 14{15.4) 222
Prriaia 29 (14 1) 0 16 {17 6) [
Lough I5(17 1) 0 6(66) 1]
increaced alaniae annpatranslerase feyel 23012 3(19) 16 (17.6) 1{1.1)
Increased gspanate anunatransferase level 1993 S{24) 15{165) a
Palmar-plantar erytiizodysesiheua 1(0.5) 0 19(20.9) 12y
Dose riduction owing (o adverse event 52 (25 4} NA 28 (308) NA
Treatracal ntertuption or delay owing to adverse svent 71{3%1) NA 15(27%) NA
Treatment discantiuanon owiag to adverse evenl 10(49) NA 71N NA

* The table includes adverse events of any grade that occurred In at least 15% of patients
in either treatment group and corresponding grade 3 or higher adverse events, which
were graded with the use of the National Cancer Institute

Common Terminology Criteria for Adverse Events, version 4.0. NA denotes not
applicable.

+ The anemia category includes anemia, decreased hemoglobin level, decreased
hematocrit, decreased red-cel! count, and erythropenia.

 The neutropenia category includes febrile neutropenia, granulocytopenia, decreased
granulocyte count, neutropenia, neutropenic sepsis, decreased neutrophll count, and
neutropenic infection

22. Conclusion (findings)

Conclusions on the clinical efficacy:

The results of the different efficacy outcomes in the pivotal
0lympiAD study support efficacy of olaparib for the treatment of
adult patients with germline BRCA1/2-mutations who have HER2
negative metastatic breast cancer. There was a statistically
significant improvement in PFS.

Conclusions on clinical safety

The safety profile of olaparib including patients from OlympiAD
is generally consistent with the known safety profile of olaparib.
[t includes gastrointestinal AEs, hematologic toxicity and general
disorders. No new safety signals were identified from patients
with gBRCAm HER2-negative metastatic breast cancer. AEs
associated with olaparib are generally mild or moderate,
manageable with dose modification or standard supportive
treatment and rarely requiring treatment discontinuation

Regarding MDS/AML, pneumonitis and new primary

malignancies, a causal relationship between olaparib treatment
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and these adverse events has not been established. Therefore,
they are still considered as important potential risk for olaparib
with ongoing surveillance activities detailed in the RMP.

Applicant (Marketing
Authorization Holder)

[

fole X
C/

p—
sen u(rf)) ré, Toveka  MoQesdeovon

(full name)



ITepexnan 3 aHTIIiChKOT MOBY Ha YKPAlHCBKY MOBY

3BIT

npo KniHiuHe BunpobyBaHHA

1. Hassa nikapcbKoro 3acoby (3a
HaABHOCTI — HOMEp PEeECTPaLiHOrO
nocBiAYeHHA)

NiHnapsa (MixkHaposHa HenaTeHTOBaHa Ha3Ba — osianapub)

2. 3aABHUK Actpa3eHeKka AB / AstraZeneca AB
SE-151 85 Copepran'e
Liseyin /
Sodertdlje SE 151 85, Sweden
3. BUpoOHUMK Bupo6HuLTBO 0nanapuby B Tabnetkax (MPoMiKHMIA BUPOBHUUMIA

eTan eKCTpyAyBaHHA Ta BUpoBHUUMIL eTan nicnA eKcTpyayBaHHA) /
KOHTPOAbL AKOCTI (Hepo3dpacoBaHuii NikapcbKuit 3aci6)

AG6BI NimiTen, / AbbVie Limited

KM 58 Kappetepa 2 Kpyce [asina bapcenoHeTa lyepto-Piko (PR)
00617, Cnonyueni Ltatn / KM 58.0 Carretera 2 Cruce Davila
Barceloneta Puerto Rico (PR) 00617 United States

MepBUHHE Ta BTOPUHHE NaKyBaHHA / KOHTPOAb AKOCTI (roToBMiA
nikapcbKuii 3aci6) / Bunyck cepii

Actpa3eHeka tOK Nimiteq / AstraZeneca UK Limited

Cink Poag, bizHec Mapk, Makkncing, SK10 2NA, Benvka BpuTaHia /
Silk Road Business Park, Macclesfield, SK10 2NA, United Kingdom)

4, MposeaeHi AOCNIAKEHHA:

W TaK

1) Tun nikapcoKoro 3acoby, 3a AKUM
nposoaunaca abo nnaHyeTLCA
peecTpauin

NikapcbKuit 3acib 3a NOBHUM JOCHE (aBTOHOMHWM LOCbE)

5. MoBHa Ha3Ba KAiHiYHOro
BUNPoByBaHHA, KOJOBaHNIA HOMep
KNiHiuHoro BMNpobyBaHHA

OlympiAD; PaHgomizosaHe BiAKpUTE KOHTPO/IbOBAHE
BaraToLeHTpose gocaigkeHHa Gasu Il ana ouiHky edeKTUBHOCTI
moHoTepanii onanapubom npoTu ximiotepanii 3a Bu6opom nikapa
npu NiKyBaHHI METaCTaTUYHOTO PaKy MO/IOYHOI 331031 Y NALEHTIB i3
repMiHaTUBHUMM MyTaLLiAMKM reHa BRCA1/2, D0819C00003

6. ®a3a KNiHIYHOTO BUNPOBYBaHHA

7. Nepiog npoBeAeHHsA KIHIYHOro
BUNpoByBaHHA

3 27.03.2014 no 31.12.2019 (ouikyBaHa faTa 3aBEpPLWEHHA
OCAIAKEHHSR) BKNIOYHO.

