Annex 29

to Procedure for Conducting Expert Evaluation
of Materials Pertinent to Medicinal Products,
which are Submitted for State Registration
(Re-Registration) and Expert Evaluation

of Materials about Introduction of

Changes to Registration Documents

during the Validity Period of

Registration Certificate (paragraph 4, Section 1V)

Non-Clinical Study Report

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

CALQUENCE®
(INN: Acalabrutinib maleate)
100 mg film-coated tablets

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

Medicinal product with complete dossier (stand-alone
dossier)

Other medicinal product

Known active substance

Changes requiring new registration

e Changes in AS that do not result in a new AS:

different salt, ester, complex/derivative (same active
moiety of molecule)

e Change of strength, pharmaceutical form and method of|
administration

X change or addition of new pharmaceutical form

2) conducted studies

Yes

2. Pharmacology:

1) primary pharmacodynamics

IAcalabrutinib is an inhibitor Bruton tyrosine kinase (BTK).
BTK is a signaling molecule of the B-cell antigen receptor
(BCR) and cytokine receptor pathways that is expressed in
B-cells, myeloid cells, mast cells, and platelets. BTK’s role
in signaling through the B-cell surface receptors results in
activation of pathways necessary for B-cell trafficking,
chemotaxis, and adhesion. Chronic activation of the BCR
pathway is involved in the proliferation and cell survival of
\various B-cell malignancies.

\Acalabrutinib was shown to bind BTK in lymphoma cells in
vitro as well as inhibit B cell receptor driven expression of
CD69 in peripheral blood mononuclear cells. In vivo,
acalabrutinib demonstrated tumor growth inhibition in
models of mantle cell lymphoma, diffuse large B-cell
lymphoma, and chronic lymphocytic leukemia.

2) secondary pharmacodynamics

Studies 840290, 840327, 100032432, and 100033052:
Acalabrutinib and ACP-5862 were evaluated in radioligand
binding assays across a diverse set of 80 receptors, ion
channels, and transporters. 250% inhibition of specific
ligand binding was only observed for adenosine A2A and
A3 receptors and neurokinin 2 (NK2). '[h_e#ﬁj,ya]u,gg were

all above the observed peak clinical ¢oncéntrations for
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acalabrutinib and ACP-5862, indicating a low potential for
physiologically relevant effects in patients treated with the
intended clinical dose regimen.

3) safety pharmacology

Dimension of pivotal safety pharmacology studies are in
line with industry standard.

Central Nervous System (CNS)

Study 503222: In a modified Irwin test conducted with
good laboratory practice (GLP), male Sprague Dawley rats
(8/group) were administered a single oral dose of
acalabrutinib (30, 100, or 300 mg/kg), vehicle (0.4%
hydroxypropyl methylcellulose with 0.2% Tween 80 in
water), or the positive control chlorpromazine (20 mg/kg).
Detailed clinical signs with CNS functional assessments
including sensory, motor, and behavioral endpoints and
rectal temperatures were measured at predose and 1, 2,
4, 6, and 24 hours after dosing, mortality was checked
twice daily, and body weight was measured predose.
Acalabrutinib had no effects on neurobehavioral function
or rectal temperature following a single oral
administration at doses up to 300 mg/kg.

Respiratory

Study 503221: In a GLP study, male Sprague Dawley rats
(10/group) were administered a single oral dose of
acalabrutinib (30, 100, or 300 mg/kg), vehicle (0.4%
hydroxypropyl methylcellulose with 0.2% Tween 80 in
water), or the positive control baclofen (40 mg/kg).
Respiratory parameters (breathing frequency, tidal
volume, minute volume, peak inspiratory flow, and peak
expiratory flow) were evaluated at 30 minute intervals
during the first 4 hours after dosing using head out
plethysmography. Acalabrutinib had no effects on
respiratory function following a single oral administration
at doses up to 300 mg/kg.

(Cardiovascular

IThe potential for acalabrutinib to inhibit the human ether-
a-go-go related gene (hERG) potassium channel was
assessed in two separate in vitro GLP studies. In one study
(503219), acalabrutinib at a concentration of 10 uM
showed an inhibition of 25.1% of the hERG tail current
measured in HEK-293 cells stably transfected with hERG-1
cDNA. In the second study (794950), the effects of
acalabrutinib (1 and 10 uM) and ACP-319 (a PI3kb
inhibitor; 1, 3, 10, and 30 uM) both separately and in
combination on the hERG tail currents were measured in
CHO-K1 cells expressing the hERG channel. Acalabrutinib
alone inhibited the hERG tail current I::),y-:Sg.-;g%va_t-& M ‘and

24.9% at 10 pM. In the presence of gtajaﬁrminib (10 MJ;
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IACP-319 inhibited the hERG tail current in a concentration
dependent manner with an IC50 value of 10.3 uM for ACP-
319. The IC50 values for the inhibition of the hERG current
for acalabrutinib were not determined in either study.

Study 594019: In an in vivo GLP cardiovascular assessment
study, radiotelemetry-instrumented Beagle dogs (4 males)
were administered single oral doses of vehicle (0.4%
hydroxypropyl methylcellulose with 0.2% Tween 80 in
water) and acalabrutinib (3, 10, and 30 mg/kg) per an
escalating dose design with approximately 3 to 7 days
between doses. Cardiovascular function assessments
including heart rate, arterial blood pressure (mean,
systolic, and diastolic), pulse pressure, and ECG waveforms
from which ECG intervals (PR, QRS, RR, QT, and heart rate-
corrected QT) were derived and body temperature were
collected continuously from approximately 1 hour prior to
administration of vehicle or acalabrutinib through 24
hours after dosing. Acalabrutinib had no toxicologically-
significant effects on cardiovascular function following
single oral doses up to 30 mg/kg in this study.

4) pharmacodynamic interactions

3. Pharmacokinetic properties:

1) analytical procedures and reports on their
validation

\Validation report numbers: 502782, 502793, 2219-051,

2219-012, 2219-033 and 2219-017. Methods for the

determination of acalabrutinib were developed in plasma
from mouse, rat, dog and rabbit. Samples were prepared
by protein precipitation with quantitative analysis by high
performance liquid chromatography coupled to tandem
mass spectroscopy (HPLC-MS/MS).

2) absorption

XT138100 - Acalabrutinib showed high passive
permeability across an MDCK cell monolayer system,
indicating the potential to be well absorbed from the g.i.
tract.

0112-0001 - Following single 5mg/kg oral administration,
to female BALB/c mice, acalabrutinib was rapidly and
extensively absorbed (Tmax 0.08h and oral bioavailability
62%).

2219-003 — In male Sprague-Dawley rats given oral doses
of 5mg/kg acalabrutinib, there was rapid absorption (Tmax
0.25h) and 21 to 23% oral bioavailability.

2219-001 - In male Beagle dogs following single 2.5mg/kg
oral doses, acalabrutinib was also rapidly absorbed (Tmax
0.5h) with an oral bioavailability of 53 to _58'%; o
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2219-004 - Following single oral (2.5mg/kg)

administration to cynomolgus monkeys, the Tmax for
acalabrutinib was between 0.5 and 2h with oral
bioavailability values of 6 to 10%.

Overall, the preclinical data suggest that acalabrutinib is
rapidly and extensively absorbed with oral exposure likely
determined by the extent of hepatic first-pass extraction.

3) distribution

XS-0850 — The most appropriate measurement of the
plasma protein binding of acalabrutinib was using
measurement of [**C]- acalabrutinib by
ultracentrifugation. Under these conditions,
acalabrutinib was moderately to highly bound in plasma
with fraction unbound values of 0.246, 0.08, 0.316,
0.058 and 0.025 in mouse, rat, dog monkey and human
plasma, respectively. The binding to human serum
albumin was also measured with a fraction unbound of
0.06. Binding to plasma proteins was essentially
concentration independent.

In the same study, the major metabolite of
acalabrutinib (ACP-5862) exhibited fraction unbound
values of 0.014, 0.002, 0.057 and 0.014 in mouse, rat,
dog and human plasma, respectively.

XS5-1468 - The purpose of this study was to assess the
protein binding of acalabrutinib (ACP-196) and ACP-
5862 in mouse, rat, dog, monkey, and human plasma,
human serum albumin, and «-1-acid glycoprotein
determined by ultracentrifugation in the same samples.

The mean percentage binding of acalabrutinib at
concentrations of 0.3, 1 and 3uM was 80.1, 76.8 and
76.8 in mouse, 94.3, 94.3 and 93.6 inrat, 77.4, 73.9 and
74.4 in dog, 99.0, 98.9 and 98.9 in monkey and 99.4,
99.4 and 99.4 in human, respectively. The mean
percentage binding in 40mg/mL human serum albumin
was 70.0, 64.4 and 60.8, respectively. In 20uM human
alpha-1-acid glycoprotein, the percentage binding was
68.4, 60.6 and 54.8, respectively, whereas at 60uM the
percentage binding was 84.0, 75.2 and 73.3,
respectively.

The mean percentage binding of ACP-5862 at
concentrations of 0.3, 1 and 3uM was 98.6, 98.5 and
98.3 in mouse, 99.8, 99.8 and 99.8 in rat, 91.7, 90.9 and
89.7 in dog, 97.9, 97.4 and 95.9 in monkey and 98.8,
98.9 and 98.8 in human, respectively. Ihe"r'r_ieari" sl ® .
percentage binding in 40mg/mL humén'éerum _y“miﬁ *




78.6, 77.4 and 71.9, respectively, whereas at 60M the
percentage binding was 92.4, 92.0 and 88.4,
respectively.

X5-0947 — Acalabrutinib partitions essentially evenly
between blood cells and plasma with mean blood to
plasma ratios of 1.37, 0.87, 1.06, 0.83 and 0.79 in
mouse, rat, dog, monkey and human blood.

8338525- In a quantitative whole-body autoradiography
study in male Long Evans pigmented rats following
single oral (100mg/kg) administration of [*(]-
acalabrutinib, radioactivity was widely distributed into
tissues. The highest radioactivity was observed in the
large intestine, liver, uveal tract, kidney cortex,
extraorbital lacrimal gland, intra-orbital lacrimal gland,
kidney medulla, kidney, adrenal glands, cecum, and
small intestine.

Radioactivity was generally rapidly removed from
tissues, with many tissues BLQ after 24 hour post
dosing. By 168 hours post dose, all tissues were BLQ
with the exception of the uveal tract in the eye.

4) metabolism

8338525, 8338256, 8340639, 8341070- The metabolism
profile of acalabrutinib has been evaluated in rat, dog
and human following oral administration of 100mg/kg,
30mg/kg and 100mg of the [**C]-labelled material,
respectively. Across the species, acalabrutinib was
extensively metabolised with greater than 36 unique
metabolites identified in plasma and excreta.

The metabolism of acalabrutinib proceeds via 3 main
routes: oxidative attack on the pyrrolidine ring, amide
hydrolysis and glutathione conjugation.

The major circulating components in human plasma
following dosing of acalabrutinib were unchanged
acalabrutinib and ACP-5862 (M27) which is formed by
pyrrolidine oxidation, ring opening and rearrangement.
No other significant metabolites were present in human
plasma. Circulating ACP-5862 total plasma
concentrations were approximately 2.7 fold higher than
those of acalabrutinib based on AUCy.: comparison
following 100mg acalabrutinib dosed to humans.

XT134082, XT164096 — Using a combination of human
liver microsomal studies (+/- specific CYP isoform
inhibitors) and recombinant CYP studies, CYP3A4/5 was
shown to be the major P450 responsible for the
metabolism of both acalabrutinib and ACP-5862.

5) elimination




91%) was recovered in the faeces, mostly within the first
48 hours following administration. Urinary excretion was
low (2.7-3.6%). At 96 hours post dosing, only 1% of the
dose remained in the carcass.

8338526 — Following oral (30mg/kg) administration of
[**C]- acalabrutinib to male and female Beagle dogs, the
majority of the dose (69-72%) was recovered in the faeces
with 15% recovered in the urine.

ESNO330 — In bile duct cannulated rats following
intravenous administration, 69% of the dose was
recovered in the bile. Following oral administration, 39%
of the dose was recovered in the bile. In the dog, 19% was
recovered in bile following oral administration.

6) pharmacokinetic interactions (non-clinical)  |At the clinical dose of 100mg acalabrutinib, the estimated
unbound plasma Cmax values for acalabrutinib and ACP-
5862 were 0.036 and 0.012uM, respectively. All 1Cs, values
in this section should be considered against these
concentrations.

XT135097, XT165071 - The direct CYP inhibitory potential
of acalabrutinib (3 to 100 uM) was tested against a panel
of enzyme activities. Acalabrutinib had no significant
effect against CYPs 1A2, 2B6, 2C19 and 2D6 (ICses
>1001M) and exhibited moderate inhibition of CYPs 2C8
(ICs0 37 uM), 2C9 (1Csp 28 uM) and CYP3A4/5 (ICso 57 to
691LM). ACP-5862 ICsps were all >20uM with the exception
of CYP2C8 and CYP2C9 where 1Cso values were 6.7 and
17uM, respectively. Based on 100mg administration of
acalabrutinib, systemic DDIs due to direct CYP inhibition
are unlikely. However, a DDI due to gut wall CYP3A4/5
inhibition cannot be ruled out.

In time dependent CYP inhibition assays, acalabrutinib was
found to be a weak time-dependent inhibitor of CYPs 2C8,
2C9 and 3A4/5. Based on PBPK modelling, acalabrutinib is
not expected to increase the systemic concentrations of
co-administered CYP3A4/5 substrates.

XT133111, XT163068 - The CYP induction potential of
acalabrutinib was investigated in human hepatocytes.
IAcalabrutinib (50 uM) caused minor increases in CYP1A2,
2B6 and CYP3A4 mRNA (up to 3-fold). ACP-5862 (501M)
caused similar increases in CYP3A4 mRNA, but no effect
on CYP1A2 or 2B6. These data suggested clinically
meaningful induction of hepatic CYPs and gastrointestinal
CYP3A4 are unlikely with acalabrutinib.

At the clinical dose of 100mg acalabrutinib, the
estimated unbound plasma Cmax values for
acalabrutinib and ACP-5862 were 0.036 a
respectively. All 1Cso values in this secti
considered against these concentratiq
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XT135097, XT165071 - The direct CYP inhibitory
potential of acalabrutinib (3 to 100 uM) was tested
against a panel of enzyme activities. Acalabrutinib had
no significant effect against CYPs 1A2, 2B6, 2C19 and
2D6 (ICsps >100pM) and exhibited moderate inhibition
of CYPs 2C8 (ICso 37 uM), 2C9 (ICs0 28 uM) and
CYP3A4/5 (ICso 57 to 69uM). ACP-5862 I1Cses were all
>20uM with the exception of CYP2C8 and CYP2C9
where 1Csp values were 6.7 and 17uM, respectively.
Based on 100mg administration of acalabrutinib,
systemic DDIs due to direct CYP inhibition are unlikely.
However, a DDI due to gut wall CYP3A4/5 inhibition
cannot be ruled out.

In time dependent CYP inhibition assays, acalabrutinib
was found to be a weak time-dependent inhibitor of
CYPs 2C8, 2C9 and 3A4/5. Based on PBPK modelling,
acalabrutinib is not expected to increase the systemic
concentrations of co-administered CYP3A4/5
substrates.

XT133111, XT163068 - The CYP induction potential of
acalabrutinib was investigated in human hepatocytes.
Acalabrutinib (50 uM) caused minor increases in
CYP1A2, 2B6 and CYP3A4 mRNA (up to 3-fold). ACP-
5862 (5011M) caused similar increases in CYP3A4 mRNA,
but no effect on CYP1A2 or 2B6. These data suggested
clinically meaningful induction of hepatic CYPs and
gastrointestinal CYP3A4 are unlikely with acalabrutinib.

BS001953-23 - The potential of acalabrutinib and ACP-
5862 to inhibit human hepatic microsomal uridine di-
phosphoglucuronosyl transferase 1A1 (UGT1A1) and
UGT2B7 isozymes was studied. For both isoforms, the
ICso values were greater than 3uM. Therefore, under
clinical conditions, acalabrutinib should not cause a
systemic DDI on these two UGT isoforms.

XT138100, XT168092, X531144 — The potential for
acalabrutinib and ACP-5862 to inhibit a number of drug
transporters has been investigated in relevant cell line
models (Caco-2, MDCKII-BCRP or HEK293 cells
expressing appropriate transporters).

Acalabrutinib inhibited MDR1 (P-glycoprotein) and
BCRP with ICsp values of 18 and 41uM, respectively. The
values for ACP-5862 were >20 and 6pM, respectively.
The hepatic uptake transporters were inhibited by




Acalibrutinib was a weak inhibitor of renal drug
transporters with 1Cso values of >20, >20, 59% inhibition
at 20uM, >3 and >3uM for OAT1, OAT3, OCT2, MATE1
and MATEZ2K, respectively. ACP-5862 inhibited the same
transporters with 1Cs values of 12, >20, >20, 0.2 and
>31M, respectively.

Overall, the likelihood for 100mg acalabrutinib to
perpetrate a transporter DDl in humans is low, with the
potential exceptions of BCRP in the intestine and renal
MATE1 driven by inhibition by ACP-5862.

7) other pharmacokinetic studies

NA

4. Toxicology:

Dimension of pivotal toxicology studies are in line with industry standard.

1) single-dose toxicity

No single-dose oral toxicity studies have been conducted.

2) repeated-dose toxicity

Study title/ number: 28-day Oral Gavage Toxicity Study
with ACP-196 Followed by a 4-Week Recovery Period in
Male and Female Sprague Dawley Rats / 502513

Acalabrutinib was administered by oral gavage at doses of
30, 100, or 300 mg/kg/day once daily for at least 28 days
in Sprague Dawley rats. Mortality was observed in 3 males
and 3 females at 300 mg/kg/day, and these unscheduled
deaths were associated with hepatic, myocardial, and
renal necrosis. Pancreatic inflammation was also observed
in the males. Target organs of toxicity in the surviving rats
were the liver, kidney, pancreas, and adrenals. Adverse
findings in rats treated with 100 mg/kg/day included
clinical signs (hunched posture, salivation, piloerection,
and chromodacryorrhea), changes in hematology (‘T
reticulocytes, ‘T neutrophils, and . B-cells), organ
weights (| thymus, \{ spleen, and " adrenal gland), and
microscopic findings in the pancreas and kidneys.

GLP compliance: Yes
Study title/ number: ACP-196: A 91-Day Oral Toxicity Study

in Rats with a 28-Day Recovery Period/ 2219-029
Acalabrutinib was administered by oral gavage at doses of

10, 30, or 100 mg/kg/day once daily for 91 days in Sprague
Dawley rats. No acalabrutinib-related mortality was
observed in this study and toxicity was primarily limited to
macroscopic and microscopic findings in the pancreas
observed at all doses. Findings included small pancreas,
hemorrhage/pigment/inflammation/fibrosis of the islets,
and subacute/chronic inflammation of the exocrine
pancreas. Following the 28-day recovery period, the
macroscopic findings and subacute/chronic inflammation
were resolved; however, the incidenlcfe';‘;b o) St S

hemorrhage/pigment/inflammation JE




were similar to the incidences observed at the main study
necropsy with slightly decreased severity.

GLP compliance: Yes

Study title/ number: ACP-196: A 26-Week Oral Toxicity
Study in Rats with a 4-Week Recovery Period/ 2219-084

Key Study Findings

Mortality was observed at 300 mg/kg/day during the first
2 weeks of treatment and the highest dose was decreased
to 200 mg/kg/day. Additional mortality was observed in
animals treated with 300/200 mg/kg/day following the
dose reduction. The causes of mortality were
uremia/acute kidney failure and myocardial necrosis.
Organs of toxicity of acalabrutinib in surviving animals
included the kidney, liver, lung, mesenteric lymph node,
and pancreas.

GLP compliance: Yes

Methods:

Dose and frequency of dosing: 0, 20, 100, or
300/200* mg/kg/day once daily for 26 weeks; 4-week
recovery period.

*Animals in the 300 mg/kg/day group were placed on a 4-
day dose holiday starting on Day 10 (main study females
and all toxicokinetics animals) or Day 11 (main study
males), then the dose was lowered to 200 mg/kg/day
starting on Day 14 or Day 15, respectively.

Route of administration: Oral gavage
Species/Strain: Rat/Wistar Han

Number/Sex/Group: Main Study: 16/sex/group
Recovery: 6/sex/group
lAge: ~5.5 weeks at receipt

Satellite groups/ unique design:

Toxicokinetics: 6/sex for 0 mg/kg/day group and
14/sex/day for 20, 100, and 300/200 mg/kg/day
Groups

Animals found dead or euthanized in extremis during the
first 17 days of the study were replaced. According to the
methods section, a total of 9 rats were used as
replacement animals and according to the morality results
section, a total of 7 animals were replaced incluciipgj.h__
male prior to initiation of dosing and 6 femaleg$at?
mg/kg/day (5 main study and 1 toxicokinﬂgﬂ‘;5 ;
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Study title/ number: 28-day Oral Gavage Toxicity Study
with ACP-196 in Male and Female Beagle Dogs Followed
by a 4-Week Recovery Period/ 502515

Acalabrutinib was administered by oral gavage at doses of
3, 10, or 30 mg/kg/day once daily for at least 28 days in
Beagle dogs. Hematology changes included decreases in B-
cell counts in males at all doses (21-44%) and in females at
30 mg/kg/day (17-20%) compared to controls.

Organ weights were decreased in multiple organs at

30 mg/kg/day compared to controls including the spleen
({1 13%), thymus (| 23%), prostate (|, 30%),
epididymides (\ 14%), testes (\, 12%), and ovaries (|
16%). Microscopic findings included lymphoid depletion in
the spleen and congestion/erythrophagocytosis in the
mesenteric lymph node that corresponded to a
macroscopic finding of dark red discoloration observed at
all doses of acalabrutinib. Increased incidences of findings
in the kidney including tubular basophilia, papilla
mineralization, and hyaline casts were observed in dogs
treated with acalabrutinib.

GLP compliance: Yes

Study title/ number: ACP-196: A 39-Week Oral Capsule
Toxicity Study in Dogs with a 4-Week Recovery Period/
2219-098

IAcalabrutinib was administered orally via gelatin capsules
at doses of 10 or 30 mg/kg/day once daily for 39 weeks in
Beagle dogs. Toxicities were limited to changes in clinical
pathology starting by Weeks 4 or 13 and observed
throughout the dosing period. Hematology changes
consisted of reversible effects on red blood cell
parameters including increases in mean cell volume (MCV,;
1 up to 10%) and mean cell hemoglobin (MCH; T up to
6%) and decreases in mean cell hemoglobin concentration
(MCHC; |- up to 5%) and red cell distribution width (RDW;
J- up to 10%) in both males and females at 30 mg/kg/day
compared to controls. Additionally, decreases in red cell
mass (erythrocytes, hemoglobin, or hematocrit; | up to
14%) were observed in females at 30 mg/kg/day
compared to controls. Clinical chemistry changes included
decreases in albumin in females at 30 mg/kg/day and in a
single female at 10 mg/kg/day.

GLP compliance: Yes

Study title/ number: ACP-196: A 91-Day Oral Capsule
Toxicity Study in Dogs with a 28- Day Recoyem.ﬂe;@[

v .,;"=.’%\l"l:n"‘
2219-030 g _M :-.._




Key Study Findings

At the highest dose of 30 mg/kg/day, one female had
increases in clinical chemistry parameters (ALT, alkaline
phosphatase, urea nitrogen, and creatinine) and clinical
signs that led to a 1-week dosing interruption of
acalabrutinib (Days 46-52) in this animal. Dosing was
resumed at 30 mg/kg/day and the animal finished the
study.

Organs of toxicity of acalabrutinib included the gut-
associated lymphoid tissue (GALT), kidney, liver,
mandibular and mesenteric lymph nodes, spleen, and
thyroid/parathyroid.

GLP compliance: Yes

Methods:

Dose and frequency of dosing: 0, 5, 10, or 30 mg/kg/day
once daily for 91 days; 28-day recovery period. Due to
veterinary observations, one female at 30 mg/kg/day
(Animal # 149) was not dosed fora 1

\week period on Days 46-52.

Route of administration: Oral capsules

Species/Strain: Dog/Beagle

Number/Sex/Group: Main Study: 5/sex/group
Recovery: 3/sex/group

Age: 5-6 months at receipt

Satellite groups/ unique design: None

3) genotoxicity:
in vitro

In Vitro Reverse Mutation Assay in Bacterial Cells (Ames)
Study title/ number: Evaluation of the Mutagenic Activity
of ACP-196 in the Salmonella Typhimurium Reverse

Mutation Assay and the Escherichia Coli Reverse Mutation

\Assay/503223

Key Study Findings:

iAcalabrutinib did not increase in the number of revertant
colonies in tester strainsTA100, TA1535, TA 1537, and
WP2 uvrA with or without metabolic activation. Tester
strain TA98 increased the number of revertant colonies
above the historical control data range both with and
without metabolic activation in two separate experiments,
but increases were less than 2-fold the concurrent control.

iAcalabrutinib was negative for mut,,ag'é‘l:ﬁ tﬁg reverse

mutation assay.

o\
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GLP compliance: Yes

Test system:

Salmonella typhimurium strains TA98, TA100, TA1535, and
TA1537; Escherichia coli tester strain WP2 uvrA; tested at
concentrations up to 5000 ug/plate; +/- S9 activation.

Results:

In tester strain TA98, acalabrutinib induced increases in
ithe number of revertant colonies compared to the solvent
control at dose levels of 3330 and 5000 ug/plate without
S9-activation (up to 1.9-fold) and at 3330 ug/plate with 59-
activation (up to 1.8-fold). These increases were below the
criterion for a positive result for the TA98 strain of 3-fold
the concurrent control used in this study. To verify these
results, an additional experiment with concentrations up
to 5000 ug/plate was conducted with the TA98 strain and
similar results at 1000 (without S9 only) and 3330 ug/plate
were observed in the second experiment. Although the
increases in the number of revertant colonies were above
the historical control data range in two separate
experiments, since they were less than 3-fold the
concurrent control they were considered to not be
biologically relevant.

Study title/ number: Evaluation of the Ability of ACP-196

ito Induce Chromosome Aberrations in Cultured Peripheral
Human Lymphocytes (with Repeat Experiment)/ 503225

Key Study Findings:

Acalabrutinib did not induce chromosome aberrations in
human peripheral blood lymphocytes with or without
metabolic activation; therefore, acalabrutinib was
negative for clastogenicity in the in vitro chromosome
aberrations assay.

GLP compliance: Yes

[Test system:

Human peripheral blood lymphocytes; +/- S9 activation;
exposure to acalabrutinib of 3, 24, or 48 hours without S9
activation and 3 hours with S9 activation; 24-48 hours
fixation time; for cytogenetic assays, concentrations of up
to 400 ug/mL for 3 hour exposure, 100 ug/mL for 24 hour

exposure, and 150 ug/mL for 48 hour ew%

' ‘h«\.
g e

-




13

in vivo (including additional toxicokinetics
assessment)

Study title/ number: In Vivo Micronucleus Assay in Rats/

AD92XN.125M0121CH.BTL

Key Study Findings:

\Acalabrutinib did not induce an increase in the incidence
of micronucleated polychromatic erythrocytes; therefore,
acalabrutinib was negative for micronucleus induction and
in vivo clastogenicity.

GLP compliance: Yes
ITest system:

ISprague-Dawley rats; males and females in dose range
finding assay, males only in definitive assay; single oral
dose of 0, 500, 1000, or 2000 mg/kg acalabrutinib; 24 hour
(all doses) or 48 hour (0 and 2000 mg/kg only) bone
marrow collection.

4) carcinogenicity:

Carcinogenicity studies have not been conducted and
considered not required for this patient population.

long-term studies

N/A

short-term studies
or mid-term studies

N/A

additional studies

5) reproductive and developmental toxicity:

effect on fertility and early embryonic
development

Study title/ number: ACP-196: A Combination Study of

Fertility and Embryo Fetal Developmental Toxicity in Rats

with a Toxicokinetic Evaluation/ 2219-088

Key Study Findings

Acalabrutinib caused mortality related to kidney toxicity in
males at 300 mg/kg/day. No effects on fertility or embryo-
fetal development were observed at any dose level;
therefore, the NOAEL for male fertility was 300 mg/kg/day
and the NOAEL for female fertility and embryo-fetal
toxicity was 200 mg/kg/day in rats. Exposures at these
doses were approximately 18 times and 16 times,
respectively, the human clinical exposure based on AUC at
the recommended human dose.

GLP compliance: Yes

Methods

Dose and frequency of dosing:

Males: 0, 30, 100, or 300 mg/kg/day; once daily dosing
starting 28 days prior to pairing through mating and post
mating period (77-79 days total).




pairing through Gestation Day (GD) 17
Route of administration: Oral gavage
Species/Strain: Rat/Crl:CD(SD)
Number/Sex/Group: 25/sex/group

Satellite groups: Toxicokinetics:

9 males at 300 mg/kg/day administered 28 days prior to
pairing through Day 28; 3 females at 0 mg/kg/day and 9
females/group at 30, 200, and 300 mg/kg/day
administered from GD 6 through GD 17; females were
received time-mated.

Study design:

Females were paired with males from the same treatment
level until evidence of mating; maximum pairing period of
21 days (14 days with first male and 7 days with second
successful male); day on which positive evidence of
copulation was observed was considered GD 0;
necropsy/cesarean section for females conducted on GD
20.

Study title/ number: ACP-196: A Study for Effects on

Embryo Fetal Development in Rabbits with a Toxicokinetic

Evaluation/ 2219-075

Key Study Findings

Acalabrutinib caused maternal toxicity at 100 and

200 mg/kg/day characterized by decreased food
consumption, body weight gain, and body weight leading
to mortality. Mortality was observed in all the animals in
the 200 mg/kg/day group; therefore, developmental
toxicity could not be assessed at this dose.

Fetal toxicity characterized by decreased fetal body
weights and delayed fetal skeletal ossification was
observed at the maternally toxic dose of 100 mg/kg/day.
Maternal exposures at the 100 mg/kg/day dose were
approximately 4 times the human clinical exposure based
on AUC at the recommended human dose.

The NOAEL for maternal and developmental toxicity was
50 mg/kg/day in rabbits.

GLP compliance: Yes
Methods

Dose and frequency of dosing:
0, 50, 100, or 200 mg/kg/day; once daily GD 6-18.

Species/Strain:

Rabbit/New Zealand White Hra:(
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Number/Sex/Group: 23 females/group
Satellite groups: Toxicokinetics: 4 females/group

Study design:

Pregnant rabbits were administered acalabrutinib once
daily on GD 6-18, scheduled necropsy/cesarean section
conducted on GD 29.

Due to deteriorating health, all surviving females at

200 mg/kg/day were terminated early on GD 21-23;
uterine examinations and maternal necropsy were
conducted but fetal evaluations were not conducted,
therefore, developmental toxicity could not be assessed at
200 mg/kg/day.

Study title/ number: ACP-196: A Study of Toxic Effects an
Pre- and Postnatal Development, including Maternal
Function in Rats/ 2219-111.

Key study findings

No effect of acalabrutinib was observed on mean body
weight, body weight change, or food consumption in
parental (P) females during gestation or lactation at any of
ithe dose levels evaluated. No adverse test article-related
effects were seen on clinical observations or survival in P
females at 50 mg/kg.

One P female at 100 mg/kg and 2 P females at 150 mg/kg
\were euthanized moribund due to fetal dystocia or
incomplete delivery. Clinical signs associated with dystocia
were apparent prior to euthanasia.

Potential acalabrutinib-associated macroscopic changes in
P females included red discoloration of the mandibular
and/or mediastinal lymph node in all acalabrutinib treated
groups. These changes may be test article-related due to
involvement of both lymph nodes, however, without
microscopic examination, this relationship could not be
definitively evaluated.

No acalabrutinib-related effects were observed on
offspring (F1) or the F1 pups selected to continue on the
study for estrous cyclicity, mating, fertility and fecundity
indices, and uterine implantation evaluations.

The NOAEL for parental females was considered to be

50 mg/kg based on the low incidence of dystocia observed
at dose levels 2100 mg/kg. In the offspring, the NOAEL for
survival, growth, and physical and functional development
was considered to be 150 mg/kg.

Methods:

Dose and frequency of dosing:
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The parental (P) time-mated female rats received
acalabrutinib at 0, 50, 100, or 150 mg/kg once daily via
oral gavage from gestation (GD) 6 through lactation day
(LD) 20. Offspring were not directly dosed but could be
exposed to test material in-utero and via the milk.

Route of administration: Oral gavage
Species/Strain: Rat/ CD" [Crl:CD"(SD)]

Number/Sex/Group: P = 25 females/group
Toxicokinetics: first 6 P females/group

Study design:

Parental time-mated female rats received acalabrutinib
once daily from GD 6 through LD 20. The effects on the
pregnant/lactating female and on the development of the
conceptus and the offspring from implantation through
weaning were evaluated.

Assessment of toxicity for P animals included clinical signs,
body weights, and food consumption during gestation and
lactation, parturition and litter data, success in rearing
offspring to weaning, and anatomical pathology.
IAssessment for plasma levels of the test article was
conducted for P females. Observations of the offspring
(F1) included survival, sex, body weights, gross
abnormalities, and physical development. Following
weaning, selected F1 animals were observed for clinical
signs, body weights, and anatomical pathology including a
uterine examination. The selected F1 animals were also
evaluated for growth, sexual maturation, behaviour,
functional observational battery (FOB) evaluations,
estrous cycle determination, reproductive performance,
and fertility.

GLP compliance: Yes

embryotoxicity

See study 2219-088.

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

Not conducted.

6) local tolerance

No local tolerance studies have been conducted as
acalabrutinib will be administered via the oral route.

7) additional toxicity studies:

antigenicity (antibody production)

Antigenicity studies have not been conducted because
there was no evidence of antigenicity potential of

trials. P BEE .
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immunotoxicity

Immunotoxicity studies have not been conducted with
acalabrutinib because there was no evidence of
immunological effects of acalabrutinib in repeat-dose
toxicity studies or in clinical trials.

mechanistic study

Mechanistic studies have not been conducted. At
exposures in nonclinical species approximating the clinical
exposure, the principal findings have been related to
acalabrutinib pharmacology. Investigative toxicology
studies of the rat-specific pancreas finding that is
commonly observed with BTK inhibitors are described in
Other Studies.

drug dependence

Dependence studies have not been conducted with
acalabrutinib 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.

toxicity of metabolites

No specific studies were conducted with acalabrutinib
metabolite (ACP-5862) as the major metabolite of
acalabrutinib identified in humans was present in rats and
dogs after oral dosing.

toxicity of impurities

Studies included a 14-day toxicology study in rats to
qualify the process impurity and in vitro genetic toxicology
studies of impurities.

Study title/ number: ACP-196 Lot 2584-75-1: A 14-Day

Oral Toxicity Study in Wistar Han Rats/2219-063

'To qualify the process impurity, this study evaluated the
toxicity of acalabrutinib containing levels of a process-
related impurity (5 or 25 mg/kg/day; Lot # 2584-75-1)
compared to acalabrutinib without the impurity

(25 mg/kg/day) or a vehicle control administered by oral
gavage for 14 days in Wistar Han rats. Assessment of
toxicity included mortality, clinical observations, body
weight, food consumption, ophthalmoscopic
examinations, clinical and anatomic pathology, and
toxicokinetics.

Key study findings:

There were few toxicity findings observed in this study and
no test-article microscopic lesions were observed in
animals treated with the acalabrutinib containing the
process-related impurity (Lot # 2584-75-1). One animal
treated with acalabrutinib alone at 25 mg/kg had findings
in the islets of the pancreas consisting of degeneration of
islet cells, haemorrhage, fibrosis, mixed cell inflammation,
and pigmented macrophages.
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Overall, the toxicology profile of acalabrutinib containing
the process-related impurity and acalabrutinib alone were
similar at a dose of 25 mg/kg/day for 14 days.

Study title/ number: Acalabrutinib maleate: One month
oral (gavage) toxicity study in rat for impurity qualification
1974-043
The potential toxicity of acalabrutinib maleate salt
containing a process-related impurity, ACP-6169 (100
mg/kg/day; Lot E20-001836-G) compared to acalabrutinib
base without the impurity (100 mg/kg/day; Lot
19600T9004), when given once daily for 28 days in Han
Wistar rats. Assessment of toxicity included mortality,
clinical observations, body weight, food consumption,
ophthalmoscopic examinations, clinical and anatomic
pathology, and toxitokihetics.