8. KpaiHu, ge NpoBoAMNOCA KiiHiYHe
BunpobyBaHHA

Bonrapia, Kutaii, Yexis, ®paHuis, YropuwuHa, Itanis, Anonia, Kopes,
Pecny6nika Mekcuka, Mepy, MonbLya, PymyHis, Pociiticbka
depepauin, Icnaxin, LWseliuapia, TanBaHb, TypeuunHa, Benuka
BpuTaHia, CLLA

9. KinbKicTb OCAiAXKYBaHNX

3annanosaHa: 310
dakTuHa: 302 (205 onanapn6/95 ximioTepanis)




10. MeTa Ta BTOPUHHI Lini KAiHIYHOrO
BMNpobyBaHHA

OcHOBHa meTa:

OcHOBHa MeTa AOCNiAKEHHA NoNArana y BU3HaueHHi edpeKTUBHOCTI
MoHoTepanii onanapubom npoTu ximioTepanii 3a Bu6opom Nikapa
(kaneuuTabin, BiHopen6iH Yu epubyniH) Ha OCHOBI BUXKMUBAHOCTI 6e3
nporpecysaHHa (BBMM) 3a A4ONOMOFOI0 AaHUX 3acninneHoro
HE3a/IeKHOI0 LeHTpanbHoro poaraagy (BICR), ouiHeHux 33
KpuTepisamu OLiHKK BIANOBIAI CONIAHMX NYXANH Ha NiKyBaHHA
(RECIST, Bepcia 1.1).

MeTa ouiHKK Beanexu:

OUuiHUTK Be3neky Ta NepeHOCUMICTE MOHOTepanil onanapnbom npoTu
ximioTepanii 3a Bu6opoMm nikapa (KaneuuTabiH, BiHOPeA6iH 4K
epubynin).

11. nzaitH KniHiyHOro
BUNpobyBaHHA

Lie 6yno BiaKkpUTe paHAOMi30BaHe KOHTPO/IbOBaHe baraToueHTpose
nocnigskeHHa dasu Il cepep nauieHTiB i3 MeTacTaTUYHAM PaKOM
MO/IOYHOT 331031 Ta gBRCAmM, po3pobeHe A1A OLIHKN eeKTUBHOCTI
ra 6e3nekn MoHoTepanii onanapubom NPoTK CTaHAaPTY NiKyBaHHA
(3a BMGOPOM NiKapA-BOCNIAHNKE: KaneuuTabiH, BiHOpenbiH un
epubyniH).

12. OCHOBHI KpUTepii BKAOYEHHSA

BiK NaLiiEHTOK, KOTPi NiAXOAATH A/1A BKAIOYEHHA B AOCAIAKEHHA: Big,
18 o 99 pokis (gopocai nauieHTH, AOPOCAT NALIEHTKN CTapLUIOTO BiKY)

CraTb, NPUMHATHA ANsA JocnigwenHa: Bl
MoskuBicTb Habopy B AOCHIAMEHHRA 300p0BUX A06POBONbLB:
HEMaE

Kputepii BKIIOHEHHA:

e repmiHaTeHa myTalis BRCAL yu BRCAZ, Wwo 3a NporH03amu Mae
3ry6HUIA BNAUB UM 3ryBHICTb AKOT NIAO3PIOETHLCR;

o FiCTOMOFYHO YU LWUTONOrIHHO NIATBEPAIKEHWUI pak MONIOYHOT 3a/103¢
3 [lOKa3amu MeTacTasyBaHHs;

° nornepegHa Tepania aHTPaUUKNIHOM Ta TaKCAHOM fiK ap’loBaHTHa
Tepania 4yv y pasi meracrasis.

* onepeHA Tepania npenapatamv NA1aTMHM AO3BONAETLCA, AOKU HE
ginbynocs nporpecysaHHA paky MOMIOYHOT 3271031 i 4ac NikyBaHHA,
4m, AKLLO BOHA 3aCTOCOBYETLCA AK af 10Ba HTHa/Heoan'1oBaHTHA
repania npuHaimHi yepes 12 micauis nicis oCTaHHbOT A03M, LLOWMHO
NpoWAe Y4ac BKIOYEHHA Y AOCNIAKEHHA;

e naujieHT 3 EP/IMP-N03MTMBHUMU NYXANHAMKU Masu OTPUMYBaTH
xoua 6 0fiHy eHAoKPUHHY Tepanito (aa’loBaHTHy abo Tepanito
METACTaTUYHOTO YPasKeHHs), Nic/iA AKOT B HUX Mano ByTu
NporpecysaHHs 3axXBOPIOBaHHA, 860 B HVX NOBUHHE Byno 6yTu
3aXBOPIOBAHHA, L0, Ha AYMKY IXHBOTO NiKapA, He nigaasanoca
eHA0KPUHHIN Tepanii;




* GYHKLOHaNbHUI CTATYC 3a WKanotw CxigHoi 06’egHanoi
OHKonoriuHot rpynu (ECOG) 0-1;

* HanexHa QYHKLA KICTKOBOTO MO3KY, HUPOK Ta NeYiHKM.

13. [locnipyKkyBaHWii NiKkapCbKui
3aci6, cnocib 3acTocyBaHHA, cuna Aji

Niknap3sa (onanapw6), nepopanbHo, TabaeTkK 3€1eHOT0 KONbOPY,
BKPUTI NNiBKoBO0 060n0HKO0, N0 100 mri 150 mr.

14. MpenapaT NOPIBHAHHA, 1033,
cnocib 3actocyBaHHA, cuna aii

XimioTepanis 3a piweHHam nikapa: KaneuuTabid 2500 mr/m? n1-14,
KoeH 21 aeHb 4u BiHopen6bid 30 mr/m? al, 8, KoskeH 21 geHb, un
epubynin 1,4 mr/m? a1, 8, koxeH 21 aeHb

15. CynyTHa Tepania

He nposoauTtbCa

16. Kputepil oUiHKK edeKTUBHOCTI

PesynbTaTu/KiHUEBI TOUYKY

MepBUHHA 3MiHHA:

BBM: vac sig, paHaomizauii o AHA 06’€KTUBHOrO NPOrpecyBaHHA
3aXBOPIOBAHHA 33 AaHUMW PAAiONOTIYHOTO ACC/IAKEHHS, WO
OLjiHIOBaNOCA 338 BUKOPUCTaHHA KpuTepiis OLHKM BiANOBIAj CONiAHMX
NYXWH Ha nikysaxHa (RECIST) sepcii 1.1, abo ao cmepri (3 6yab-akoi
NPUYNHW, KON HEMAE NPOrPeCYBaHHA 3aXBOPIOBAHHSA), HE3ANEKHO
Bij, TOrO, UM MaLEHTKa 4O NPOrpecyBaHHA 3aXBOPIOBAHHA NPUMUHUTD
OTpUMYyBaTM paHAOMI30BaHy Tepanito abo oTpumyBaTUMe iHWY
MPOTUNYX/IMHHY Tepanito.