Key study findings:

The toxicity of acalabrutinib maleate with impurity and
acalabrutinib base were similar at 100 mg/kg/day dose.
Non-adverse pahcréas finding characterised by pancreatic
islet hemorrhage/inflammation/fibrosis/intrahistocytic
pigment were noted in both acalabrutinib maleate with
impurity and _acaiébrutinib base. There was no difference
in the nature of the pancreas microscopic findings
between these two groups.

Overall, once daily administration of acalabrutinib maleate
or acalabrutinib base 'a_t- 100 mg/kg/day to male and
female rats for 28 days was well-tolerated with no adverse
findings in any parameter evaluated. The safety profiles of
acalabrutinib maleate spiked with ACP-6169 and
acalabrutinib base were comparable.

Genetic Toxicology Studies with Impurities

Multiple in vitro bacterial reverse mutation assays (studies
AE24KN.502ICH.BTL, AE38BU.502008ICH.BTL,
\AE28XD.502005ICH.BTL and AE25YJ).502005ICH.BTL) and
an in vitro chromosomal aberrations assay (study
AE24KN.341ICH.BTL) were conducted to assess the
potential for the impurities to induce genotoxicity. All
specified impurities in these studies were negative for
mutagenic potential.

One process-related substance was found to be mutagenic
in an in vitro bacterial reverse mutation assay (study
AE44YR.502005ICH.BTL), which is appropriately controlled
at release of acalabrutinib drug substance.

Genetic Toxicology Studies with N-nitrosamine impurities
The potential mutagenicity of ACP-7341 and ACP-7512,
two nitrosamine impurities, was evaluated in the Ames

design of Ames tests for these impufli
increase the detection of the potgfitig
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mutagenic/carcinogenic activity of N-nitrosamines. As
such, potential mutagenicity of these N-nitrosamines was
evaluated in the presence of rat and hamster metabolic
activators (S9-mix). Mutagenicity of ACP-7512 (Study
AMEO01126) was assessed in the presence of hamster and
rat S9 mix in a single Ames assay. The same strategy was
used for mutagenicity evaluation of ACP-7341, however
assessments in the presence of hamster (Study
AMED1626) and rat (Study AME01415) S9 mix were
conducted in two separate Ames assays. ACP-7341 and
ACP-7512, were not mutagenic in Ames tests optimised
for the detection of potential mutagenicity of N-
nitrosamines.

Impurity Qualification

During the nonclinical safety program, qualification of
process-related substances, impurities, and degradants
was performed in compliance with guidance related to the
quality of drug substance and drug product (ICH Q3A(R2),
ICH Q3B(R2)) as well as guidance on assessment and
control of mutagenic impurities (ICH M7). The modified
IAmes tests for mutagenic assessment of N-nitrosamines
were conducted in compliance with the OECD 471
guidelines.

Toxicology batches of acalabrutinib maleate have
contained relevant amounts of related substances
(process impurities and degradants) to support their
qualification during the general toxicity program. Where

necessary, in vitro and in vivo studies have been
conducted to achieve desired qualification levels for
certain impurities. N-nitrosamine impurities were not
mutagenic in the presence or absence of hamster or rat 59
mix.

Therefore, all specified impurities have been qualified and
support the proposed drug substance and drug product
specification.

other

Pancreas

Several investigative GLP toxicology studies in the rat up
to 13 weeks in duration (studies 2219-010, 2219-041 and
2219-050) were conducted to provide information about a
pancreas finding in rats with similar histological features
to an age-, gender-, and strain related background lesion
known in this species.

Microscopic pancreas findings in male and female
Sprague-Dawley rats and in male Wistar Han rats after
treatment with acalabrutinib included haemorrhage/
pigment/ inflammation/fibrosis of the islets and
subacute/chronic inflammation of the exocrine pancreas.
The islet findings in acalabrutinib-treated rat
similar gender, and strain predispositiga®gsH




IThe pancreas findings in rats are considered a non-adverse
exacerbation of spontaneous background lesions in a
predisposed species, and not relevant to human

risk assessment. Pancreas findings have not been
observed with acalabrutinib treatment in other nonclinical
test species.

Phototoxicity

Phototoxicity evaluations were performed using the
standard GLP study in NIH-3T3 mouse fibroblasts (study
9316-101051). In addition, a GLP photo-Ames assay was
performed (study 503224). To meet a CHMP
recommendation in the EMA Assessment Report
(EMA/H/C/005299/0000) the phototoxic potential of
acalabrutinib was assessed in a modified in vitro 3T3
Neutral Red Uptake (NRU) study with adjusted
wavelengths (Study 20266648).

IThe results of the 3T3 assay were positive only at
concentrations well above the clinical Cmax (i.e. 51-fold
higher than total Cmax in patients at the intended
therapeutic dose). The results of the photo-Ames assay
were negative. Acalabrutinib did not demonstrate
phototoxicity in an assay conducted in full compliance
with ICHS10 guidance.

5. Conclusions on non-clinical study

The nonclinical development program for acalabrutinib
was conducted in various cellular assay systems, and in
the mouse, rat, rabbit, and dog, to evaluate the
pharmacology, pharmacokinetics, general toxicology,
reproductive and developmental effects, and the
genotoxic potential of acalabrutinib.

Acalabrutinib and its active metabolite ACP-5862 inhibited
BTK with IC50 values of 3.0 nM and 5.0 nM, respectively.
Covalent binding for BTK was demonstrated in adenosine
triphosphate (ATP) competition assays and data from the
BTK-wild type compared to the BTK Cys481Ser mutant
confirmed that acalabrutinib and ACP-5862 bind
covalently to C481 in the ATP pocket of BTK. In the kinase
selectivity screens, compared to the inhibition of BTK at 1
LM, acalabrutinib and/or ACP-5862 showed >65%
inhibition for BMX, BRK (PTK6), ERBB2, ERBB4, LIMK1,
MEKS, TEC, and TXK based on Kd values.

The in vitro activity of acalabrutinib and ACP-5862 on BTK
in cells was evaluated in Ramos B lymphoma cells, human
peripheral blood mononuclear cells (PBMCs), and human
whole blood. Both acalabrutinib and ACP-5862 showed
binding to BTK in the Ramos (Burkitt’s lymphoma) cell line,
with a 3-fold difference between acala .ﬁgmﬂ})ff_li(zs_q:lS
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Acalabrutinib and ACP-5862 inhibited BCR-mediated CD69
up regulation in both PBMCs and whole blood with EC50
values ranging from 6 nM to 64 nM and 4-fold and 7-fold
greater potency with acalabrutinib in PBMCs and whole
blood, respectively. The effects of acalabrutinib on CD86
and CD69 cell surface expression in gated B cells were
evaluated following ex vivo B cell activation in splenocytes
from mice administered a single oral dose of acalabrutinib.
The ED50 of acalabrutinib administered orally ranges
between 0.34 and 1.8 mg/kg for the inhibition of CD86
expression and 0.16 and 1.3 mg/kg for the inhibition of
CD69 expression. Additionally, the in vivo activity of
acalabrutinib against malignant B cells was assessed in
human xenograft models in mice. Treatment with
acalabrutinib at a dose of 12.5 mg/kg twice daily (BID)
resulted in tumor growth inhibition in models of diffuse
large B cell lymphoma and mantle cell lymphoma.

Other pharmacology studies compared the effects of
acalabrutinib and ibrutinib on other types of immune cells
and platelet function and thrombus formation. In studies
conducted to compare the effects of acalabrutinib and
ibrutinib on T cells and natural killer (NK) cells, results
showed that while ibrutinib had multiple effects including
decreases in T helper cell development, NK cytolytic
function, and IFNy production in CD8 T cells, acalabrutinib
had either no effect or modest effects on T cells and NK
cells. Based on the results of the in vitro and in vivo assays
evaluating and comparing the effects of acalabrutinib and
ibrutinib on platelet function, acalabrutinib appears to
have fewer effects than ibrutinib on platelets in
aggregometry assays and in a humanized mouse model of
thrombus formation.

Safety pharmacology studies assessed the effects of
acalabrutinib on the cardiovascular, central nervous
system (CNS), and respiratory function. Following single
oral doses, acalabrutinib had no toxicologically-significant
effects on cardiovascular function in a cardiovascular
study in telemetered dogs, and had no effects on
neurobehavioral function, rectal temperature, or
respiratory function in CNS and respiratory studies
conducted in male rats.

Acalabrutinib appears to be well absorbed from the
g.i.tract following oral administration. Both acalabrutinib
and ACP-5862 bound to protein in the plasma of various
species in a concentration-independent manner. The
fraction unbound was 0.025 for acalabrutinib and 0.014

for ACP-5862. Acalabrutinib partitioned essentially evenly




administration of radiolabeled acalabrutinib, the drug was
widely distributed with the highest radioactivity observed
in the large intestine, liver, uveal tract, kidney cortex,
extraorbital lacrimal gland, intra-orbital lacrimal gland,
kidney medulla, kidney, adrenal glands, cecum, and small
intestine. Acalabrutinib was extensively metabolized with
primary metabolites representing pyrrolidine ring
oxidation, glutathione conjugation, amide hydrolysis, N-
dealkylation, and alkyne hydration. Pyrrolidine ring
oxidation is the major metabolic pathway with the active
metabolite ACP-5862 observed in all species tested.
Elimination studies showed that acalabrutinib was mainly
excreted through the fecal route in both rats (~90%) and
dogs (~70%) with some elimination through the urine (~
3% in rats and ~15% in dogs).

Repeat-dose toxicology studies were conducted to assess
the chronic toxicity of acalabrutinib. While acalabrutinib is
clinically administered twice daily as flat dose (mg) in
patients, acalabrutinib was administered once daily in
mg/kg in rats and dogs. Sprague-Dawley rats were
administered doses up to 300 mg/kg in the 26-week study
and Beagle dogs were administered doses up to 30 mg/kg
in the 91-day (3-month) and 39-week studies. The studies
were conducted using the oral route of administration,
which is consistent with the intended clinical route of
administration.

In rats, the effects of acalabrutinib on T-cell dependent
antigen responses (TDAR) were evaluated in the 91-day
(primary TDAR) and in the 26-week (secondary (recall)
TDAR) studies. The primary TDAR response (as measured
by the generation of IgM antibody to keyhole limpet
hemocyanin (KLH)) was mildly diminished at sporadic
timepoints in males and females. The secondary TDAR
response (anti-KLH 1gG antibodies) was only sporadically
statistically significantly decreased in females. There was
no other evidence to suggest the TDAR findings were
biologically or pathologically relevant.

In the 26-week study in rats, acalabrutinib was
administered by oral gavage at 0, 20, 100, or

300/200 mg/kg/day once daily with a 4-week recovery
period. The highest dose was initially 300 mg/kg/day;
however, mortality was observed at 300 mg/kg/day during
the first 2 weeks of treatment and the highest dose was
decreased to 200 mg/kg/day. Additional mortality was
observed in animals treated with 300/200 mg/kg/day
following the dose reduction. Findings in animals with
early mortality included clinical signs of decreased activity,
rapid or difficulty breathing, ataxia, hunched posture, pale
skin, discolored skin, skin cold to touch, thi FeUTzation,
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Marked increases in urea nitrogen, creatinine, potassium,
and phosphorus with moderate decreases in sodium,
chloride, and total protein indicated severe renal
insufficiency and injury and correlated with tubular
degeneration/necrosis in the kidney. Other microscopic
findings in these animals included hepatocyte
degeneration/necrosis in the liver, and hemorrhage/
inflammation/necrosis in the heart. The causes of
mortality were determined to be uremia/acute kidney
failure and myocardial necrosis. In surviving animals,
clinical pathology changes included increases in
lymphocytes, monocytes, total bilirubin, gamma-glutamyl
transferase (GGT), aspartate aminotransferase (AST),
alanine aminotransferase (ALT), urea nitrogen, and
creatinine, and decreases in triglycerides. The organs of
toxicity of acalabrutinib in surviving animals included the
kidney, liver, lung, mesenteric lymph node, and pancreas.

In the 39-week study in dogs, acalabrutinib was
administered orally via gelatin capsules at doses of 0, 10,
or 30 mg/kg/day once daily for 39 weeks with a 4-week
recovery period. Toxicities were limited to changes in
clinical pathology consisting of reversible effects on red
blood cell parameters including decreases in red cell mass
and decreases in albumin. Acalabrutinib produced more
toxicity in the 3-month (91-day) dog study when
administered at doses of 0, 5, 10, or 30 mg/kg/day for 91-
days with a 28-day recovery period. At the highest dose of
30 mg/kg/day, one female had increases in clinical
chemistry parameters (ALT, alkaline phosphatase, urea
nitrogen, and creatinine) and clinical signs that lead to a 1-
week dosing interruption of acalabrutinib (Days 46-52) in
this animal. Dosing was resumed at 30 mg/kg/day and the
animal finished the study. Decreased body weight and
food consumption were observed in females at all doses
compared to vehicle controls. Hematology changes were
consistent with the findings in the 9-month study and
included decreases in red cell mass (erythrocytes,
hemoglobin, and hematocrit) with corresponding
increases in mean cell volume(MCV) and reticulocytes.
Organs of toxicity of acalabrutinib observed in the 91-day
study included the gut-associated lymphoid tissue (GALT),
kidney, liver, mandibular and mesenteric lymph nodes,
spleen, and thyroid/parathyroid.

IA combination fertility and embryo-fetal development
study was conducted in rats with acalabrutinib
administered once daily at doses of 0, 30, 100, or 300
mg/kg/day starting 28 days prior to pairing through
mating and a postmating period (77-79 days total) in
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Jonatok 29

L’lO Nopaaky NnpoBeAeHHA EKCNEPTU3M PeECTPaLinHUX
MaTepianie Ha Nikapcbki 3acobu, WO NOAAOTLCA Ha
\NeprKaBHY PeECTpaLito (NnepepeecTpauiin), a TakoX
eKCNnepTU3n maTepianis Npo BHECEHHA 3MIH 40
peecTpauiiHUX maTepianis npoTarom Aii peecTpauinHoro
noceigyeHHs (NyHKT 4 posainy V)

3BIT NP0 AOKNIHIMHE A0CNIAMEHHA

1. Hasea nikapcbKkoro 3acoby (3a HasBHOCTI — KANKBEHC®

HOMEp PeecTPaLiiHOro NOCBIAYEHHRA): (MHH: akanabpyTuHiby manear)

TabneTku, BKpUTI NAiBKOBOW obonoHKo, no 100 mr

1) Tun nikapcbkoro 3acoby, 3a akum nposoaunacs Jlikapcbkuid 3acib 3a NnoBHMM [0CbE (aBTOHOMHE A0CbE)

abo nnaHyeTbea peectpauin IHWMIA nikapcbKuii 3acib

Bigoma pitoya pevyoBuHa

3miHK, AKI BUMArarTb HOBOI peecTpauil

e 3MiHM B peecTpaliliHOMYy NOCBiAYEHHI, AKIi He BMMaraioTb
OTPMMaHHA HOBOro PEECTPaLiiHOro NOCBIAYEHHA

iHwa cins, edip, Komnaekc/noxigHa cnosyka (He3miHHa
aKTUBHA PeYoBMHaA)

e 3MiHa A03yBaHHA, NikapcbKoi popmu Ta cnocoby BBEAEHHA
3miHa abo dodasaHHA HOBOT nikapcsLKoi hopmu

2) npoeeAeHi AOCNTAKEHHS Tak

2. ®apmakonoris:

1) nepsuHHa hapmakoauMHamika IAKanabpyTuHib — ue iHribiTop TMpPo3uWHKiIHa3KW bpyToHa (TKBE).
ITKE — ue curHanbHa MoNeKyNa WAAXIB B-KAiTMHHOro
peuenTopa (BCR), wo po3nisHae aHTUreH, Ta peuentopa
LIMTOKIHIB, LLO ekcnpecyeTbea y B-kAiTuHax, mienoinHux
KNITUHAX, ONACUCTUX KNiTUHaxX | TpombouuTax. Ponb TKBy
nepeaayi CMrHanis Yepes NoBepxHeBi peuenTopu B-kAiTUH
NPU3BOAMTL A0 aKTUBaLil WAaXis, HeobxigHux ana B-
KNITUHHOT Mirpauii, xemoTakeucy Ta aaresii. MocTilHa
akTuBauia wnsxy TKB bepe yyacts y nponidepauii Ta
BUMKMBAHHI KNITUH NPU PI3HUX 3N0AKICHUX HOBOYTBOPEHHAX B-
KNITUH.

byno nokasaHo, wo akanabpytuHib 3s8’asye TKB 8 kKniTHax
nimdomu in vitro, a Takox iHribye ekcnpecito CD69,
3yMOBNEHY peuentopamu B-KNiTUH, B MOHOHYKNEapHUX
KNiTUHax nepudepuyuHoi KpoBi. In vivo akanabpyTuHio
NPOAEMOHCTPYBAB NPUIHIYEHHA POCTY NYXAUHKU B MOAENAX
MaHTIHHOKAITUHHOT Nimpomu, Audy3HOT KPYNHOKAITUHHOI B-
KNTUHHOT NiMbOMK Ta XPOHIYHOTO NiMbOLUTAPHOrO NEUKO3Y.

2) BTOpUHHA dapmakoanHamika Mocninmenns 840290, 840327, 100032432 ta 100033052:
AkanabpyTuHib Ta ACP-5862 oujHoBanu y pagioniraHaHux
aHani3ax i3 3acTocyBaHHAM pisHOMaHITHoro Habopy 3

80 peuenTopis, iIOHHWUX KaHanie Ta TpaHcnopTepis. 2 50 %
iHribyBaHHa cneuudivHOro 38’A3yBaHHA 3 NiraH4oM
cnocTepiranocs auwe ANs afeHo3MHOBUX pelenTtopis A2A Ta
A3 Ta HeWpokidiHy 2 (NK2). Bci 3HauenHs Ki Byaun suwe 8ig,

o

CNOCTEpeyBaHUX NIKOBMX KAIHIUHUX KOHUeHTSauig " -

i

MEPEKNAL
BIPHO




akanabpyTuHiby Ta ACP-5862, L0 BKa3ye HA HU3bKUIA
noTteHuian izioNorivyHo 3HaYyLLMX eheKTIB ¥ NaLEHTIB, AKI
OTpMMYBaAW NiKyBaHHA 33 NnepenbadyeHOo KAIHIYHOK CXEMOHD
\0,03YBaHHA.
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3) papmaronoria besneku

MapameTpu ONOPHUX KNIHIYHKUX fAocnifxeHb dapmakonorii
6e3neku Bi4NOBIAAKOTL aNY3EBUM CTaHAAPTaM.