17. Kputepii ouiHku 6e3neku

3miHHI Npy ouiHui Be3neku:

be3neka Ta nepeHoCMMICTb 01anapuby LWARXOM OLIHKM HebaxaHnX
ABMLL, CTYMIHb TAXKKOCTI AKMX po3nogineHnin 3a CTCAE, disnKkanoHUM
OrNAM, OCHOBHI (Gi3i0NOriuHI NOKa3HWKM (apTepianbHUi TUCK,
efeKTpoKapaiorpama), nabopaTopHi napameTpu (6ioxiMmiuHni aHani3
KPOBI Ta remMaTo/I0r4Hi MOKasHUKK)

18. CTaTUCTUYHI meToaM

MepeuHHMit aHani3 BEMN 6a3ysascsA Ha BICR peHTreHON0rMHMX
3HIMKIB. TakoX MaB NPOBOAUTUCL aHani3 yyTamnsocti BBl Ha 0CHOBI
OL{IHOK 3apeECTPOBaHUX AOCNIAHUKOM. BUxMBaHICTL Ge3
MpOrpecyBaHHA Masa aHani3yBaTUCA, KON BUHWKANO NpUBNN3HO
230 ABULL NPOrpecysaHHa Ha ocHOBI AaHnx BICR. MauieHTKK, y AKKUX
He BigMi4aNocs nporpecyBaHHA YU BOHM NOMUPANU HA MOMEHT
aHani3y, BUKPECAIOBANNCA 3 OCTAHHBLOT NPUAATHOT A/IR BUSHAYEHHA
ouiHKu 33 RECIST, Bepcia 1.1 nig Yac HANOCTAHHILWOT OLiHKM.

BuxkuBaHicTb 6e3 nporpecyBaHHA aHanisyBanaca 3a A4ONOMOrolo
INOrPaHroBOro KpUTepito, CTPaTUIKOBAHOTO 33 TUM, Y1 NALEHTKA
oTpuMyBana nonepegHi pexkumu ximiotepanii 3 npusoay
MeTacTaTM4HOro paky MoIO4HOT 3371031 (Tak/Hi), 3a EP Ta/abo MP-
NO3UTUBHUM cTaTycom NpoTu EP Ta MNP-HeratTusHOro craTycy, a TakoX
3a nonepeaHbLOIo TeEpanielo NpenapaTamu NNaTUHK 3 NPUBOAY PaKy
MONCYHOT 321031 (Tak/Hi), na GopMyBaHHA P-3HAYEHHA Ta
BUKOPUCTOBYIOUM NigXia Bpecnoy ANA NOBOAMKEHHA 3 iAEHTUYHUMU
naHUMK,

Xoua ouikyBanocs, Wwo 6yae f0CTaTHA KinbKicTb AsuLy BBy KOXHiW
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cTpaTi, Wob A03BONNTU NPOBEAEHHA IHPOPMATUBHOTO aHanisy, AKWO
cTpaTa ans Byab-AKol 3 rpyn NikyBaHHA MICTUTL MeHILE 5 ABuL, Ma€
BUKOPMCTOBYBATUCA CTpaTeria 06'eqHaHHA ANA YCYHEHHA OAHOTO YK
Ginblwe dakTopis cTpaTMdiKaLii 3 NepBUHHOrO aHanizy. PakTopu
ctpaTudikaLii Manun ycyBaTUCaA y TaKMx BunagKax

Meps8uHHWIt aHani3 BEM 6asysaecs Ha BICR PEHTreHONOrYHMX
3HIMKIB. TAaKOX Mag NPOBOAMUTNCH aHaNi3 YyTanBocTi BB Ha OCHOBI
OLHOK 3apPeECTPOBAHMX AOCNIAHUKOM. BiwkusaHicTb 6e3
NporpecyBaHHA Mana aHanisyBaTuca, KON BUHUKANO npnbansHo
230 saBuULW, NporpecyBaHHs Ha ocHoBi aaHux BICR. MauiEHTKH, Y AKUX
He BigMiuan0oCcA NPOrpecyBaHHA YM BOHW NMOMUPANU Ha MOMEHT
aHai3y, BUKPEC/I0BAZIMCA 3 OCTAHHbOT NpuAaTHOT ANA BUSHAYEHHA
oLiHkK 33 RECIST, Bepcia 1.1 nig 4ac HaNOCTaHHILWOT OLiHKK.

BumBaHicTb 6e3 nporpecyBaHHA aHanisysanaca 3a JONOMOroL0
NIOrPaHroBOro KPUTEPIlo, CTPAaTUGIKOBAHOTO 3@ TUM, YU NaLEHTKE
OTpMMYyBana nonepesHi pexumu ximiotepanii 3 npusoay
MEeTaCTaTMYHOrO PaKy MONOYHOI 320103 (Tak/Hi), 3a EP Ta/abo MP-
NO3UTUBHWUM CTaTycom npoTh EP Ta MP-HeraTMBHOro crartycy, a TakoX
2a nonepeHLOI0 Tepanielo npenapaTamu NNaTUHK 3 NPUBOAY Paky
MOM0OYHOT 321034 (Tak/Hi), nA popmMyBaHHA P-3HAYEHHA Ta
BMKOPMCTOBYIOUM Niaxif Bpecioy ANA NOBOKEHHA 3 IREHTUHHUMN
AaHUMM.

Xoua ouikyBanocs, wo Byae AocTaTHA KinbkicTb asuwy BBMy KOXKHiN
cTpaTi, Wo6 AO03BONUTM NPOBEAEHH: IHGOPMATUBHOTO aHanisy, AKWO
cTpaTa ans 6yAb-AKol 3 rpyn NiKyBaHHA MICTUTb MEHLE 5 Asvw, mae
BUKOPUCTOBYBATMCA cTpaTeria 06'eAHaHHA ANA YCYHEHHA OQHOTO YK
Ginblwe dakTopis cTpaTUdIKaLi 3 NePBUHHOTO aHanisy. ®aktopu
crpatvdikaLii maaun ycyBaTucs y Takomy NOPAAKY, AOKK Y KOXHiM
crpaTi 6yAb-AKOT 3 rpyn NikyBaHHA He Byno A0CATHYTO 5 asunul:
nonepeAHs Tepania npenapaTtamu N1aTKUHW 3 NPUBOAY Paky
MO/I0YHOT 3371031 (Tak/Hi), EP Ta/abo NMP-No3uTUBHMIA CTATYC NPOTH
EP Ta MP-HeraTMBHOrO CTaTycy, nonepeaHi pexxumu ximiotepanii 3
NpUBOAY METACTaTUYHOTO PaKy MOJIOYHOI 3a/103K (Tak/Hi).