LleHTpanbHa Hepeosa cuctema (LUHC)

NochiameHHsa 503222: Y moaudikosaHomy TecTi IpBiHa,
nposeAeHOMY BiANOBIAHO A0 HanexHoi nabopaTopHoi
npakTtuku (GLP), camuam uypis aivii Cnpar-floyni (8/rpyna)
BBOAWAW OAHOPA30BY NEpopantHy A03y akanabpyTuHiby (30,
100 a6o 300 mr/kr), Hocia (0,4 %
rigpokcunponinmetunuentonosun 3 0,2 % Teid 80 y Bogji) abo
X10PNPOMa3UHY NO3UTUBHOTO KOHTPOoA (20 mr/Kkr). eTanbHi
KNiHIYHI 03HaKK 3 dyHKUioHanbHUMK ouinkamu LIHC, B Tomy
YWCNi CEHCOPHI, PYXOBi Ta NOBEAIHKOBI KiIHUEBI TOYKM i
peKTanbHy TeMnepaTtypy, BUMIpOBaAu nepes BBeaeHHAM
\o3n Tavepes 1, 2,4, 6 1a 24 roanHU Nicha BBeAEHHA 403U,
CMEPTHICTbL NepeBipAnM ABiYi Ha Aoby, a macy Tina
BUMIpIOBaNM Nepes BBeAeHHAM A,03U. AKaNabpyTuHIb He
BNAWBAB Ha HelponoBeAiHKOBY GYyHKUiIO abo peKkTanbHy
TemnepaTypy nichs 04HOPa30BOro NEPOPaNbLHOro BBeAeHHA
\no3u no 300 mr/Kr.

nXxanbHa cUcCTema

YlocnigxenHa 503221: Y pocnigxeHHi, nposegeHomy
BiaNosigHO Ao BUMOr GLP, camuam wypis ninii Cnpar-Ooyni
(10/rpyna) BBOAMNM OAHOPA30BY NEpopanbHy 03y
akanabpyruuiby (30, 100 abo 300 mr/kr), Hocia (0,4 %
rigpokcunponinmetuauentonosu 30,2 % Teid 80 y Boai) abo
BaknodeHy No3uTUBHOro KoHTposto (40 mr/kr). MapameTpu
IMXaHHA (YacToTa AMXaHHA, AMXaNbHUA 06'EM, XBUAMHHKIA
06’em, NIKOBA WBMUAKICTL BAUXY Ta NiKOBa WBUAKICTL BUANXY)
OLiHIOBaNK 3 iIHTepBanom y 30 XBUAKUH NPOTATOM NepPLIMX

4 roAMH Nicna BBEAEHHA 403U 3 BUKOPUCTAHHAM
naetusmorpadii kopnycy Tina. AkanabpytuHib He BNAMBaB Ha
pecnipaTopHy $yHKLi0 NicAA 04HOPAa30BOro NepopanbHoOro
BBEAEHHA 003K A0 300 mr/Kr.

CepLLeBO-CYAMHHA CUCTEMA

30aTHICTb akanabpyTuHiby iHribysaTu rex cneumdiuHmx
KanieBux KaHanie cepua nauHu (hERG) ouiHoBanu B ABOX
OKPEeMMX LOCNIAKEHHAX iN Vitro 3 LOTPUMAHHAM Npasun
HanexHoi nabopartopHoi NnpakTuku (GLP). B ogHomy
nocnigxkerHi (503219) akanabpytvHib B KoHueHTpauii 10 mkM
npoaemoHcTpysas 25,1 % iHribyBaHHA XBOCTOBOro CTPyMy
hERG, BUMipAaHOro B KnituHax HEK-293, crabinsHo
TpaHcdikoBaHux KAHK hERG-1. B iHWOMY A0CNIAKEHHI
(794950) enaus akanabpytuniby (1110 mkM) ta ACP-319
(iHribiTop PI3k&; 1, 3, 101 30 MKM) okpemo i B KoMbiHallii Ha

xBOCTOBI CTpyMK hERG BUMiproBanu B KaiTuHgx €FOK1, aki
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eKkcnpecytoTb KaHan hERG. AkanabpyTuHib okpemo
NpUrHivysas xBocToBUn cTpym hERG Ha 8,2 % npu 1 mkM Ta
Ha 24,9 % npu 10 mKM. Y npucyTHOCTI akanabpyTuHiby

(10 mkM) ACP-319 iHribysas xBocToBuid cTpym hERG 3aneHo
Bif, KOHUEeHTpauii 3i 3HayeHHaM ICsp 10,3 mkM ana ACP-319.
3HaueHHA IC50 ana iHribysaHHA ctpymy hERG ana
akanabpyTuHiDy He BU3HAYANUCE B OAHOMY AOCHIAMKEHHI.

LocnipkeHHa 594019: Y pocnigXeHHi cepLeso-cyauHHOI
CUCTEMM in Vivo, NpoBeAeHOMY BiANoBiAHO 0o BUmor GLP,
cobakam nopoau Girab (4 camui) 3 pagioTenemeTpudHUMM
npunanamu BBOAWNM OAHOPAa30Bi NepopanbHi 403U HoCcis
(0,4 % rigpokcunponinmeTunuentonosu 3 0,2 % Tsin 80 y soaj)
Ta akanabpyTuHiby (3, 10 Ta 30 mr/Kkr) BignosiarHo fo naaHy
NiaBULLEHHA N03M 3 iHTepBanom NpubAM3HO 3—7 AHIB MiXK
\A03amun. BUmMiproBaHHA cepueBo-cyAMHHOI GyHKLT, B TOoMY
YUCAI 4acTOTU CepLeBUX CKOPOYEHb, apTepiafibLHOro TUCKY
(cepeaHbOro, CUCTONIYHOrO Ta AiaCTONIYHOrD), NYNLCOBOrO
TuckKy i EKI, Ha ocHOBI AKKUX Byan oTpumaHi iHTepsanun EKI (PR,
QRS, RR, QT i QT, ckopuroBaHWii Ha 4acToTy cepLeBux
CKOPOYEHb), @ TAKOXK TEMMEPaTypu TiNa, NpoBoAUIM
besnepepBHO, NOYUHaYM NpUBAU3HO 3a 1 roanHy Ao
BBEAEHHA HOCIA abo akanabpyTuHIBY Ta 3aKiHuyOuM Yepes

24 rogvHKW nicnha Ao3ysaHHA. AKanabpyTuHib He mas
TOKCUKOANOFYHO 3HAYYLLLOTO BNAUBY Ha CePLEBO-CYAUHHY
byHKUI nicns 04HOPa30BOro NepopanbHOro BBeAeHHA 403K
10,0 30 Mr/Kr y LbOMY AOCAIAMKEHHI,

4) bapmakoamMHamiuHi B3aemogii

3. PapmakoKiHeTuKa:

1) aHaNITUYHI METOAMKK Ta 3BiTU WOA0 iX
Banigaui

Homepu BaninauiiHux 3sitis: 502782, 502793, 2219-051,

2219-012, 2219-033 12 2219-017. MeToau BU3Ha4YeHHA

akanabpyTuHiby Bynu po3pobaeHi B naasmi KpoBi muLui,
lwypa, cobaku Ta KpOAUKA. 3pa3ku roTyBa M LWAAXOM
ocafrKeHHs 6inKa 3 KibKICHMM aHani3om 3a 4O0NOMOroo
BMCOKOE(EKTUBHOI PiAMHHOI XpomaTorpadii y noeaHaHHi 3
TaHAEMHOI0 Mac-cnekTpockonieko (BEPX-MC/MC).

2) BCMOKTYBaHHA

XT138100 — AranabpytuHib npoAeMOHCTPYBaB BUCOKY
NacKUBHY NPOHUKHICTb Yepes MOHOLWWAPOBY CUCTEMY KNITUH
MDCK, wo BKasye Ha MOro 34aTHICTb A06pe BCMOKTYBaTMCA 3i
LIYHKOBO-KMULLIKOBOMO TPAKTY.

0112-0001 — Micna 0AHOPA30BOro NEpPopPasbHOro BBEAEHHA
5 mr/kr camuuam muweid BALB/c akanabpyTuHib wWeuako ta
AKTUBHO BCMOKTYETLCA (Tmax — 0,08 rog ta nepopanbHa
6ioaocTynHicTb — 62 %).

2219-003 — Y camuis wypie aidii Cnpar-foyni, AKUM BBOAUAN
nepopanbHy Ao3y 5 Mr/Kr akanabpyTuHiby, cnocTepiranoca
LWBKAKe BCMOKTYBaHHA (Tmax — 0,25 roa) Ta nepopanbHa
biogocTynHicTs 8ia 21 % no 23 %.
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2219-001 — Y camuie cobak nopogu 6irnb nicna ogHopa3osoi
nepopanbHoi 403K 2,5 Mr/Kr akanabpyTuHIb TaKoX WBKMAKO
BCMOKTYBABCA (Tmax — 0,5 roa) 3 nepopansHok biogoctynHictio
Big 53 % no 58 %.

2219-004 — MNichsa oAHOPa30BOro NepopanbHOro BBeAeHHA
(2,5 mr/Kr) ABaHCbKUM Makakam Tmax 408 akanabpyTuriby
cTaHoBWB BiA 0,5 A0 2 roAMH i3 NnepopanbHUM 3HAYEHHAM
biogocTynHocTi Big 6 % a0 10 %.

B winomy, AOKNIHIYHI AaHi cBiAYaTL Npo Te, Wo akanabpyTuHib
LWBWAKO | aKTUBHO BCMOKTYETLCA NPU NEpopanbHOMY
NPUAMaHHI, Wo, HMOBIPHO, 3yMOBNEHO CTYNeHem
nepeacucTemMHoro metaboniamy B nediHui.

3) Poznogain

XS-0850 — Halibinbw AoUinbHUM cnocobom BUMIpIOBaHHA
38’A3yBaHHA akanabpytuHidy 3 Binkamu nnasmu dyno
BUKOPUCTaHHA BUMiptoBaHHA [Y*C]-akanabpyTuHiby wasxom
YbTpaueHTpudyryBaHHa. 3a LUX YMOB akanabpyTuHib s
naasmi Mae NOMIPHWIA Ta BUCOKWMIA CTYNiHb 3B'A3yBaHHA B
nnasmi KpoBi 3i 3HaYEHHAMMU He3B'A3aHUX Gpakuin 0,246,
0,08, 0,316, 0,058 Ta 0,025 y nna3mi Kposi muLel, Wypis,
cobak, masn Ta NI0AMHK BIANOBIAHO. 38'A3yBaHHsA 3
CUPOBATKOBUM aNnbbYMIHOM NOAUMHWU TAKOX BUMIpIOBAAUK 3i
3HaYeHHAM He3B a3aHoi Gpakuii 0,06. 38’a3yBaHHA 3 Binkamu
NA3asmu KPoBi NO CyTi He 3aAeXano Bif KOHUeHTpauii.

Y TOMY ¥ A0CHIAKEHHI OCHOBHMIA MeTaboniT akanabpyTuHiby
(ACP-5862) NnpoaeMOHCTpYBaB 3Ha4eHHA He3B A3aHuX
¢pakuii 0,014, 0,002, 0,057 10,014 8 nnasmi KPOBI MULLEHA,
wypis, cobak i nloauHK BiANOBIAHO.

XS-1468 — MeToto Uboro AocniaxKeHHa Byno ouiHUTK
38’'A3yBaHHA akanabpyTuniby (ACP-196) ta ACP-5862 3
Binkamu Nnasmu y Muwen, Wwypis, cobak, masn i NAWUHK,
CUPOBATKOBUM anbBbymiHOM Ta KUCAUM a-1-rnikonpoTeiHom
NIOAWHMK, WO BU3HAYAN0CA B TUX CAMMX 3Pa3Kax LWAAXOM
YNbTpaueHTpUdyrysaHts.

CepeAHil BiACOTOK 3B'A3yBaHHA akanabpyTuHiby 8
KoHueHTpauiax 0,3, 113 mkM cranoswms 80,1, 76,8176,8y
muwei, 94,3, 94,3 193,6 y wypis, 77,4, 73,91 74,4 y cobak,
99,0, 98,91 98,9 y masn 1a 99,4, 99,41 99,4 y nioauHu
BianosiaHo. CepeaHili BiACOTOK 3B A3yBaHHA Y
CMPOBATKOBOMY asbByMiHi NOAUHW B KOHUEeHTpauii 40 mr/mn
ctaHosus 70,0, 64,41 60,8 sBignosigHo. Y 20 mkM Kucnoro
anbda-1-rnikonpoTeiHy MOLMHM BiACOTOK 3B'A3YBaHHA
cTaHosue 68,4, 60,6 i 54,8 gignoeiaHo, Toai AK y 60 mkM
BiACOTOK 38'A3yBaHHA cTaHoBMB 84,0, 75,2 1 73,3 BignosiaHo.

CepenHii BigcoToK 38'A3yBaHHA ACP-5862 B KOHLEHTPALLiAX
0,3, 1i 3 mKM craHosus 98,6, 98,51 98,3 y muweir, 99,8, 99,8 i
99,8 y wypis, 91,7, 90,9 89,7 y cobak, 97,9, 97,41 95,9 y maen
Ta 98,8, 98,91 98,8 y ntoamnHu BignosigHo. CepeaHiit BiACOTOK
3B8’A3yBaHHA Y CMPOBATKOBOMY anbOymiHi NloAMHU B

KOHUeHTpauii 40 mr/mn ctaHosus 92,1, 91,8 i 90,Q8iAn08BIAHO.

i
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Y 20 mkM kucnoro anbda-1-rnikonpoteiHy MHOAWHU BiACOTOK
38'A3yBaHHA cTaHoBUB 78,6, 77,41 71,9 BiaNOBIAHO, TOAI AK Y
60 MKM BiacOTOK 3B'A3yBaHHA cTaHoBue 92,4, 92,01 88,4
BiANOBIAHO.

XS-0947 — AxkanabpyTuHib WinKom piBHOMIpHO
PO3NOAINAETLCA MiXK KNITMHAMMK KPOBi Ta NAa3MOoH0 i3
cepefHim CnNiBBIAHOWEHHAM KpoBgi Ao nnasmu 1,37, 0,87,
1,06, 0,83 1a 0,79 y Kposi MmUweil, Wwypie, cobak, masn i
NHOAMHM.

8338525 — Y KinbricHOMY aBTopaaiorpadiyHOMY A0CNIAKEHHI
BCbOrO TiNa Ha camuUAX NiIrMeHTOBaHMX Wypis niHii JloHr-EeaHc
nicna oAHOPa3oBOro NepopanbHoro BseaeHHs [1C)-
akanabpytuHiby (100 mr/Kr) pasioakTMBHICTb WMPOKO
PO3MOBCIOAMKYBaNACck N0 TKAHWHaX. HalBMLLa pafioakTUBHICTb
cnocTepiranack y TOBCTIA MWL, NEYiHL, yBEaNbHOMY TPaKTI,
KiPKOBII PEYOBMHI HUPKKW, NO3304HIN CNi3HIN 3a003i,
BHYTPILWHBLOOYHIW CAI3HIA 331031, MO3KOBIA PEYOBUHI HUPKMK,
HUPKax, HaAHUPKOBUX 33N103aX, CAINIA KMLLIL Ta TOHKIA KUWL.

PanioakTUBHICTb, AK NPaBUNO, WBUAKO BUBOAUNACA 3 TKAHUH,
npuyomy Barato TKaHUH Manu PiBEHb HUMKYE MEXKi
KiZIbKICHOTO Bu3HaueHHa (BLQ) yepes 24 roamHu nicas
BeRefeHHA no3u. [lo 168 roamnH nicna BBeAEHHA 403U BCi
TKaHUHKM manu BLQ, 33 BUHATKOM YBEaNbHOIO TRAKTY OKa.

4) Metabonizm

8338525, 8338256, 8340639, 8341070 — Npodins
meTaboniamy akanabpyTuHiby ouiHlOBanu y wypis, cobak i
NOAUHKW Nicna nepopanbHoro BeaeHHs [1*Cl-miveHoro
MmaTtepiany 8 203i 100 mr/kr, 30 mr/kr i 100 mr BignosigHo. ¥
BCix BUAiB akanabpytnHib wupoko metabonisysasca, B nnasmi
KPOBIi Ta BUAINEHHAX BYyN0 BUABNEHO NOHAA, 36 YHIKaNbHUX
meTabonitis.

MeTaboniam akanabpytuHiby npoTikae 3a 3 0OCHOBHUMM
LWNAXaMU: OKUCHIOBANbHA aTaka Ha NiponianMHoBe Kinbue,
riaponi3 amiay Ta KOH'rorauis rayTaTioHy.

OCHOBHUMM LMPKYNIOKYMMKW KOMMOHEHTamMK B NAa3mi KpoBi
MIOAMHKU NicnA BBeAeHHA akanabpyTuHiby bynun HeamiHeHi
arkanabpytuHib Ta ACP-5862 (M27), WO YyTBOPKOKOTLEA B
pe3ynbTaTi OKUCNEHHA NIPONIAMHY, PO3KPUTTA Kinbus Ta
nepebyaosu. IHWKX 3Ha4YyWKMX meTaboniTiB y NAasmi N auHKU
He Byno. 3aranbHa KOHUEHTPauia uupKyao4doro ACP-5862 B
nnasmi kposi Byna npubnusHo 8 2,7 pa3u BuLLe, HIX
KOHUEHTpauia akanabpyTuHiby, Ha niacTasi nopisHAHHA AUCo.
nicna eeaeHHn 100 mr akanabpyTuHiby ntoauHi.

XT134082, XT164096 — 3a ponomororo KombiHawi

MIKPOCOMaNbHUX AOCAIAMKEHD NEeYiHKW NAUHN (+/-
cneumndivHi iHribiTopu isopopm CYP) Ta peKomBiHaHTHUX
\nocnigxkerb CYP 6yno nokasaHo, wo CYP3A4/5 € OCHOBHUM
P450, BianosiaansHum 3a metaboniam ak akanabpyTuHiby, Tak
i ACP-5862.
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5) BuBeaeHHs

8338525 — BueeaeHHa [M*Cl-akanabpytuHiby gochigyysanu
Ha camuax i camuuax wypis nidii Cnpar-oyai nicaa
nepopansHoro seefeHHs (100 mr/kr). BinbwicTs 403K (88—
91 %) byna BuaineHa 3 dekaniamu, NepeBaXHo NPOTAroM
nepwunx 48 roauH nicna seefeHHs. BuseneHHa 3 cevero byno
HU3bKKUM (2,7-3,6 %). Yepes 96 roamH nicns LO3yBaHHA B Tini
3anuMwasca anwe 1 % no3u.