Tpeba Gyno Haaatv BP (onanapun6 npotv ximioTepanii), 95 % Al Ta p-
3HayeHHA (BP meHwe 1 Ha KOpUCTb onanapuby). Ana KOXKHOT rpynu
nikysaHHa 6yna npeacrasnena nobyaosaHa metoaom Kannawa-
Meliepa kpusa BBI. Manu 6yTv npeacTas/ieHi 3BeAeHi JaHi npo
KiNIbKICTb | YACTKY NaLiEHTOK, Y KOTPUX HacTana nogis, noe’asaHa 3
BB, i TMn noAii (nporpecyBaHHA 3aXBOPIOBaHHA Ha OCHOBI KpUTeEpIis
RECIST abo cmepTb) pa3om i3 meaiaHoto BB i aNns KOXKHOT rpynu
nikysaHHaA. OUiHIOBaAW NPUNYLWEHHA NPO nponopuinHicTb.
MponopuiiHicTs Mana B neplwy Yepry Burpo60oBsyBaTMCA WAAXOM
no6ynoBK rpadikie KOMMIEMEHTaPHMX NOABIAHMUX norapuomis
(bYHKUjA BUXMBAHOCTI) NPOTH Norapumy (uac), i, AKwo ue
BUKAMKANO0 3aHENOKOEHHA, Tpeba byno 6 HanawTysaTM Moae/b
NPONOPUIMHUX PU3MKIB KOKCa, BKIIOYHO 3 3a/1€XKHOI0 Big vacy
KoBapiaTolo, 4NA OUIHKW CTYNEeHo, JO AKOro npeacTas/ieHa
paHZOMHa Bapiauin.

OuiHeHa yactoTa BBMN yepes 6 Ta 12 micauis mana 6yTn nigcymoBaHa
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(3a ponomoroio kpueoi KannaHa-Meiiepa) Ta npeAcTas/ieHa 3a
rpynammu nikyBaHHs.

19. AemorpadivHi noKasHMKK

ﬂ,OCﬂI,D,)KyBaHOI ﬂOI'IynﬂLI,II (CTaTb, B|K, MoseHa aubipka gna aHanizy Myriad CDx g8RCAm
Onanapu6 Bubip Onanapwb 300 mr Bubip nikapa
Pa ca, TO U.l,O) 300 mr galiul nikapa Aslul Ha aoby {N=95)
Ha aoby {N=97) (N =202)
(N = 205)
Aemorpadluni gaxl
Bik (pokn)
CepeaHe 3HaueHHA (CB) 45,0{10,9) 45,9 (10,3} 45,2 {10,9) 46,0{10,4)
Megiara {gjana3oH) 44,0(22:76)  45,0(24-68) | 44,0(22-76) 45,0 (24-68)
Bixosa rpyna {pokm}, n (%)
<50 138 (67,3) 63 (64,9) 136 (67,3) 62(65,3)
Big 2 50 go < 65 56(27,3) 30(30,9) 55(27,2) 29(30,5)
265 11{5,4) 4(8,1) 11(5,4) 4(4,2)
Cratb, n (%)
WiHoya 200 (97,6) 95 (97,9} 197 (97,5) 93(97,9)
Yonoseiva 5(2,4) 2(2,1) 5(2,5) 2(2,1)
Paca, n (%)
CaiTaowkipi 134 (65,4) 63 (64,9) 132(65,3) 61(64,2)
Asiati 66{32,2) 28 (28,9) 65 (32,2) 28 (29,5)
TemHowkipi/abpoameprkaHLi 1(0,5) 4(4,1) 1{0,5) 4(4,2)
tHwl 4{2,0) 2(2,1) 4(2,0) 2(2,1)
ETHIYHa NpuHanemHicTs, n (%)
J1aTMHOaMepyKaHL| 11{5,4) 6(6,2) 11(5,4) 6(6,3)
IWwi 194 (94,6) 91(93,8) 191 (94,6) 89(937)

XapaKTepnCTHKa 3aXBOPOBAHHA
3aranbHuit cTaH 3a ECOG, n (%)

{0) HopmanbHa axkTHEHICTL 148(72,2) 62 (63,9) 146 (72,3} 60 {63,2)
(1) O6meMmeHa aKTHBHICTL 57({27,8) 35(36,1) 56(22,7) 35(36,8)
FepminaTtnena ainin BRCA 8 ananisi
Myriad
BRCAL 114(55,6) 50 (51,5) 114 {56,4) 50(52,6)
BRCA2 84 (41,0) 45 (46,4) 84 (41,6} 45 (47,4)
BRCA1 ma BRCA2 4(2,0) 0 4(2,0) 0
Hesigomo® 3(1,5) 2(2,1) H3 H3

XapaKTepuCTURA NYXAIUHN
CTyniHb NYXAUHW H3 MOMEHT
BCT3HOBAEHHA AjarHosy, n (%)

Do6pe andeperuiitosaHa (G1) 5(2,4) 2{2,1) 5(2,5) 2(2,)
MNomipHo audepeHuiiosara (G2) 52(25,4) 23(23,7) 52(25,7) 22(23,2)
MNoraHo anepeHuiiiosana (G3) 108 (52,7) 55 {56,7) 106 (52,5) 54 (56,3)
HeandepeHuiosana (G4) 4(2,0) 0 4(2,0) 0
HenpuaatHa gnn ouinku (GX) 27(13,2) 15(15,5) 26(12,9) 15(15,8)
Heslgomo 9(4,4) 2(2,1) 9(4,5) 2(2,1)
Moewa sufiipua gna asanizy Myriad CDx gBRCAm
Onanapnt Bu6lp Onanapu6 300 mr Bubip nikapa
300 mr gBivl nlkapa Aslul Ha poby {N=95)
Ha o6y {N=97) (N =202}
(N =205)