8338526 — [Micnsa nepopanbHoro (30 mr/kr) BeeaeHHa [*C]-
akanabpyTuHiby camuam i cammuam cobak nopoam Girb
binblua yacTuHa fo3u (69-72 %) byna BuaineHa 3 pekaniamu, a
15 % — 3 ceuew.

ESNO330 — VY wypiB 3 KaHIONBbOBAaHUMMU KOBYHUMMU
NPOTOKaMM NICNA BHYTPILWWHLOBEHHOTO BBeAeHHA 69 % 03U
BMBOAMNOCA 3 KOBYIO. [licna nepopanbHoro eeegeHHA 39 %
1031 BUBOAMNOCA 3 3KOBYIO. Y cobak nicna nepopanbHoro
BBeAeHHA 19 % BMBOAMNOCA 3 }OBYIO.

6) PapMaKoRiHETWYHI B3aemodii (aokAiHiuHi)

Mpu KNiHiYHIA 0031 100 mr akanabpyTuHiby po3paxyHKoBI
3HayeHHA Cmax He3s’'a3aHoi popmu NikapcsKoro 3acoby B
nna3mi Kposi Ana akanabpyTuHiby Ta ACP-5862 ctaHoBUAM
0,036 T1a 0,012 mkM BignosigHo.

Bci 3HauveHHn 1Cso B LbOMY pO34ini cnip po3rnanatu B
NOPIBHAHHI 3 UMMMK KOHUEHTPaLifaMu.

XT135097, XT165071 — lMoTeHuian npamoro iHribysaHHs
aktusHocti CYP akanabpytunibom (3—100 mkM) nepesipsanu
Ha naHeni pepmeHTiB. AKanabpyTUHIB He YMHKUB icTOTHOrO
BnamBy Ha depmenTn CYP 1A2, 2B6, 2C19i 2D6

(1C50>100 MKM) i AemoHCTpYBaB nomipHe iHribysaHHA
depmenTie CYP 2C8 (ICso 37 mkM), 2C9 (I1Cso 28 MKM) i
CYP3A4/5 (ICso 57-69 MKM). Yci ICso ans ACP-5862 6ynm

> 20 mkM, 3a BuHATKOM CYP2C8 1a CYP2C9, ae 3HaueHH: 1Csp
bynu BianoeiaHo 6,7 Ta 17 MkM. 3a pe3aybTaTamu BBEAEHHA
akanabpyTuHiby y 403i 100 mr cuctemui A4 uepes npame
iHribysarHa CYP manoiimoBipHi. OgHak DDI uepes iHribysaHHa
CYP3A4/5 B CTIHL KUWEYHUKY HE MOYKHA BUK/IOUYATU.

B ananizax iHribysanHa CYP 3aneHO Big vacy 6yno BUABNEHO,
1110 aKanabpyTuHi6 e cnabrkum iHribitopom CYP 2C8, 2C9 i
3A4/5, 3anexHum Big yacy. Ha niacrasi mogentosanHa PBPK
He OYIKYETbCA, WO akanabpyTuHIb NiaBMULYE CMCTEMHI
KOHUeHTpauii cyberpatis CYP3A4/5, wo 3acTocoBYETHCA
0HO4YaCHO.

XT133111, XT163068 — MoTteHuian iHaykuji CYP

akanabpyTuHiBom AOCAIAKYBANM i3 BUKOPUCTAHHAM
renatoumTis AloAnHWU. AkanabpyTuHi6 (50 MKM) cnpuymnHas
He3HayHe 36inbwenHa MPHK CYP1A2, 2B6 ta CYP3A4 (ao

3 pasis). ACP-5862 (50 MKM) cnpuumnHas nogibHe 36inblueHHA
MPHK CYP3A4, ane He Bnaveas Ha CYP1A2 abo 2B6. Lli aaHi
L03BONAOTL NPUNYCTUTK, WO KAIHIYHO 3HAYYLLA iHAYKLiS
neviHkosux CYP Ta wayHKoBO-KULWKosoro CYP3A4
ManoriMOBIpHa NPU 3aCTOCYBaHHI axanaﬁpymnigy.....” i
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Mpw KiHivKiA 4031 100 mr akanabpyTuHiby po3paxyHKOBI
3HaveHHAa Cmax He3s’ A3aHol dopmm nikapcbroro 3acoby 8
nAasmi Kpoei ans akanabpytuniby ta ACP-5862 craHosunu
0,036 1a 0,012 mkM BignosiaHo. Bci 3HaueHHA 1Csp B ubomy
po3A4ini cnin po3rnanaty B NOPIBHAHHI 3 LMK
KOHLUEHTpauiaMu.

XT135097, XT165071 — lMoTeHuian npamMoro iHribysaHHA
aktusHocTi CYP akanabpytuHibom (3—100 mkM) nepesipanu
Ha naHeni dbepmeHTiB. AKanabpyTUHIO He YUHUB ICTOTHOTO
BnauvBy Ha depmeHTn CYP 1A2, 2B6, 2C19 i 2D6

(ICsc>100 mKkM) i seMoHCcTpyBaB NnomipHe iHribyBaHHA
pepmenTia CYP 2C8 (I1Cso 37 mkM), 2C9 (ICso 28 mkM) i
CYP3A4/5 (ICso 57-69 mkM). Yci ICsp pna ACP-5862 6ynu

> 20 mKM, 3a suHATKOM CYP2C8 1a CYP2(C9, ae 3HaueHHA ICsq
bynu BianosiaHo 6,7 Ta 17 MKM. 3a pesynbTatamu BBEAEHHA
akanabpytuHiby y no3i 100 mr cuctemui 1] vepes npame
iHribysaHHa CYP manoimosipHi. OaHak DDl yepes
iHribyBaHHa CYP3A4/5 B CTiHLj KULLEYHUKY HE MOMXKHa
BUKNHOMATH.

B ananisax iHribysanHa CYP 3anexHo 8ig vacy byno
BWABNEHO, WO akanabpyTuHib e cnabrkum iHribitopom CYP
2C8, 2C9 i 3A4/5, 3aneHmm Big vacy. Ha nigcrasi
moaentosaHHa PBPK He ouvikyeTbeA, WO akanabpytuHib
NiABULLYE CUCTEMHI KOHLEHTpauii cybcrpartis CYP3A4/5, wo
3aCTOCOBYETHLCA OAHOYACHO.

XT133111, XT163068 — lMoTteHuian iHaykuii CYP
akanabpyTUHIBOM A0CNiAKYBANW i3 BUKOPUCTAHHAM
renatoumTis NloanHKU. AkanabpytuHib (50 mkM) cnpuuunns
He3HayHe 3b6inbwernHa MPHK CYP1A2, 2B6 ta CYP3A4 (ao

3 pasis).

ACP-5862 (50 MkM) cnpuyuHas noaibHe 36inblierHs mMPHK
CYP3A4, ane He snnusae Ha CYP1A2 abo 2B6. Lli aaHi
L03BONAKTL NPUNYCTUTK, LLO KNIHIYHO 3HaYyLwa iHAyKLis
neyvinkoemx CYP Ta wayHkoso-kuwkosoro CYP3A4
ManoWMoBIpHa NpY 3acTOCYBaHHI akanabpyTuHiby.

BS001953-23 — Bbyno pochig)keHo 34aTHICTb
akanabpyTtuHiby Ta ACP-5862 inribysaTu isodpepmeHTu
ypuauH-aubocdaT-rniokypoHosunTparcdepasy 1A1
(UGT1A1) Ta UGT2B7 B MiKpOCOManLHii ppakLii neviHku
moaunu. [ina obox isopopm 3HaueHHa |Cso Byam binble

3 mKM. OTxKe, 32 KNIHIYHUX YMOB akanabpyTuHib He NoBUHEH
CNPULKUHATU cucTemHuin DDI ana uux asox isopopm UGT.

XT138100, XT168092, XS31144 — 3aaTHicTb akanabpyTuHiby
Ta ACP-5862 iHribyBaTv AeaKi TpaHCNOPTEPU NiKAaPCbKUX
3acobiB AoCNifKYBANM HA PENEBAHTHUX MOAENAX KNITUHHUX
NiHiK (KnitnHu Caco-2, MDCKII-BCRP abo HEK293, aki
eKcnpecyroTh BiANOBIAHI TpaHCnopTepu).

AKkanabpyTuHib inribysas MDR1 (P-raikonpotein) Ta BCRP 3i
3HayeHHAMM ICsp, WO nopisHioBanyu 18 Ta 4 Y
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BiANOBiAHO. 3HaYeHHa ana ACP-5862 ctaHosunu > 20 1a

6 MKM BignosiaHo. AkanabpyTuHib iHribysas TpaHcnopTepwu
MEYiHKOBOrO 3aX0NAEHHA 3i 3HaYeHHAMM ICso > 20 MKM aK
ana OATP1B1, Tak i ana OATP1B3, Toni ak ana ACP-5862
3Ha4YeHHA cTaHoBMAM BignosigHo 10 mkM Ta > 20 mkM.

AxkanabpytuHib Bye cnabkum iHribiTopom HUPKOBUX
TpaHcnopTepiB Nikapcekoro 3acoby 3i 3HauyeHHAMM 1Cso > 20,
> 20, 59 % iuribysaHHa npu 20 MkM, > 3 Ta > 3 MKkM ana
OAT1, OAT3, OCT2, MATE1 ta MATE2K BianosigHo. ACP-
5862 iHribysas Ti cami TpaHcnopTepw 3i 3HaYeHHAMM [Cso 12,
> 20, > 20,0,2 1a >3 mkM BignosigHo.

3aranom, UMOBIpHICTL Toro, wo 100 mr akanabpyTuHiby
npussene Ao DDI TpaHcnopTepa y NtoAel, € HU3bKOK, 33
noTeHWiHHUMKW BUHATKamK BCRP B8 KMLLIEYHUKY Ta HUPKOBOTO
MATE1, obymosneHux iHribysanHam ACP-5862.

He 3acTocoBHO

4. Tokcukonoria:

MNapameTpu ONOPHUX KAIHIYHUX JOCNIAKEeHb TOKCUMKONOTIT BIANOBIAAIOTL ray3eBUM CTaHAapTaMm.

1) TOKCUYHICTB NPYU OAHOPA30BOMY BBEAEHHI

JlocninxmeHHA TOKCMYHOCTI Y pa3i 04HOpPa30B8oro
NepopanbHOro BBEAEHHA HE NPOBOANIMNCA.

\
\
7) IHWi gocnigKeHHA GapMakoKiHETUKK
2) TOKCUYHICTb NPU NOBTOPHUX BBEAEHHAX
\

Ha3zsa/Homep AOCAiMKEeHHA: 28-AeHHEe A0CAIAMEHHA
TOKCUYHOCTI NiKapcbKoro 3acoby ACP-196 y camuiB Ta camulb
wypie nidii Cnpar-Joyai npy nepopanbHOMY Yepe330HA0BOMY
BREAEHHI 3 NOAANbLWWMM 4-TUMHEBUM BiAHOBNHOBANLHUM
nepionom/502513

AkanabpytuHib seogman wypam ninii Cnpar-Loyni
nepopanbHo Yepes 3oH4 8 no3ax 30, 100 abo 300 mr/kr/aeHb
04MH pa3 Ha noby npotarom He meHwe 28 aHis. CMEPTHICTL
cnoctepiranaca y 3 camuis 1a 3 camumub Npu 030

300 mr/kr/poby, i Ui HezannaHoBaHi cmepTi Byau Nos’A3aHi 3
HEKPO30OM NEeviHKK, MioKapaa i HUPOK. Y camLyiB TaKoK
cnocTepiranoca sananeHHa nNiawnyHKosoi 3ano3um. OpraHamu-
MILLEHAMM 418 TOKCUYHOI 411 Y WyPiB, Wo Buxuam, bynu
NeyiHKa, HUPKKU, NiAWANYHKOBA 331033 | HaAHWPKOBI 3a103M.
Mobiuni edertu y wypis, akum ssoaunu 100 mr/kr/noby,
BKAOYAAW KNIHIYHI 03HaKU (3ropbaeHHA, CAMHOBUAINEHHS,
ninoepekuia Ta XxpoMmoaakpiopes), 3MiHU B remaToNoriyHmMx
nokasHukax (T petukynoumTis, T HelTpodinis 1a . B-
KNiTUH), y maci opraHis (. Tumyca, |, cenesiHku Ta

T HAAHWPKOBUX 3aN103), @ TAKOMX MIKPOCKONIYHI 3MiHUK B
NiAWNYHKOBII 331031 Ta HUPKaX.

BianosigHicTb BUMoram GLP: Tak
Haszsa/Homep aochiarkeHHsa: ACP-196: 91-aeHHe AOCAIAXKEHHS

TOKCMYHOCTI NpY NepopanbHOMY BBEAeHHI npenapa am
i3 28-neHHUM nepioaom BiaHosneHHa/ 2219-029

AkanabpyTuHib BBoAMAM ulypam niHii Cnpar-foyni
nepopanbHo Yepes 3044 8 go3ax 10, 30 abo 100 mr/kr/noby

0AMH pa3 Ha Aoby npotarom 91 aHA. Y ubomy Aocm,n.w.eHHl He
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\
i CNOCTepiranock CMepTHOCTI, NOB'A3aHOI 3 akanabpyTuHibom, a
| TOKCUMYHICTL B OCHOBHOMY 0BMeKyBasack MakpoCKONIYHUMMU
Ta MIKPOCKOMIYHUMU 3IMIHGMK B MiALWAYHKOBIK 331030, Wo
‘ CNOCTepiranmca Npu BCix A03YBAHHAX. 3MiHW BKAOYANM
| KpoBOBMAUB/NirmeHT/3ananerHs/dibpo3 ocTpisuis manoi
NiAWAYHKOBOI 321031 Ta NiATOCTPE/XPOHIMHE 3aNaneHHs
EeK30KPMHHOI YaCTUHKU NiaWAYyHKOBOT 3an103u. licha 28-
MIEHHOro nepioAy BiAHOBAEHHA MaKpPOCKONIYHI 3MIHUM Ta
niarocTpe/XpoHivyHe 3ananeHHa byau ycyHeHi; 0ofHakK 4actoTa
kpoBoTeui/nirmeHTy/3ananenHs/dibposy octpisuie byna
aHanoriYHa YacToTi, WO cnocTepiranaca Npu ayToncii B
OCHOBHOMY A0CNIAMEHHI, 3 AELL0 MEHLWKWM CTYNeHem
TAMKOCTI.

BianogiaHicTe BUMoram GLP: Tak

Hassa/Homep aochipkeHHa: ACP-196: 26-TuxKHeBe

LOCAIAKEHHA TOKCUYHOCTI Y LLYPiB NPY NepopaibHomy
BEEAEHHI 3 4-TMXHEBUM BiAHOBAKOBaNLHUM nepiogom / 2219-

084

KNHo40oBi pe3ynsTaTv A0CAIAMKEHHA

CMepTHICTb cnocTepiranack npu ao3yeaHHi 300 mr/kr/poby
NPOTArOM NEPLUMX 2 TUMKHIB NiKyBaHHA, a HalBuWLLa A03a byna
smeHweHa ao 200 mr/kr/ao6y. lonaTKkoBa CMepTHICTb
cnocTepiranaca y TBapuH, AKi oTPUMYBau

300/200 mr/kr/noby nicna ameHWweHHA 403U, NpuunHamm
cMepTHOCTI Byau ypemis/rocTpa HUPKOBa HEAOCTATHICTL Ta
Hekpo3 miokapaa. OpraHu TOKCUMYHOTo BNAUBY
akanabpyTUHIBY y TBAPMH, WO BUMKMAKU, BKAKOHANN HUPKHM,
nedviHky, nerexi, meseHTtepiansHi NimdaTUuHi By3Nu 1a
NiAWAYHKOBY 33a003Y.

BianosiaHictb Bumoram GLP: Tak

MeToau:

[l03a Ta 4actoTa ao3yeaHHa: 0, 20, 100 abo
300/200* mr/kr/aeHb oAuH pa3 Ha 806y NPOTArOM 26 TUKHIB;
4-TUXKHEBMIA BIAHOBNIOBANbHUI Nepioa,.

* TeapuHam y rpyni 300 mr/kr/noby Hapasanu 4-aeHHy
nepepsy B 3aCTOCYBaHHI NikapcbKoro 3acoby, novynHaoun 3 10-
ro AHA (Camuui OCHOBHOTO AOCNIAMEHHA Ta BCi TBAPUHU
OCNIAMKEHHA TOKCUKOKIHETUKKM) abo 11-ro aHAa (camui
OCHOBHOMO AOCNIAMKEHHA), NOTIM A03Y 3HUMKYBaAU 40

200 mr/kr/noby, novnHaouun 3 14 abo 15 aHAa sianosigHo.

LLnsax BeeAeHHA: Yepes WAYHKOBUIA 30H,
Bua/nopoaa: LLlypu/Wistar Han

Kinbkrictb/cTath/rpyna: OCHOBHE AOCNIAMKEHHA:
16/cTaTtb/rpyna

BiaHoBAeHHA: 6/cTaTb/rpyna

Bik: ~ 5,5 TUXKHIB 3 MOMEHTY OTPHMMAHHA

NEPEKNAL
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CaTeniTHi rpynu/yHiKanbHWIA AU3aNH:
TOKCUKOKIHeTUKa: 6/cTaTb ana rpynu O mr/kr/aexb Ta
14/ctatb/AeHb ana 20, 100 Ta 300/200 mr/Kkr/aeHb
Mpynu

TBapWHU, AKI Bynn 3HaWAEHI MepTBUMKM abo AKUX YMEPTBUAK Y
mepmiHaALHOMY CMaHi NpoTarom nepwux 17 aHis
\nocaiameHHa, 6yau 3amiHeHi. BignosigHo no posainy
«MeTtoau» BCboro 9 wypis Bynu BUKOPUCTaHI B AKOCTI TBAPUH-
3aMIHHWKIB, 3 BiANOBIAHO A0 po34iny «Pe3ynbTaTh OUiHKK
Mopani» Byaun 3amiHeHi B uinomy 7 TBapuH, B TOMY YMCA

1 cameub A0 NO4aTKY BBEAEHHA N03KU Ta 6 cammub y rpyni

300 mr/kr/noby (5 B ocHOBHOMY AoChiAKeHHI Ta 1 B
\NOCNIAMKEHHI TOKCUKOKIHETUKMN).