Yy nporpecyBas y NayleHTky pak
MOANOUHOT 3211031 HAa MOMEHT
panpomizaull

Tak 159 (77,6) 73(75,3) 157(77,7) 71(74,7)
3aranbHa knacndlkayia
3aXBOPIOBAHHA

Micueso-po3nosciogeHe 0 o} 0 0

MeTacTaTHuHe 205 (100) 97 (100) 205 (100) 97 {100)
MertacraTuyHe ypaxeHHs de novo®

Tak 26(12,7) 12(12,4) HP HP
MNonepeaHA eHAOKPUHHA Tepanin

3 NpMBOLY METACTaTUUYHOTO 68 (33,2} 30(30,9) HP HP

33XBOPIOBAHHA

3 NPUBOAY NOKANIIOBAHOIO 80 (39,0) 36(37,1)

3aXBOPIOBaHHA (3’ 10BaHTHa

Ta/abo Heoa'nlobaHTHa Tepanin) HP HP
®akropu crpatudikauli {aaHi IVRS)
MNonepeaHi peumn ximioTepanii s
NPUBOAY METACTaTU4YHOTO PaKy
MoAGUHOT 3a103W%, N (%)

Hi 59(28,8) 28(28,9) HP HP

Tak 146 (71,2) 69(71,1) HP HP
Cratyc EP ta MP%, n (%)

EP Ta/abo NP-no3uTtMBHMiA 103 {50,2) 49 (50,5) 103 (51,0) 48 (50,5)

EP 1a MP-HeraTMBHWM 102 (49,8) 48 (49,5) 99 (49,0) 47 (49,5)

Monepe,AHe 3acTocyBaHHA Npenapatie
MAATIHHM 3 APUEOAY PNy rAOnRTUHS]
sanoau, n (%)

Tak 60(29,3) 26 (26,8) HP HP

i flikap o6upae ximioTepaniio Ha Bu6ip 3 KaneuuTabiny, enipyBiumHy yu BiHopenbiHy.

“TauieHTH 3 HEBIAOMMM CTATYCOM HE MiaTBEpAKYBanICA o0 gBRCAM 3a aonomoroto aHanisy CDx Myriad.
' rpyni onanapuby Bci 3 BUNaskw BusHadannca ak BRCAL 10KanbHO um 33 A0NOMorolo aHaniay CLIA, Ty
MEkax rpynv ximiotepanii 3a Bu6opom nikapa 1 nauieHT mae ctatyc BRCAL i1 — BRCA2.

M ETaCTaTIHHE 3aXBOPIOBAKHA HA MOMEHT BCTAHOB/IEHHA NEPBUHHOND AlarH03y paky MONOYHOT 331031,
FEiANOBIAHO A0 AGHUK ENEHTPOHHOI [HaHBIAYaNsHDI peecTpauliinol KapTuw, 68 nauiedTis y rpyni ananapnby
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Ira 31 nawjieHT y rpyni ximiotepanii 3a 8M6opom NikapA He OTPUMYBa/K NonepeaHto XimioTepanlio 3 npusoAy
MeTacTaTM4HOro paKy MONOYHOI 3aN03u.

*BianoBigHO A0 AHUX ENEKTPOHHOI IHANBIAYaAbHOT peecTpalliiiHoT KapTKM, 102 naujieHTn y rpyni onanapuby
lra 47 naujenTis y rpyni ximiotepanii 3a subopom nikapa manu EP Ta/a6o MP-nosuTueHMiA cTaTyc. MaujeHTka
E2806008 He mana ouiHKku MP-cTaTycy, ane 6yna cTpaTudikosaHa Ao EP-HeraTuBHoI Ta NP-HeraTnsHOT
niarpynu g/is paHAomi3auii. MauiEHTRY BUKAIONMAM 3 pe3tome aaHux elPK.

'BianosiaHO A0 AaHWX eNeKTPoHHOI iHAMBIAYaNbHOI peecTpauiiiHOi KapTku, 55 nauieHTia y rpyni onanapuby
ra 21 naujieHT y rpyni ximiotepanii 3a Bubopom fikapa nonepeaHbO OTPUMYBA/IM NPENAPATU NASTUHK 3
NpUBOAY PaKky MONOYHOI 3311031

BRCA — reH cxuAbHOCT 0 paKy MONOYHOI 337103n; CDx — cynyTHiil piarHocTuuynuid aHanis; CLIA —
NonpaBKW, HanpasneHi Ha NOKPaWeHHA KAiHiko-nabopaTopHux pesynbTtatis; ECOG — CxigHa ob’eaHaHa
oHkonoriyHa rpyna; elPK — enekTpoHHa iHAWBIAYanbHa peecTpauiiHa KapTka; EP — ectporeHosuii
peuenTop; gBRCA — repmiHaTMeHa ninia BRCA; IVRS — iHTepakTMBHa cucTema ronocosol slanosial; H3 — He
3actocoByeThcA; HP — He poapaxoByetocA; NP — nporectepoHoswi peuentop; CB — cTaHAapTHE
BIAXWUNEHHA.

Nxepeno: Tabauua 11.1.4, Tabnuua 11.1.4m, Tabnuua 11.1.6, Tabnnus 11.1.8, Tabanus 11.1.8m,
Tabanua 11.1.10.2, Tabauug 11.1.10.4, Tabamua 11.1.10.4m Ta Tabaunua 11.1.11, OlympiAD CSR, Mogynb
5.3.5.1.