Hassa/Homep AoChigKeHHA: 28-AeHHe A0CAIAMKEHHA
TOKCMYHOCTI Npu NnepopanbHomy BeeaeHHi ACP-196 yepes
30HA Y camuis i camuub cobak nopoam birns i3 noganswmm 4-
TUXHEBUMM Nepiofom siaHosaeHHa/ 502515

AkanabpyTuHib seoamnm cobakam nopoawm Birnb nepopansHo
uepes 30H4 B A03ax 3, 10 abo 30 mr/kr/aeHb 0AnH pas Ha
1,06y NpoTArom He meHwe 28 fHis. NemaTonoriyHi 3MiHu
BKAKOHANM 3HWMEHHA KINBKOCTI B-KAITUH y CaMLLiB y BCix A03ax
(21-44 %) Ta y camuup y 03i 30 mr/kr/noby (17-20 %) y
NOPIBHAHHI 3 KOHTPONBHUMU rPyNamum.

CnocTepiranoca 3MmeHWeHHA macu HaraTbox opraMis Npu Ao3i
30 mr/Kr/p06y NOPIBHAHO 3 KOHTPOALHOIO TPYNOKD, 30KPEMa
cenesiHku (.13 %), Tumyca (. 23 %), nepeamixypoBoi 3an103u
(Jr 30 %), npuaatky aeuka (L 14 %), seuka (J 12 %) Ta
AEUHUKIB (W, 16 %). MiKpOCKONIYHI 3MiHW BKAKOYEIM
BUCHaXeHHA NiMOIAHOT TKAHMHM ¥ CenesiHLi Ta 3acTilHi
mBULLa/epuTpodarouMTos y meseHTepianbHoOMYy
nimbatuyHoMy BY3/i, WO BIANOBIAAN0 MAKPOCKONIYHIA 3MiHi
KONbOPY Ha TEMHO-YEPBOHUI, AKA CNOCTepiranaca Nnpu BCix
\03yBaHHAX akanabpytuHiby. Y cobak, axi oTpumyBanu
akanabpyTuHib, cnocrepiranoca 36inbLIEHHA BUNAAKIB 3MiH B
HUPKax, B TOMy Yncni basodinia kKaHanbLiB, MmiHepanisauis
COCOYKIB Ta 3MIHU B rianiHOBUX UMANIHAPAX.

BianosiaHicte Bumoram GLP: Tak

Hassa/Homep aochigxeHHa: ACP-196: 39-TuxkHese

OCNIAYKEHHA TOKCUMYHOCTI Y cOBaK Npu BBEAEHHI
NepopasbHUX Kancya 3 4-TUHHEeBUM BiAHOBAKIBAAbLHUM
nepioaom / 2219-098

AxkanabpyTuHib eeBogmnm cobakam nopoaum birnb nepopanbHo
y popmi JenaTMHOBUX Kancyn B go3sax 10 abo 30 mr/kr/noby
0AWH pa3 Ha Aoby npoTarom He meHwe 39 TUKHIB. TOKCUYHA
\nin 0BbmeRyBanaca 3MiHaMKM KNIHINHOT NaTonoril, NOYMHAKYM 3
4-ro abo 13-ro TWXKHA, | cnocTepiranacs NPOTArom yCboro
nepioay A03yBaHHA. [eMaToNOriYHi 3MiHW Noaaranu B
060pOTHIN Aji Ha NapameTpy epUTPOLMUTIB, 30Kpema
cnocTepiranoca 36inblWeHHA cepeaHboro 06’ emy Kaj
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™ 0o 10 %) i cepeAHBOro BMICTY remMornobiHy B epuTpoLmTi
(MCH; T o 6 %); 3HUKEHHA cepeaHboi KOHUEHTpaLLii
remornobiny 8 eputpoumti (MCHC; & 0o 5 %) i wnpuxm
po3noainy eputpouutis (RDW; & o 10 %) ax y camu,is, Tak i B
camuub Npu no3yBaHHi 30 mr/kr/no6y nopisHaHO 3
KOHTPOABHUMM rpynamu. OKpim TOro, 3HUMKEHHA MacK
HepPBOHMX KAITUH KpOBi (epuTpouuTis, remornobiny abo
rematokpuTy; |, 4o 14 %) cnoctepiranoca y camuub npu
in03yBaHHi 30 mr/kr/aoBy B NOPIBHAHHI 3 KOHTPOALHUMM
rpynamu. 3miHKW B KNIHIYHIMA XiMii BKAHOYANKM 3HUMKEHHA
ansbymiHy y camuups npu Ao3ysaHHi 30 mr/kr/ooby Ta B ogHiel
camuui npu fo3yeadHi 10 mr/kr/noby.

BianosiaHicTe BUMoram GLP: Tak

Hasga/Homep nochigkerHsa: ACP-196: 91-neHHe AOCHiAKEHHS

[TOKCMYHOCTI Y cobaK Nnpu BBEAEHHI NepopasibHMX Kancyn 3 28-
AeHHUM BiAHOBAOBaNbHMM Nnepioaom/2219-030

KA040BI pe3ynsTaty A0CAIAXKEHHA

Mpu Halsuwii 8o3i 30 mr/kr/noby B oAHIEl camumu,
cnocTepiranocsa 36iNblEeHHA NOKAa3HUKIB KAIHIYHOT Ximii (ANT,
InyHa pocdaTtaza, a30T CEYOBMHU Ta KPEATUHIH) Ta KNIHIYHMX
03HaK, WO NPWU3BEN0 A0 NepepuBaHHA BBEAEHHA
akanabpyTuHiby Ha 1 TMsKAeHb (QHi 46-52) y uiei TBapuHM.
BreneHHa Byno sigHoBNEHO vy no3i 30 mr/kr/noby, i TBapuHa
3aKiHYMNA A0CNIAKEHHA.

OpraHu TOKCUYHOTO BNAWBY akanabpyTuHiby BKAOYaNM
NimdoiaHY TKaHUHY, NOB’A3aHY 3i CNM30B00 0BONOHKOD
KuweyHuka (GALT), HUpPKK, NedviHKy, nigwenenti Ta
Me3eHTepiansHi NimdatuuHi By3am, cenesiHky Ta
WUToBUAHY/NapawmTonoaibHy 3anosy.

BignosiaHicTb BMoram GLP: Tak

MeToau:

\lo3a Ta yacrota no3ysaHHa: 0, 5, 10 abo 30 mr/kr/noby oaumH
pa3 Ha Aoby npotarom 91 AHA; 28-AeHHWIA BiAHOBAIOBANBHUIA
nepioA. 3 ornaay Ha BeTEPUHAPHI CNOCTEPEIKEHHSA, OAHIN
camuui B rpyni ao3ysaHHa 30 mr/kr/poby (TBapuHa Ne 149) e
BBOAUAM 03y NpenapaTy NPoTArom 1 TUXKHA, y AHI 46—52.

Lnax BeepeHHA: NepopansHi Kancynu
Bua/nopopna: Cobaka/6irns

Kinbkictb/cTate/rpyna: OcHOBHe gocaiaxeHHs: 5/crath/rpyna
BiaHoBneHHA: 3/cTaTh/rpyna

Bik: 5-6 micAuiB 3 MOMEHTY OTPUMAHHA

CateniTHi rpynu/yHiKanbHWIA AKM3aliH: BiacyTHi

3) reHOTOKCUYHICTL:
in vitro

AHANI3 3BOPOTHUX MyTaUil y bakTepiaNbHUX KNITUHAX in vitro

(tect Elimca)

Hasea/ Homep aocniameHHa: OuiHKa MyTareHHOi akTUBHOCTI
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ACP-196 B aHani3i 3BOPOTHUX MYTaLiN y KniTUHax Salmaonella
Typhimurium 1a Escherichia Coli/503223

KNno40Bi pesynsTaTy A0CNIAMEHHA:

AKanabpyTuHIb He 30iNbLWYBAB KiNbKICTb peBEepPTaHTHUX
KONOHIN B focnigKyeaHux wramax TA100, TA1535, TA 1537 Ta
WP2 uvrA 3 meTabonidHoto akTUBalieto abo 6e3 Hel. TecT-niHia
TA98 36inblIyBaNa KiNbKICTb PEBEPTAHTHUX KONOHIN BULLE
\iana3oHy iCTOPUYHUX KOHTPONBHUX OaHUX AK 3
MeTaboniyHOK aKTUBALLIEN, TaK | Be3 Hel B ABOX OKpemux
ekcnepumeHTax, ane 36inbweHHs 6yNo MeHLL HiXK B 2 pa3u B
NOPIBHAHHI 3 04HOYACHUM KOHTPONEM.

AKanabpyTUHIO BUABMBCA HErATUBHUM WOA0 MYTareHHOCTI B
aHanisi 3BOPOTHLOI MyTaLlii.

BignosigHicTe Bumoram GLP: Tak
TecT-cucrema:

LWramu Salmonella typhimurium TA98, TA100, TA1535 i
TA1537; Tect-ninia Escherichia coli WP2 uvrA; eunpobygaHHs
NpPU KOHLEeHTpauiax Ao 5000 mKr/naacTuHy; akTusauis +/-S9.

Pe3ayneTtaTu:

TecT-ninia TA98, inaykosaHa akanabpyTuHibom, 36inblimna
KiNbKICTb PEBEPTAHTHUX KOMOHIA NOPIBHAHO 3 KOHTPOAEM
PO34MHHMKA NpU piBHAX 03 3330 Ta 5000 mKr/nnacTuHy 6es
akTMBaLii S9 (a0 1,9 pasis) Ta npu 3330 mKr/nnactuHy 3
akTMBauieto S9 (8o 1,8 pasis). Lli 36inblueHHA Byan HUKYMMUK
BiJ KpUTEpPil0 NO3UTUBHOIO Pe3ynbTaty ana wramy TA98 y

3 pa3u NOpPIBHAHO 3 DAHOYACHUM KOHTPOEM,
BUKOPUCTOBYBAHUM Y LIbOMY AoCAiaXKeHHi. [na nepeBipku Lux
pe3ynbTaTis 6yB NpoBeAeHMIA A0AATKOBUI EKCNEPUMEHT i3
KOHUeHTpauieo Ao 5000 mKr/nnacTuHy 3i wrtamom TA9S, iy
IPYromy eKcnepuMeHTi cnocTepirannce noaibHi pesynsratu
npu 1000(nuwe 6e3 S9) ta 3330 mkr/nnactuny. Xoua
30iNbLUIEHHA KiNbKOCTI pEBEPTAHTHUX KONOHIKM Byn0 BUULE
1ianasoHy iCTOPUYHUX KOHTPONbHUX AaHUX B ABOX OKPEMUX
EKCNEPUMEHTAX, Ta OCKINbKKM BOHW BYAU MeHLWe 3-KpaTHoro
36iNbLIEHHA Y NOPIBHAHHI 3 0AHOYaCHUM KOHTPONEM, BOHU
Bynu Bu3HaHi 6ioNOriYHO HECYTTEBUMMU,

Hassa/Homep aocnipkerHa: OujHka 3gatHocTti ACP-196
iHAYKYBATWU XpoMocomHi abepauii B KYNbTUBOBaHUX
nimboumnTax neprdbepuyHoi KpoBi N0AWHM (3 NTOBTOPHUM
excnepumenTtom) / 503225

KnH4u0Bi pe3yabTatv AOCAIAKEHHS:

AKkanabpyTuHib He BUKAMKAB XPOMOCOMHUX abepauiii B
inimdounTax nepudepuyHoi Kposi NHAUHU 3 MeTaboNivHOo
akTuBaLielo abo 6e3 Hei; Tomy akanabpyTuHib BUABMBCA
HeraTMBHUM LLLOAO KNACTOTEHHOCTI B aHaNi3i XpOMOCOMHMX
abepauitt in vitro.

NMEPEKIIAL
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BianosiaHicTe Bumoram GLP: Tak
TecT-cucrema:

NimpouuT nepupepudHoi Kposi NoAnHK; akTueauis +/-59; 3,
24 abo 48-roaAMHHA eKcnosuuia akanabpyTuHiby bes
aKkTMBaUii 59 Ta 3 roAuH 3 akTUBaUiek S9; Yac dikcauji — 24-
A8 roAvH; ONA LMTOreHEeTUYHUX aHani3is KOHUEHTpauia A0
400 mMKr/mAa onsa 3-roarMHHOI ekcnosuuil, 100 mkr/ma ansa 24-
roAuHHOI ekcnosuuii Ta 150 mkr/mna ana 48-roavHHOI
eKcno3unuii.
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in vivo (BKAKOYHO 3 A0A3aTKOBOK OLIHKO
TOKCUKOKIHETUKM)

Hassa/Homep aochigmeHHA: MiKpoaaepHWA aHani3 in vivo Ha
wypax/ AD92XN.125M0121CH.BTL

KN4 oBi pe3ynbTaTtv A0CAIAMEHHA:

AKanabpyTuHib He BUKAWKaB 36inblUeHHA Yucna
MIKpOALEPHUX NONIXPOMATUHHUX EPUTPOLMTIB; TAKUM YUHOM,
aKkanabpyTUHIO BUABUBCA HEFATUBHUM LLLOAO MIKPOAAEPHOI
iHOYKLLT Ta KNACTOreHHOCTI in vivo.

BianosiaHicTe Bumoram GLP: Tak
TecT-cuctema:

Ly pw Nidii Cnpar-Qoyni; camui Ta camuui B aHanisi
BWU3HAYEHHA Aiana3oHy 403, B 3aKNHYHOMY aHani3i — auwe
camuii; pa3oBa nepopanbHa A03a akanabpyTtuniby 0, 500, 1000
abo 2000 mr/kr; yepes 24 roauuu (ana scix 8o3) abo Yepes

48 roguH (Tinbku ana o3 012000 mr/kr) — 3abip 3paskis
KICTKOBOrO MO3KY.

4) KaHUEpPOreHHICTb:

JlocniaKeHHA KaHLeporeHHoCTi He NPoBoAUAUCA |
BBAXKAlOTHCA HEODOB ASKOBMMM ANA WIEl NONYAALIT NALIERTIB.

\I0BrOCTPOKOBI AOCNIAKEHHA

H/3

KOPOTKOCTPOKOBI A0CNIAMEHHA
ab0 pocnifKeHHA cepeHbol TPMBANOCTI

H/3

\003TKOBI A0CAIAKEHHSA

5) PEnpoayKTUBHA TOKCUYHICTL Ta TOKCUYHMIA
BMNAWB Ha PO3BUTOK NOTOMCTBA.

BNAMB Ha GEPTUNBHICTL | paHHIA embpioHanbHMUKA
PO3BUTOK

Hassa/Homep nocaigxmenHa: ACP-196: KombiHosaHe

nocnigpkeHHs depTunbHocTi Ta embpiodeToTokcMYHOCTI Y

LIYPIB 3 OLIHKOK TOKCUMKOKIHEeTUKY / 2219-088

KAtouoBi pesynbTat A0CAiAMeHHA

AKanabpyTUHIB CNPUYMHAB CMEPTHICTL, NOB'A3aHY 3
HepPOTOKCUYHICTIO, Yy camuis npu aosysaHHi 300 mr/kr/noby.
Hisakux Bnauneis Ha depTunbHicTs abo embpiodetansHuit
PO3BUTOK HE CNOCTEPIranocs nNpu Byab-aKoMy pisHi 403u;
TOMY Y LLYPiB MaKCMMaabHa A03a NiKapcbKoro 3acoby, wo He
CNPUYUHAE BUAMMUX HeraTuBHUX edekrTis (NOAEL) ana
bepTunbHOCTI camuis ctaHosuna 300 mr/kr/aexb, a NOAEL
s GepTUABHOCTI CaMoK Ta embpiodeToToOKCUYHOCTI

craHosuna 200 mr/Kr/aeHb. Ekcnosuuin y ugxatiaxtyna
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npubnusHo y 18 pasis Ta 16 pasie binblue, HiX KNiHIYHA
eKcnosuuis Ana NoAMHKW Ha ocHoBi AUC y peKomeHA0BaHii
11031 ANA NOAUHUA,

BianosinHicTe Bumoram GLP: Tak

MeTtoau

J103a Ta 4acToTa A03YBaAHHA:

Camui: 0, 30, 100 abo 300 mr/kr/noby; no3yBaHHA OAWH pa3
Ha noby, nouuHaoum 3 28 AHIB A0 CNapHOBaHHA, BeCb Nepio,
cnapitoBaHHA Ta Nicns cnaposaHHs (3aranom 77-79 aHis).

Camuui: 0, 30, 100 abo 200 mr/kr/noby
BeeneHHa oauH pa3 Ha aoby, nounHakuu 3a 14 gHiB ao
cnapioBaHHaA Ta 3akiHuytoum 17-m gHem saritTHocTi (AB)

LLnax sBeaeHHA: Yepes WAYHKOBWIA 30HA,
Bua/nopoaa: Wypwu/Crl:CD(SD)

KinekicTb/cTaTh/rpyna: 25/crtath/rpyna

CarteniTHi rpynu: TOKCUKOKIHETMKA:

9 camuis, 1o oTpuMyBanu ao3y 300 mr/kr/ao6y, NnoYMHaoum
3a 28 AHIB A0 CNapHOBaHHA Ta 3aKiHYyO4M 28 aHem; 3 camuu,
o oTpumyBanu aosy 0 mr/kr/noby Ta 9 camuub Ha rpyny, Wo
oTpumysanu ao3y 30, 200 ta 300 mr/kr/noby 36 B ao 17 AB;
camuui byam niaibpani 3a yacom cnaproBaHHA.

u3aliH nocniaKeHHs:

Camuub CnapoBanu 3 CamuaMK O4HAKOBOro PiBHA A03YBaHHA
0 OTPMMaHHA A0KA3IB CNAPIOBaHHA; MaKCUMaibHUI nepios
cnapioBaHHA — 21 aeHb (14 aHiB 3 nepwinm camuem Ta 7 gHiB
3 APYIMM NPOAYKTUBHUM CAMLEM); AEHb, KOAW
CNoCTepiranocs NO3UTUBHE CBIAYEHHA CNAapOBaHHA,
posrnanasca ak [1B 0; ayToncito/KecapiB po3TMH y camuLb
nposeaeHo Ha [B 20.