20. PesynbTati epeKTUBHOCTI

MepBMHHA KiHL,EBa TOYKa OLjiHIoBanaca nicnsa Toro, Ak y 234 3 302
naujeHTok (77,5 %) Bigmiuanocs nporpecyBaHHs 3axBOPIOBaHHA (3a
OLiHKaMK 3aCNINNEHOTO He3a/1eXXHOro LLeHTPaNbHOTO PO3rAsAY) UM
BOHM NOmMpani. Ha MOMEHT NpoBeAeHHsA UbOro aHanisy mejiaHa
BUXKMBAHOCTI 6e3 nporpecysaHHa 6yna 3HaYHO HUKYOI0 Y rpyi
onanapvby NopiBHAHO 3 rpynoto cTaHAapTHOI Tepanii (7,0 micauis
npoTu 4,2 micsLiB; BiGHOWEHHA PU3KKIB AN1A NPOrpecyBaHHA
3axBoploBaHHA uu cmepri, 0,58; 95 % gosipunii intepsan [4l], 0,43—
0,80; P<0,001) (Puc. 1A). PesaynbTtaTi BUXKMBaHOCTI 6e3
nporpecysaHHs, Wo 6asyBannca Ha ouiHLi AOCNIAHMKA, BiANOBILaM
pe3yabTaTam, 3aCHOBaHWM Ha 3acainaeHoOMYy He3aneKHOMY
LLeHTpanbHOMY PO3rAagi; Ha OCHOBI OLLIHKM, NpoBeaeHoT
10CNIAHMKOM, MefiaHa BUKMBaHOCTI 6e3 nporpecyBaHHA CTaHOBUAA
7,8 micaujs y rpyni onanapmby Ta 3,8 micAuis y rpyni craHAapTHoOT
Tepanii {BigHOWeEHHA PU3KKIB ANA NPOrpecyBaHHs 3aXBOPIOBAHHA YK
cmepri, 0,50; 95% [, 0,36-0,68; P<0,001). AHani3 4yTAMBOCTI, 33
pesynbTaTamMu SIKOro BUKAKUMAMW 6 NaLiEHTIB y rpyni CTaHaapTHOI
repanii, AKi He oTPUManK posnogineHe NikyBaHHA, TaKOX Aas NOAIOHI
pesy/bTaTh; BiHOWEHHA PU3KKIB 414 NPOrpecyBaHHA
3axBoploBaHHA YmM cmepTi cknano 0,58 (95 % A, 0,43-0,80; P<0,001).
Yepes 12 micauis 25,9 % navujeHTok y rpyni onanapuby Ta 15,0 %
naujeHTOK y rpyni ctaHAapTHOT Tepanil He Mann NporpecyBaHHA Yn He
nomepnn. Peaynbtati aHanisy BumBaHocTi 6e3 nporpecyBaHHA B
niarpynax nokasaHi Ha pucyHKy 2. 3aranom 94 naujeHtu (45,9 %) y
rpyni onanapuby Ta 46 nayjienTis (47,4 %) y rpyni ctaHaapTHoOi Tepanif
nomepan Ha MOMEHT NPOBEAEHHA MEPBMHHOIO aHanisy. MegiaHa
uacy Ao cmepTi ctaHosuAa 19,3 micaui y rpyni onanapuby ta

19,6 micauiB y rpyni ctaHgapTHoi Tepanil.

A Progression.free Survival

100,

Hazard ratio, 0,58 (35% Cl, 0.43-0.80)
e S P<0 001

Olaparib (N~205)
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| Standard thmp; t"\
| iN~97)
! L—L:?%_z—
3
0

T P e s o o, it S B e, i, S e A A fom S S S g S, S
1ZJ45‘65B910111213141516171!1920212223242526172l2930

Progressian-free Survival (%)
— L Ll

Months since Rapdamization

No. at Risk
Olapanb 205201177159 15412910710094 73 69 61 4036 23 21 21 111111 4 3 3 2 2 1 1 10
Standard therapy 07 B8 6) 46 44 25 25 2421 134111 3 7 4 4 4 1 1 11 1 1110000




Gl

27

PucyHok 1A, OuiHKa BUXMBaHOCTI 6e3 nporpecyBaHHA 3a METOAOM
KansaHa-Meliepa

Ha naHeni A noKa3aHO OLiHKK BUXKMBaAHOCTI 6e3 NporpecysaHHA 3a MeToaom
Kannana-Meitepa (Ha OCHOBI 3aCNiNAeHOro He3aneXHoro LEeHTPanLHoro
posrasay)

Progression free survival — BuunBaHicte 6e3 nporpecysanHs, hazard
ratio — BigHOWeHHA pu3mkiB; 95 % Cl — 95 % AI; Olaparib — onanapu6;
standard therapy — craHaapTHa Tepanis; months since randomization —
micaui 3 MomeHTy paHgomizauii; No. at risk — KinbKicTb naujeHTis y rpyni
PU3NKY.

Niarpyna Onanapu6 CrangapTtHa BlaHoLIeHHA
Tepamin pUsKKiB
K-mb nayiesmie 3 (95 % A1)
ABULOMU/3020716HT K-Mb (%) _
Yci naujieHtn 163/205 (79,5) 71/97 (73,2) + 0,58 (0,43-0,80)
Nonepeaxa ximioTepania 3
NpUBOAY METACTaTMYHOTO
PaKy MOJIOHHOI 33/103U
Tak 119/146 (81,5)  51/69 (73,9) - 0/65.(0,4720,93)
Hi 44/59 (74,6) 20/28 (71,4) —t— 0,56 (0,34-0,98)
TOPMOH-peLenTopHHit i
cTartyc '
FOpPMOH-peuenTop- 82/103 (79,6) 31/49 (63,3) — s 0,82 (0,55-1,26)
NO3UTUBHWI ——
NoTpliiHUiM HeraTMBH KA 81/102 (79,4) 40/48 (83,3) 0,43 (0,29-0,63)
NonepeaHa Tepanin
npenapatamu NJAaTUHWK 3
npuBoAy paKy MOOYHOI St
337031
Tak 50/60 (83,3) 21/26 (80,8} = 0,67 (0,41-1,14)
Hi 113/145(77,9) 50/71(70,4) 0,60 (0,43~0,84)
3axBOpIOBAHHA, NprUAaTHE
BNA AlarHOCTUKK ]
Tak 139/165 (84,2) 56/72 (77,8) 0,58 (0,43-0,80)
Hi 24/40 (60,0) 15/25 (60,0) - 0,57 (0,30-1,12)
MporpecyBaHHs :
3aXBOPIOBAHHA HA MOMEHT
paHaomisauii
Tak 127/159(79,9)  53/73(72,6) | 0,60 (0,43-0,83)
Hi 36/46 (78,3) 18/24 (75,0) —t— 0,72 (0,41-1,30)
Tun myTaLii BRCA
BRCA1 94/114 (82,5} 41/50 (82,0) 0,54 (0,37-0,79)
BRCA2 64/84 (76,2) 30/45 (66,7) + ! 0,68 (0,45-1,07)
Bik
<65 poKiB 154/194 (79,4} 67/93 (72,0) 0,66 (0,49-0,88)
265 pokis 9/11(81,8) 4/4 (100,0) He
T DO3PAXDBYETHCA
PerioH —t—
Asia 46/59 (78,0) 21/28(75,0) e 0,57 (0,34-0,97)
€ppona 77/97 (79,4) 34/35 (75,6) 0,71 (0,48-1,08)
TlisHiyna AmeprKa Ta 40/49 (81,6) 16/24 (66,7) 0,39 (0,22-0,73)
NiBgeHHa AmMepuka +
Paca ——
CeiTAowKipi 109/134 (81,3) 47/63 (74,6} 0,67 (0,48-0,95)
TeMHOWKIpi 54/71(76,1) 24/34 (70,6) 0,51 (0,32-0,85)
0,125 0,250 0,500 2,000
1,000
Onanapu6 CranpaptHa
Kpaue Tepanina
Kpalue

PUCYHOK 2. AHani3 BMXXMBAHOCTI 63 NporpecysaHHA B Niagrpynax.

21. Pe3ynbrath 6e3neku

MegiaHa 3aranbHOi TPUBANOCTI NiKyBaHHA cTaHOBKUAA 8,2 micaui
(mianasoH 0,5-28,7) y rpyni onanapuby Ta 3,4 micauj (aianasoH 0,7—
23,0) y rpyni cTaHgapTHoi Tepanii. Y Tabnui 2 nokasaHo AaHi Wwoao
HebaXaHux AsulL, ByaAb-AKOTO CTYMNEHA TAXKOCTI, LLO BUHUKAU
npuHaiMHi y 15 % nauienTis y Byab-AKi 3 rpyn NikyBaHHsA. AHemis,
HyfoTa, 67110BaHHA, BTOM/IIOBAHICTb, FON0BHMI Binb Ta Kawenb
BMHMKaAAW HalyacTiwe y rpyni onanapmby NOPiBHAHO 3 rpynoto
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cTaHAapTHOI Tepanii; HeMTponeHin, [ONOHHO-NIJOWOBHA
epuTpOoAM3ecTesia Ta 36iNblLIEHHA PiBHA NEYiHKOBNX ¢depmenTis 6yno
Ginbl noLMpeHe y rpyni cTaHAapTHOT Tepanii NOPIBHAHO 3 Fpynoto
onanapuby. Y rpyni onanapuby 6inblwicts HebaxaHUx ABMLL 6ynn 1
UM 2 CTyneHs TAXKKOCTI. YacToTa BUHMKHEHHA ABULY, 3 cryneHAa um
BuLLe Gyna HUKYOIO Y rpyni onanapuby NOPIBHAHO 3 rpynoto
craHgapTHOI Tepanii (36,6 % npotn 50,5 % BianosiaHo) (Tabauua 1).
YacToTa BUHMKHEHHA HebaxkaHux asuw, 4 Ta 5 CTyneHa cTaHosua
3,4 % Ta 0 % BignosigHo y rpyni onanapnby 1a 12,1 % i1,1%
8iANOBIAHO y rpyni cTaHAapTHOI Tepanii. OKpim iHpopmaLii,
nosigomneHoi y Tabanui 1, iHwnmmn HebaxxaHnmu AsuLamm 3
CTYNEHA YM BULLE, L0 BUHMKAIN npuHaimHi y 2 % nauientok 6yab-
akoi 3 rpyn, 6ynu nelikonewis (Wo BuHUKana y 2,4 % NauieHToK y
rpyni onanapwby Tay 3,3 % nauieHToK y rpyni CTaHAapTHOI Tepanii),
sagyika 1,0 % Ta 3,3 %) Ta 3MEeHLeHHs KinbKoCTi TpombouuTis

(2,4 % Ta 1,1 %). 3HMKEHHA J03M HaltuacTiwe Biabysanoca yepes
aHemilo y rpyni onanapuby (y 13,7 % nauieHTOK) Ta 4ONOHHO-
MifOWOBHY epUTPOAM3ecTesito y rpyni cTaHAapTHOI Tepanii (y 7,7 %).
YacToTa NPUNUHEHHA NiKyBaHHA Yepes aHemito Byna noAibHoI0 B
o6ox rpynax (2,0 %y rpyni onanapuby Ta 2,2 %y rpyni CTaHAAPTHOI
Tepanii). HeMTponeHia cnpuYMHUAA NPUNNHEHHA NiKyBaHHA Y ABOX
naLieHTiB y rpyni CTaHAapTHOT Tepanii Ta y OAHOTO naLlieHTa y rpyni
onanapuby. (1,0% Ta 3,3 %) Ta 3HMKEHHA KinbKkoCTi TpomGouuTiB
(2,4 % Ta 1,1 %). 3HWKeHHA 403K Hal4acTiwe BinbyBanoca Yepes
aHemito y rpyni onanapuby (y 13,7 % nauieHTOK) Ta ONOHHO-
NiJoWOoBHY epuTpoamsecTesito y rpyni cTaHgapTHoi Tepanii (y 7,7 %).
YacToTa NPUNUHEHHA NiKyBaHHA Yepe3 aHemito Byna noaibHoto B
o60ox rpynax (2,0 % y rpyni onanapnby 1a 2,2 %y rpyni cTaHgapTHOT
Tepanii). HelTponeHia cnpuunHnia NPUNUHEHHA NiKyBaHHA y ABOX
nayjenTie y rpyni cTaHAapTHOT Tepanii Ta y *KOAHOTO naujieHTa y rpyni
onanapuby.