Hassa/Homep aocnipkeHHa: ACP-196: [lochiayKeHHa BNAUBY

Ha embpiodeTanbHM PO3BUTOK Y KDOAUKIB 3 OLLIHKO

TOKCUKOKIHEeTUKM / 2219-075

KNou0oBi pe3ynbTaTy A0CAIAKEHHA

Akanabpyturib 8 4031 100 Ta 200 mr/kr/ao6y BUKNUKaB
MaTEPUHCLKY TOKCUYHICTD, WO XapaKkTepusyeanaca
3HUMEHHAM CNOMXUBAHHA i, 3BiNbIEHHAM Macu Tina Ta
Macor Tina, Wo Npu3soamMNa A0 cmepTHOCTI. CMepTHICTL
cnocTepiranach y Bcix TBapuH y rpyni 200 mr/kr/no6y; omxe,
TOKCUYHUI BNAWB Ha PO3BUTOK NOTOMCTBA HE MOXKe ByTu
OUiHEeHUIA Npu Uik nO3i.

TOKCWMYHICTL ANA NNOAS, WO XaPaKTEPMU3YBANACA SHUMKEHHAM
Macu Tina Nnoaa 1a 3aTPUMKOK OKOCTEHIHHA CKeneTa nnoaa,
cnocTepiranaca Npu TOKCUIHIK ana maTtepi A,03i

100 mr/kr/poby. MaTepuHCbKa EKCNO3MLIA Y A03i

100 mr/kr/pnoby 6yna npubansHo y 4 pasu binblua, HixK
KNIHIYHa ekcno3uuia Ana N aMHn Ha ocHoei AUCy
pPEeKOMEHA0BaHIK A03i ANA NHOAUHU.
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kponukis no3a NOAEL ana maTepUHCbKOT TOKCUYHOCTI Ta
TOKCMYHOTO BNAWMBY Ha PO3BUTOK NOTOMCTBA CTaHOBWANA
50 mr/kr/no6y.

BianosiagHicTe Bumoram GLP: Tak

MeTtoau
V103yBaHHA Ta NepioANYHICTbL BBEAEHHA:

0, 50, 100 abo 200 mr/kr/poby; oamH pas Ha aeHb, [1B 6-18.
Lnax BBeAEHHA: Yepes WAYHKOBWIA 30HA

Bua/nopopna:
Kponuk/Hoso3enaHAcbkuid Binuii Hra:(NZW)SPF
KinbkicTb/cTaTh/rpyna: 23 camuui/rpyna

CaTeniTHi rpynu: TOKCUKOKIHeTMKa: 4 cammui/rpyna

AM3aliH J0CNiAMEeHHS:

BariTHMM Kpo/sMKam BBOAWAM akanabpyTuHib oauH pas Ha
noby npotarom [1B 6-18, a nnaHoBy ayToncito/Kecapie po3TuH
NPOBOAMAK HA 29 AeHb BariTHOCTI.

Yepes noriplweHHs camonoyvyTTa BCi Camuui, Wo BMKUAK Npu
\no3sysaHHi 200 mr/kr/no6y, 6y AOCTPOKOBO BUBEAEHI 3
nocnifyeHHA Ha 21-23 aeHb BariTHOCTI; NPOBOAMNUCH
0DOCTeXEHHA MaTKW Ta ayToncia BariTHOI camuLLi, ane ouiHKa
nnoAa He NPOBOAUNACK, OTHKE, TOKCUYHWUIA BNAUB HAa PO3BUTOK
NOTOMCTBA HEMOMNMBO BYN0 OWIHUTK ANA A03YBAHHA

200 mr/kr/noby.

Hassa/Homep aocnigxernsa: ACP-196: [lochiaykeHHs
TOKCMYHOrO BNAWBY Ha Npe- Ta NOCTHATA/IbHUIA PO3BUTOK, B
TOMY YMCNI HA MaTEPUHCbRY GYHKLLIO v wypis/2219-111.

KAH40Bi pe3yabTaTtu A0CNIAKEHHA

HoaHoro edekty akanabpytuHiby He cnocTepiranocs Ha
cepefHI0 Macy Tina, 3mMiHy macu Tina abo CnoXKUBaHHA Ik y
CamMLb-MaTepiB Nig Yac BariTHOCTI YW NakTauii npu byab-
AKOMY 3 OLLIHIOBAHUX PiBHIB A03yBaHHA. oaAHUX NoBiYHMX
edeKTis, NoB'A3aHUX i3 BUNPobBYBaHUM NiKapcbKKMMm 3acobom,
He CnoCcTepiranoca NP KNHIYHKUX CNOCTEPEeXKEeHHAX Ta
BUMMBAHOCTI Y CAMULb-MaTEPIB Npu A03yBaHHi 50 mr/Kkr.
OpaHa camuuga y rpyni gosysadHa 100 mr/kr 1a 2 camuui y rpyni
no3ysaHHa 150 mr/Kr Bynu nigaadi esraHasii 8 aroHii
BHACNIA0K NaToNorivHKUX nonoris abo HeNnoBHUX NOAOrIB.
KniHivHi 03HaKK, NOB'A3aHI 3 NaTonorivHUummM nonoramu, Gyau
O4YeBUMAHWMMU A0 eBTaHasii.

MoTeHUiMHI MakpOCKoNiYHI 3MiHK, NOB’A3aHI 3
akanabpytuHiBom, y camuub-MmaTepis BKAOYAIN
NOYEPBOHIHHA NiAWEeNenHUX Ta meseHTepianbHUx
niMmpaTUYHKUX BY3NiB ¥ BCIX rpynax, AKi oTpUMyBanum
akanabpytuHib. Li 3miHu moxkyTe 6yt nos’asaHi 3
BMNpobyBaHUM NPOAYKTOM Yepes ypaxeHHA obox
NniMmpaTUYHUX BY3NiB, 0AHaK He3 MiKpoCKoNniYHoro
\NOCNIAKEHHA LIl 3B’A30K HE MOMHA OCTAaTO4HO OLLHUTHK,
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HoaHux edekTis, NOB'A3aHKX 3 akanabpyTuHibom, He
cnocTepiranoca y npunnoay (F1) abo notomcrsa F1, obpanux
NA NPOACBXKEHHA JOCNIAMEHHA €CTPANbLHOI LUMKAIYHOCTI,
CnaploBaHHA, NOKA3HUKIB GepTUABHOCTI Ta NNOAKYOCTI, 3
TAKOX OLIHKKM IMNAGHTALIT MaTKK.

loza NOAEL ana camuub-matepis ctaHosuna 50 mr/kr Ha
nipcTasi HA3LKOT YacTOTU NATONOIIYHUX NONOCIB, WO
crocTepiranuca npu pisHAx gosysadHa = 100 mr/kr. Y
noTomcTea Ao03a NOAEL ana BUIKMBAHHA, 3pOCTAHHA,
disnuHOro i dyHKLioHaNLHOIo PO3BUTKY CTaHOBUAA 150 mr/Kr.

MeToau:

/lo3a Ta YacToTa A03yBaHHA:

Camuu wypis, nigibpaHi 33 4acom CNaprBaHHA, OTPUMYBANU
akanabpytuHib y £03i 0, 50, 100 abo 150 mr/kr oguH pas Ha
\no6by nepopanbHoO Yepes WAYHKOBUW 30HA 3 6 AHA BariTHOCTI
(AB) ao 20 aHa nakTauii (A1). MoTomcTBO HE OTPUMYBANO
\no3y 6esnocepeaHbo, ane morno ByTu nig BNAMBOM
A0CNIAMYBAHOMO NiKapcbKkoro 3acoby BHYTPIWHLOYTPOBHO Ta
Yepes MOA0KO.

LLinax BBEAEHHA: Yepes WAyHKOBUIA 30HA,
Bua/nopoaa: Wypu/CD® [Crl:CD®(SD)]

KinbKicTs/cTath/rpyna: P = 25 camuub/rpyny
TOKCUKOKIHeTUKA: newi 6 P camuub/rpyny

M3aliH AOCNIOMEHHA:

Camuui wypis, niaibpaxi 3a 4acom CNaproBaHHA, OTPUMYBANU
akanabpyTuHib oauH pas Ha poby y nepioa sia AB 6 oo AN 20.
OUuiHIOBANKM BNAMB Ha BariTHY/camuLio-roayBanbHULLIO Ta Ha
PO3BUTOK 3anNiAHEHOro aiUA Ta NOTOMCTBA BiA iMmnaaHTauil
0,0 NPUNUHEHHA rOAYBAHHA rpyAaL0.

OUuiHKa TOKCUYHOCTI AnA BaTbKIBCbKUX TBAPUH BKAKOYaNa
KNiHIYHI O3HaKW, Macy Tina i CNOXXMBAHHA DXKI NI vac BariTHOCTI
Ta ro4yBaHHA rpyaaro, AaHi Npo NOAOMK | nocnig, yenixu y
BUPOLLYB3HHI NOTOMCTBA 40 NPUNUHEHHA FOAYBAHHA rPyAL0
[Ta aHaTomi4yHy natonorito. OUiHKY piBHA BMICTY
LOCNiAXKYBAHOro NikapcbKoro 3acoby B Nnasmi KPoBi
NpoOBOAWMAKN ANA cCamulb-maTepie. CnocTepeXeHHA 3a
npunnoaom (F1) BKAKOYANKM BUKKMBAHICTb, CTaTb, Bary Tina,
cepio3Hi aHomanii Ta GisudHKUI po3BUTOK. Micha NPUNUHEHHA
rofyBaHHA rpyaAato BinibpaHux TBapuH F1 cnocTepiranu Ha
npeameT KAIHIYHUX 03HaK, Macu TiNa i aHaTomivHOI naTonorii,
BKAKOYHO 3 0BCTEMEHHAM MaTKu. Bubparux TBapuH F1 Takox
OUiHIOBANU HA NpPeAMET 3POCTAHHA, CTAaTeBOro A03PiBaHHA,
noseaiHku, ouiHku baTapei cTaHaapTHUX TecTis (FOB),
BU3HAYEHHA ECTPANLHOIO UMKAY, PENPOLYKTUBHUX NOKa3HUKIB
Ta GepTUAbHOCTI.

BianosigHicte Bumoram GLP: Tak

eMBpIOTOKCUYHICTD

Jue. pocnipeHHa 2219-088.
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AOCNIAMEHHA, NPU AKUX NpenapaT yBOAUTLCA
NoTOMCTBY (HecTaTeso3pinMm TBapuHam) Ta/abo
OLLiHIOETLCA BigaaneHa aia

He nposoaunauca.

6) Micuesa nepeHocUMIcCTb

YlocnigxeHHa micuesoi NnepeHoCUMOCTi He NPOBOAUAKCA,
OCKiNIbKK akanabpyTuHib byane BBOAUTUCA NEPOPANbHO.

7) 0ODATKOBI AOCAIAMKEHHA TOKCUMYHOCTI:

AHTUMEHHICTb (YTBOPEHHA aHTUTIN)

JlocnineHHA aHTUIeHHOCTI He NPOBOAUIUCA, OCKINIbKK He
6yN10 04ePKAHO AaHMX LLLOAO AHTUIEHHOTO NOTeHLiany
akanabpyTuHiBby B OCNIAKEHHAX TOKCUYHOCTI NOBTOPHUX 403
3260 B KNIHIYHUX AOCAIAMEHHAX.

iMYHOTOKCUYHICTb

LloCNiAXKEHHA IMYHOTOKCUYHOCTI ANA akanabpyTuHiby He
NPOBOAMAMUCA, OCKINbKK HE BYN0 0AEpKaHO AaHUX WOA0
imyHonorivHux edekTis akanabpyTuHiby B AocniaKeHHAX
TOKCUMYHOCTI NOBTOPHUX A03 260 B KAIHIYHUX NOCNIAKEHHAX.

LOCAIOXMEHHA MeXaHi3miB aji

JlocnigKeHHa mexaHismis Aii He nposoaunuca. Mpy BNAUBI Ha
HEKNIHIYHI BUAM TBAPUH, HabaKeHOoMY A0 KNiHIYHOTO,
OCHOBHI pe3ynbTati 6ynu nos’'ssadi 3 bapmakonorieto
akanabpyTuHiBy. MOLWYKOBI TOKCUKONOTIYHI A0CAIAKEHHA 3MIH
Y NiAWAYHKOBIA 330030, cneumndidHMxX ANA Wypis, AKi 3a3BM4ai
CNOCTepiratoTbCA NPM 3aCTOCYBaHHI iHribiTopis TKB, onucaHi 8
IHLWWX O0CNiAHKEHHAX.

NiKapCcbKa 3aNeXHiCTb

LlocninykeHHA 3anexHOCTi Ans akanabpyTuHiby He
NPOBOANINCA, OCKIZIbKW HE ICHYBaN0 NepekoHAMBUX O0Ka3iB
040 HaABHOCTI By Ab-Akoi NO6IYHOT Al Ha LeHTPanbHY Ta
nepudepuliHy HEPBOBY CUCTEMY B MEXaX A0CAIAMEeHb
papmaronorii besnekr Ta TOKCUHHOCTI NOBTOPHUX 103 abo
KAIHIYHUX 40CAIAMEHD.

TOKCHYHICTL meTaboniTie

He nposoaunuca uinbosi aocnigxeHHs metabonity
akanabpyTuHiby (ACP-5862), ocKiNbKKU OCHOBHUI MeTaboniT
akanabpyTuHiby, ineHTUdIKOBaHWIA y NloanHM, BYB HaABHUMN Y
LypiB Ta cobak nicna NepopanbHOro BBEAEHHA.

TOKCUYHICTb AOMILLOK

MlocniameHHa BKAOYanu 14-aeHHe 40CNiAKeHHA TOKCUYHOCTI
V LLYPIB ANA OLIHKW TEXHONOTNYHUX AOMILLOK Ta reHeTUKO-
TOKCWMKONOTIYHI AoChiAMeHHA AOMILWOK in Vitro.

Hazea/Homep aocnigxkeHHa: ACP-196 Cepia 2584-75-1: 14-

eHHEe [0CNIAMEHHA TOKCUYHOCTI NPY NepopaibHOMY

BBEAEHHI Y LWypis niHii Wistar Han/2219-063

o6 nposecTu KBanidikauiinHy OLiHKY TEXHONOMYHMUX
LOMILLIOK, Y UbOMY AOCAIAMKEHHI BU3HAYa/IM TOKCUYHICTL
akanabpyTuHiby, WO MICTUTL TEXHOAOTIYHI AomiKu (5 abo
25 mr/kr/poby; cepia Ne 2584-75-1), y nopiBHAHHI 3
akanabpytuHibom be3 gomiwok (25 mr/kr/noby) abo 3
KOHTPONLHUM HOCIEM. [TpenapaTti BBOAMAU LLypPaM NiHii
Wistar Han nepopanbHo 4epes 30HA npotarom 14 aHis.
OLiHKa TOKCMMHOCTI BKAKOYANA CMEPTHICTb, KAIHIUYHI
CNOCTEPEKEHHA, Macy TiNa, CNOMUMBaAHHA iXi,
0dTanbMOCKONIYHI 0BCTEMEHHA, KNIHIKO-aHaTOMIUHY

NaToNOorito Ta TOKCUKOKIHETURY. e
+F
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KNH40BI pe3ynbTaTyu A0CNIAMKEHHA:

Y LboMy AOCAIAMEHHT BYN0O BUABNEHO Mano TOKCUKONOTIYHUX
3MiH Ta HE CNOCTepiranocb MiKPOCKONIMHWUX YParKeHb,
NoB’A3aHMX 3 AOCNIAKYBAHUM NiIKAPCbKUM 3acoboM, Y TBApUH,
AKI OTPUMYBaNK akanabpyTUHIB, WO MICTUB TEXHONOTIYHI
inomitku (cepia Ne 2584-75-1). Y ofHiel TBapUHMK, AKa
oTpMMYBaNa akanabpyTuUHib 6es Lomiluku y nosi 25 mr/kr,
Bynu BUABNEHI 3MiIHW OCTPIBLIB NIAWANYHKOBOI 3a103M, WO
nonsranu B aereHepawii KNiTMH OCTPIBLIB, KDOBOBUAUBAX,
¢$ibpo3i, IMiLAHO-KNITUHHOMY 3ananeHHi Ta NIrMeHToOBaHUX
Mmakpodarax.

B uinomy, TokcuKkoAorivHi npodini akanabpyTuHidy 3
TeXHONOTIHHOK AoMiWKo Ta 6e3 Hel byau noaibHumu npu
\n03yBaHHi 25 Mmr/kr/poby npotarom 14 ais.

Hazsa/Homep aochniakeHHAa: AkanabpytuHiby manear:
OaHOMICAYHE AOCNIAMEHHA TOKCUYHOCTI Y LYPIB Npw
nepopanbHOMY BBeAEHHI (Yepes 30HA) Ana KeanidikauinHol
ouiHKM Aomiwok / 1974-043

NoTeHuiltHa ToKcKM4HicTe ACP-6169 — maneaTHoi coni
akanabpyTuHiby, Wo MICTUTL TEXHOAOrIYHY gomiwky (100
mr/kr/poby; cepia E20-001836-G) y nopiBHAHHI 3 0CHOBOKO
akanabpyTtuHiby 6e3 gomiwku (100 mr/kr/noby;

cepia 1960079004) npu BBeAEHHI OAWH pa3 Ha AEHb NPOTATOM
28 AHiB wypam nidii Han Wistar. OuiHKa TOKCUYHOCTI
BKNOMANa CMepTHICTb, KNIHIYHI cnocTepeKeHHs, macy Tina,
CNOMUBAHHA 13Ki, obTanbMmocKonivHi 0BCTeXeHHA, KNIHIKO-
AHATOMIMHY NATONOTIKD Ta TOKCUKOKIHETUKY.

KNo40oBi pe3ynbrat AOCHiAMEHHA:

ITOKCUYHICTL akanabpyTuHiby maneaty 3 AOMIWKaMK Ta
oCcHOBU akanabpyTuHiBy npu go3ysaHHi 100 mr/kr/poby 6yna
noaibHow. HecnpuATAKMBI 3MIHM B NIAWANYHKOBIA 331031, AKI
XapaKTepu3yTbCA KPOBOBUAMBOM/3ananeHHam/
bibpo3om/iHTparicTioyMTapHUM NiIrMEHTOM OCTPIBLIB
niaWNYHKOBOI 33103M, CNOCTEPIrannca AK y rpyni BBeAeHHA
Mmaneaty akanabpyTuHiby 3 AoMilLKaMK, Tak i B rpyni OCHOBK
akanabpytuHiby. Mix ummu geoma rpynamm He 6yno pisHuui
B XapaKTepi MiKpOCKONIYHUX 3MIr y NiALWNYHKOBIK 33103i.