Tabauua 1. Pestome HebarkaHux asnu,.*

MNepemikHa Ipyna onanapuby Ipyna craHaapTHoi Tepanii
(N = 205) (N=91)
Byab-AKWA CryniHe ByAb-AKkWiA CTyniHe
CTYMiHb TAKKOCTI TAMKOCTI 2 3 CTYNiHb TAMKOCTI 2 3

TAMKOCTI
Hinekicms (8i0comok)
HebaaHe aBulLe

Byab-AKe 199 (97,1) 75 (36,6) 88 (96,7) 46 (S0,5)
Avemiat 82 (40,0) 33(16,1) 24 (26,4) 4(4,4)
He#itponeHint 56 (27,3) 19 (9,3) 45 (49,5) 24 (26,4)
3HUMEHHA KiNbKOCTI 33(16,1) 7{3,8) 19(20,9) 9(9,9)
NeNKouMUTIB

HyaoTa 119 (58,0) 0 32(35,2) 1(1,2)
BAoBaHHA 61(29,8) 0 14 (15,4) 1{1,1)
[fliapen 42(20,5) 1(0,5) 20 (22,0) 0
SHUMEHHR aneTuTy 33(16,1) 0 11(12,1) 0

Broma 59 (28,8) 6(2,9) 21(23,1) 1(1,1)
fonosHui 6inb 41 (20,0) 2(1,0) 14 (15,4) 2(2,2)
Nipexcia 29 (14,1) 0 16 (17,6) 0
Kawenb 35(17,1) 0 6 (6,6) 0

MigBULLEHHSA piBHA

anaHiHamiHOTpaHchepasn 23)(da 2} 3(L3) TG 1y
i ]

e 19(9,3) 5(2,4) 15(16,5) 0
acnapTaTamiHoTpaHcdepasu
ﬂonOHHo-nlemgaHa 1(0,5) 0 19 (20,9) 202,2)
epuTpoamaecTesia
3HUMKEHHA A03KM Yepe3 52 (25,4) H3 28 (30,8) H3
HeBamaHe ABuLLe .
NpU3YNUHEHHA Yh 72 (35,1) H3 25 (27,5) H3

BiATEPMIHYBAHHA NiKYBAHHA




yepe3 Hebawane aBUWe

CKacyBaHHA NiKyBaHHA

uepe3s HebaxaHe nBue 10 (4,9) H3 7{1,7) H3
;: V‘Taﬁn,uu,i 333HaUeH| HeBawaHi ABULLA BYAb-AKOrO CTYNeHs TAMKOCTI, WO BUHUKAYU NPUHAAMHI
y 15 % nauieHToK y 6yab-AKii rpymi, Ta BIi4NOBIAHI HebBarkaHi ABAWA 3 CTYNEHA Y BULLE, WO
Bynu KNacuPiKoBaHi 33 4ONOMOroI0 3aranbHUX KpUTEpIiB TEPMIHOAOTTT 417 NO3HAYEHHA
HeBarkannx AsuLL, HauiosanbHOro IHCTUTYTY oHkonoril, Bepcia 4.0. H3 — He 33acToCOBYETLCA.
t Jlo.KaTeropii «aHemis» HaNeMUTb BHeMif, SHUKEHHA PIBHA remornobiHy, BHUKEHHA
reMaToKpPUTY, 3HWIKEHHA KiIbKOCTI €PUTPOLMTIB T3 €pUTPONEHIA.
+ [lo KaTeropii «HeRTpoNeHin» HanexnTs GebpnnbHa HeATponeHia, rpaHy/10LUTONEHIA,
SHUMEHHA KiNbKOCTI TPaHy/I0LMTIB, HEUTPONeHis, HeRTPONEeHIYHMA CENCUC, IHMKEHHA KiNbKOCTi
HeiTpodinis Ta HeliTponeHivHa iHdekyja

22. BACHOBOK (3aKN104€eHHSA)

BMCHOBOK LWOAO KNiHIYHOI epeKTUBHOCTI:

Pe3ynbTaTH Pi3HMX KiHLEBUX TOYOK epeKTUBHOCTI y 6azoBomy
nocnigxeHHi OlympiAD nigTpumytoT edeKTUBHICTL Onanapuby A
NiKyBaHHA JOPOCNX MALIEHTOK 3 repMiHAaTUBHUMU MyTaLisMKU
BRCA1/2, aki matoTb HER2-HEraTMBHMI METacTaTNYHUI PaK MOJIOYHOI|
3a7103. Bigmiuanocs CTaTUCTUYMHO AOCTOBIpHE NOKpaLLeHHA BBIT.

BUCHOBOK LWOA0 KAiHIYHOT 6e3nexku

Mpogink 6esnekun onanapunby, BKAIOYHO 3 NALIEHTKaMK 3
nocnigxerHs OlympiAD, 3arasom Bianosigae Bigomomy npodinio
Gesneku onanapmby. Cloam Hanexatb HA 3 6oky LWKT, remartonoriyHa
ITOKCUMUHICTL Ta 3aranbHi po3naau. Y nauientie 3 gBRCAM HER2-
HeraTMBHUM METACTaTUYHUM PaKOM MOJIOYHOT 3871031 He Byno
ileHTU(IKOBAHO KOLHUX HOBUX CUrHaniB ana Gesneku. HA, nos'AsaHi
3 onanapubom, 3a3Buuait MatoTb SIETKMIA UM CepeaHiit CTyniHb
TAMKOCTI, NIKYIOTbCA 3@ LONOMOTOI0 3MIHM 031 UM CTaHAAPTHOT
nigTPMMYyBaNbLHOI Tepanii | pigko NoTpebyoTh NPUNUHEHHA
NiKyBaHHA,

Woao MZC/TMJ1, THEBMOHITY Ta HOBUX MEPBUHHMX 3MOAKICHNX
HOBOYTBOPEHb, 3B'A30K MisK IiKyBaHHAM 0N1anapubom Ta LMMu
HebaXkaHMMU ABMLLaMK He ByB BCTaHOBEHWUN. OTXe, BOHM AOCi
BBAXKAIOTbCA BAXKAMBUM NOTEHLiMHUM pU3nKom ana onanapuby 3
niAMM 3 HarAaAay, WO NPOAOBKYIOTLCA Ta AeTanizosaHiy NyP.

3aABHUK (BNAaCHUK
PEECTPaLIMHOrO NOCBIAYEHHSA)

/nignuc/

(nignuc)
p. Ligeta Minexkosa (Dr. Tsveta Milenkova)
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