3aranom, WoaeHHe BBeAeHHA akanabpyTuHiby maneaty abo
OCHOBM aKkanabpyTuHiby B 4o3i 100 mr/Kkr/noby camuam i
camuuam Wypis NnpoTarom 28 aHis gobpe nepeHocunocs Ta He
CNpUUMHAN0 NOBIYHMX eDEKTIB 33 MOAHUM i3 OLLIHIOBAHMX
napametpie. Mpodini besznekn akanabpyTuHiby maneaty 3
nomiwkoto ACP-6169 ta ocHoBM akanabpytuHiby byam
3iCTABHUMM.

[eHeTUKO-TOKCMKONOTIYHI AOCNIMKEHHA AOMIWOK
Bynu npoBeseHi YUCAEHHI aHani3y 3BOPOTHLOT MyTauii
bakTepiit in vitro (gocnigkerna AE24KN.5021CH.BTL,
IAE38BU.502008ICH.BTL, AE28XD.502005ICH.BTL i
AE25Y).502005ICH.BTL) Ta aHanis xpomocomuux ab
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vitro (gocnigmkedHa AE24KN.3411CH.BTL) ana ouiHKu
30aTHOCTI AOMILLOK BUKAUKATU FTEHOTOKCUYHICTb.

Bci 3a3HavYeHi 4OMILLKM B UMX AOCNIAKEHHAX ByNu
HeraTMBHUMM LLOAO MYTareHHoro noTexHuiany.

OAaHa TeXHONOrIYHA AOMIWKA BUABUAACA MYTAareHHoH B
aHaNi3i 3BOPOTHLOI MyTaLil BakTepil in vitro (LocnigkeHHn
AE44YR.502005ICH.BTL), ane BOHa HaneHUM YUHOM
KOHTPONIOETHCA NPU BUNYCKY NiIKAPCbKOI Pe4OBUHMK
akanabpyTuHib.

[eHEeTUKO-TOKCUMKONOTIYHI AOCIAXEHHA AOMIlIOK N-
HITPO3aMmiHy

MoTeHUiHY MyTareHHicTb ABOX AOMIlIOK HiITpo3amiHy (ACP-
7341 Ta ACP-7512) ouiHtoBanu 3a 4oNomMorow TecTy Eiimca
(mocniakenHa AMEQ1126, AME0O1626 Ta AMEO1415).

[n3aiH TecTis EMmca aAna umMx 4omiwok Byno onTMmizosBaHo,
wob NiABULLKMTY BUABNEHHA NOTEHLiAHOI
MyTareHHOI/KaHueporeHHol aktueHocTi N-HiTposamiHis. OTxe,
NOTEHUiMHY MyTareHHicTe N-HITPO3aMiHIB OLiIHIOBaNU Y WYPIB i
XOM’AKIB B NPUCYTHOCTI akTuBatopis meTtabonismy (bpakuis
59). MyTareHHicts ACP-7512 (nocnigenna AME01126)
OLLIHIOBaNW B NPUCYTHOCTI dpaKLil S9 xom'aKiB i Wwypis 8
oaHoMmy TecTi Elimca. Taky camy cTpaTerito BUKOPUCTOBYBanun
\ANA BU3HaYeHHA myTareHHocTi ACP-7341, ogHaK OUWiHIOBaHHA
B NpucyTHOCTI ppakuii S9 xom'sikiB (pocnipwerHHs AMEO1626) i
wypis (nocnigkenHs AMEQO1415) npoBoAWAM Y ABOX OKPEMMX
Tectax EMmca. fomiwku ACP-7341 i ACP-7512 He BuaBMAMCA
MyTareHHMmM B TecTax Eiimca, onTUMi30BaHWUX ANA BUABNEHHA
NOTEHWIMHOT MyTareHHOCTi N-HITpo3amiHis.

KBanidikauia aomiliok

Mia Yyac nporpaMmu A0KAIHIYHUX AochiaKeHb Be3neku
npoBoAMAaCk KBaNidiKkalia pevyoBUH, LOMILLIOK Ta
\lerpaaHTie, NoB’A3aHMX i3 Npouecom BUpobHMUTRE,
BiANOBIAHO A0 BKA3IiBOK WOA0 AKOCTI NiKAaPCbKOI PeYOBMHM Ta
lnikapcbKkoro 3acoby (ICH Q3A (R2), ICH Q3B (R2)), a Takox
BKa3iBOK 3 OLIHKM Ta KOHTPOIKO MyTareHHux aomiwok (ICH
M7). MogudikosaHi Tectu Elimca ana ouiHkmM myTareHHocTi N-
HiTpo3amiHiB By/M NpoBeneHi BiANOBIAHO A0 BKA3iBOK ANA
TectyBaHHa OECD 471.

Cepii akanabpyTnHiby maneaty 417 TOKCUKONOTIYHUX
OCAIAMEHD MICTMAKW BIANOBIAHY KiNBKICTb CNOPIAHEHUX
peYyOBMH (TEXHONOTIYHI AOMILLKK Ta AerpanaHTi) ana
niaTBEPAXKEHHA iX KBanidiKaLii nig 4ac 3aranbHUX AOCNIAKEHD
TOKCMYHOCTI. 3a NoTpebu NPOBOAUNUCE AOCNIAMKEHHS in vitro
Ta in vivo ana pocarHeHHa BarkaHux piBHiB KBanidikauii ana
NeBHUX AOMIWIOK. [lomiwKu N-HiTpo3amiHy He byau
MyTareHHMMM aHi B NPUCYTHOCTI, aHi 3a BiacyTHOCTI dpakuii S9
xom’sikiB abo wypis.

OTKe, BCi 3a3Ha4YeHi gomiwku bynu keanipikosaHi Ta

BiANOBIA2IOTL cneuMdikalii 3anponoHoBaHoi NikapcsKoi
pevoBMHM Ta NiKapcbKoro 3acoby.
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iHWwe

NigwnyHKoBa 3an103a

Byno npoBeneHo KinbKa TOKCMKONOMYHUX A0CNIAMEHD Ha
Lypax TpUBanictTo A0 13 TUXKHIB i3 AoTpUMaHHAM npasuna GLP
(nochipwenHa 2219-010, 2219-041 ta 2219-050), wob
oTpPUMaTH iIHGOPMaLLIO NPO 3MIHK NiAWAYHKOBOI 321031 Y
LLLYPIB i3 TICTONOMNYHUMW XapaKTEPUCTUKaMKM, NOAIBHMMIK A0
BiAOMMX GOHOBUX YParKeHb Y LLbOro BUAY 3aNEKHO Bif, BiKy,
cTaTi Ta Wramy.

MikpocKonivHi 3MiHK NiAWAYHKOBOI 331031 Y CaML,iB | CaMULLb
wypie ninii Cnpar-floyni Ta y camuis wypis niHii Wistar Han
nicns NikyBaHHA akanabpyTuHibom BrAOYaNM
KpPOBOBMAWMB/NirMmeHT/3ananeHHn/pibpo3s ocTpisuis Ta
nigrocTpe/xpoHiuHe 3ananeHHa eK30KPUHHOI YacTUHU
NigWnyHKOBO! 3a1031. 3MIHU B OCTPIBUAX Y LLYPIB, AKi
OTpUMYBanu akanabpyTuHib, nokasanu cTatesy Ta BUAOBY
CXUNbLHICTb, NoAaibHY Ao TiEl, Wo noBigomnanaca ana
CNOHTaHHOTO GOHOBOTO YpParKeHHs.

SMIHUW Yy NiAWNYHKOBIN 320031 WYpPiB BBaXKaloTbCA
HeCnpUATAMBUM 3aroCTPEHHAM CMNOHTAHHUX GOHOBUX
YPa¥eHb Y CXUABHUX BUAIB Ta HE CTOCYHOTHLCA OWiHKKU PUSUKY
ANA NOAMHW. 3SMIHK Y NiALNYHKOBIN 33103 He cnocTepiranunca
npuv NikysaHHi akanabpyTUHIBOM Y iHWNX AOKNIHIYHUX
BUNPoOyBaHWUX BUAIB.

DOTOTOKCUYHICTD

OuiHKy GOTOTOKCUYHOCTI NPOBOAWAK i3 3aCTOCYBAHHAM
CTaHAaPTHOro A0CNIAKEHHA BianoBigHo A0 Bumor GLP i3
3acTocyBaHHAM Gibpobnactis muwen NIH-3T3 (aocnigxeHHs
9316-101051). Kpim Toro, Byno nposeseHo doTtotect Eimca
BianosiagHO a0 Bumor GLP (aocniaeHHs 503224). Ha
NOTPUMaHHA pekomeHAauii KomiteTy 3 nikapcbKux 3acobis
a8 meguyHoro 3actocyBanHa (CHMP), HaBeaeHoI y 3BiTi
EBPONEUCHKOro areHTCTBa 3 OLIHKM NiKapCcbKuX 3acobis
(EMA/H/C/005299/0000), $bOTOTOKCUMYHMIA NOTEHLian
akanabpyTMHiOy ouiHOBaNM B MOAMDIKOBAHOMY AOC/IAMKEHHI
3T3 HelTpanbHOro YyepsoHoro norauHanHa (NRU) in vitro 3i
CKOPUrOBaHO AOBXUHOW XBUAI (AocnigueHHa 20266648).

PesynbTatu aHanisy 3T3 6yau NO3MTUBHUMM NKLLE NPU
KOHLeHTPaLiAX, Wo 3Ha4YHO NepeBuLLYBanu KNiHIYHE 3HaYEeHHSA
Cmax (Tob1o B 51 pas BuLLe, HiXK 3aranbHe 3HaYeHHs Cmax y
nauieHTiB npu nepenbayyBaHilil TepanesTUYHIN [03i).
PeaynbTatu poTtoTecty Elimca Bynu HEraTUBHUMM.
AKaNabpyTUHIB He NPOAEMOHCTPYBAB GOTOTOKCUHHOCTI B
aHanisi, npoBeAeHOMY B NOBHIM BianoBiAHOCTI A0

Hactanosu 510 MixkHapoaHoi KoHbepeHLUii 3 rapmoHizauji
TeXHiYHUX BUMOr A0 dapmaLeBTUYHOI NPoAyKLii A1s
MeauYHOoro 3actocysaHHa (ICH).

5. BUCHOBKM LWLOAO AOKNIHIYHOrO BUBYEHHSA

Mporpama A0KNIHIYHUX AOCAIAXKEHb akanabpyTuHiby
NPOBOAMNAACH Y PI3HUX aHANITUMHUX KNITUHHUX CUCTEMAX, A

TaKOX Ha MULWAX, WypaX, KPOAWKax Ta cobakax AN OUiHKK

% it

NEPEKNAL
BIPHO




45

dapmaronorii, bapmakoKiHETUKK, 3araNbHOI TOKCUKOAOTII,
TOKCUYHOCTI ANA PEeNPOAYKTUBHOI CUCTEMM Ta PO3BUTKY
NN0Aa, a TAKOX reHOTOKCUYHOTO NoTeHuiany akanabpytuHiby.

AkanabpyTuHib Ta Moro akTMeHKUt meTabonit ACP-5862
iHribysanu TKE 3i 3HayeHHamuK IC50, wo craHosuau 3,0 HM Ta
5,0 HM BianosiaHo. KoBaneHTHe 38’A3yBaHHA ana TKE byno
NPOAEMOHCTPOBAHO B aHaNi3ax KOHKYPEHTHOro 3B’A3yBaHHA
3a nonomMmoroto aaeHosuHTpudocdaty (ATD), a aaHi AuMKoro
Tuny TKB y nopieHaHHI 3 myTaHTom TKB Cys481Ser
niaTeepaMAM, Wo akanabpytuHib i ACP-5862 KoBaneHTHO
38"A3yH0TbCA 3 C481 B AT®-kuweHi TKB. Y CKpUHIHTY Ha
CENEKTUBHICTb IHFIBYBaHHA KiHa3uW, NOPIBHAHO 3 iHribyBaHHAM
TKB Ha piBHi 1 MKM, akanabpytuHib ta/abo ACP-5862
nokasanu >65 % iHribysaHHa woao BMX, BRK (PTK6), ERBB2,
ERBB4, LIMK1, MEKS, TEC i TXK, Buxoaauu 3i 3HayeHb Kd.

AKTHMBHICTb akanabpyTuHiby Ta ACP-5862 in vitro wopao TKb B
KNITMHAaX OUHIOBAAM i3 33CTOCYBAHHAM KNITUH NiMpomu
Ramos B, MOHOHYKNEAapHUX KNITUH nepudepuyHoi Kposi
noarHKn (MKIMK) Ta uinbHol KpoBi NtloguHK. Ak akanabpyTuHib,
TaKk i ACP-5862 npoaeMoHCTpyBanu 38°a3ysaHHA 3 TKEy
KNITUHHIN NiHil Ramos (nimboma bepkitTa) 3 3-KpaTHoK
pi3HMUED MiXK akanabpytuHibom (EC50=13 HM) Ta ACP-5862
(EC50=39 HM).

AxkanabpytuHib ta ACP-5862 iHribysanu BCR-onocepeakosaHy
niaBUWYyBanbHy peryaauito CD69 ak 8 MKIK, Tak i B LinbHINA
KpOBi 3i 3Ha4eHHAmM EC50 B ajanasoHi Bia 6 HM no 64 HM Ta
4-KpaTHO i 7-KpaTHO BiNbLLOK aKTUBHICTIO 3 akanabpyTuHibom
8 MKIMK Ta winbHii Kposi BignosiagHo. Bnave akanabpytuHiby
Ha eKcnpecito nosepxHi kKNiTuH CD86 Ta CDEY y reiToBarmux B-
KNITUHAX OLIHIOBANU NiCAA akTUBALT B-KAiTUH ex vivo y
CNAEHOUMTAX MULLIEH, AKUM BBOAWAWM OAHOPA30BY
nepopanbHy 403y akanabpyTuHiby. ED50 akanabpytuHiby,
AKWIA BBOAUTBLCA NEpPopanbHO, 3HAaX0AUTLCA B Aiana3oHi Big,
0,34 no 1,8 mr/kr ansa inribysaHHa ekcnpecii CD86 1a 8ig 0,16
\no 1,3 mr/Kkr pna ivribysanHa ekcnpecii CD69. Kpim Toro,
AKTMBHICTb akanabpyTUHIBy in vivo Wo A0 3N0AKICHUX B-KAITUH
OLiHIOBANN B MOAENAX KCEHOTPAHCNAGHTATIB NIOAWHU Y
MiLei. BeeaeHHA akanabpyTuHiby y fo3i 12,5 mr/kr agidi Ha
\noby (BID) npussoAMno A0 iHribyBaHHA POCTY NYXAUHU B
moaensx andysHol KpynHOKNITUHHOI B-nimdomu Ta
MaHTIMHOKAITUHHOT Nimdomu.

B iHWKX papMaKkonoriyHMx A0CNIAKEHHAX NOPIBHIOBAAK
BNAWB akanabpyTuHiby Ta ibpyTUHIBY Ha IHWI TUNK IMYHHKUX
KNiTUH, GyHKLUi0 TpomBouuMTie Ta yTBOpeHHA Tpombis, Y
\locniaKeHHAX, NPOBEAEHUX ANA NOPIBHAHHA BNAUBY
akanabpyTuHiby Ta ibpyTUHIBY Ha T-KAITUHKU Ta NpUPOaHI
KNiTMHU-Kinepu (KK), pesynbTaTv nokasanu, Wo, xo4a
ibpyTUHIB mae Be3niy edeKTie, BKAKOUHO 3i 3HUKEHHAM
po3BUTRY T-xennepis, umutonitTuuHol GyHKLil KK Ta

npoaykysaHHa IFNy y T-knituHax CD8, akang@pmﬁ‘aﬁo He
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MaB }OAHOTO BNAKBY, aB0 MaB NOMIPHUIA BNAKMB HA T-KNITUHM
Ta KK-KNiTUHW. [PYHTYIOUMCh Ha pe3ynbTaTax aHanisis in vitro i
in vivo, Wo OLiHIOITL | NOPIBHIOKTL edekT akanabpyTuHiby i
i6pyTUHIBY Ha pyHKLiO TpOMBOLMTIB, aKaNabPYTUHIO YMHKTL
MEeHLIWUIA BNAWB, HIXK IBpYTUHIB, Ha TpoMboUUTU B
arperomeTpUYHUX aHanilax Ta ryMmaHisoBaHii muwavin mogeni
YTBOpEHHA TpoMbiB.

Y pochinKeHHAx Gpapmaronorii besnexkn ouiHKBaNW BNAUB
akanabpyTuHiby Ha cepueBO-CYaUHHY, LEHTpanbHy HEPBOBY
cuctemy (LHC) Ta auxansHy dyHKuito. Micna npuiiomy
0AHOPAa30BMX NEPOpPaNbHUX 003 akanabpyTuHib He mas
TOKCUKONOTIYHO 3HAYYLLOMO BR/IMBY HA CEPLEBO-CYANHHY
GYHKLIIO B A0OCNIAMEHHI CEpLEBO-CYAMHHOI CcTemMM y cobaK 3
TenemeTpUYHUMKU NPUNAAAMU Ta HEe BNAWBAB Ha
HellponosediHKOBY QYHKLIiO, peKTanbHy Temneparypy abo
\aAMxansHy GyHKLUi0 y gocnigxkeHHsax LHC Ta pecnipatopHux
BNAMBIB Y CamLiB LLYpIB.

IAKanabpyTuHib, MMmoBipHO, L0BpPE BCMOKTYETLCA 3i LWNYHKOBO-
KWLIKOBOro TPaKTy Nicna NepopanbHOro BBeAeHHA. AK
akanabpyTuHib, Tak i ACP-5862 38'a3ytoTbeA 3 BiNKOM y naasmi
KpOBi Pi3HMX BUAIB B 3aNEeXKHOCTI Bif, KOHUEHTPaLLi.
Hesg’asaHa dpakuia ctaHosmna 0,025 ana akanabpyTuHiby Ta
0,014 ana ACP-5862. AkanabpyTuHib posnoainasca No cyTi
PIBHOMIPHO MiXK KPOB'H0 | NNA3MOI0, a CNiBBIAHOWEHHA KPOBI
110 NNasmu NranHK ctaHoBuno 0,79. Y KinbKicHoOMy
\lnocniaxeHHi asTopaaiorpadii BCboro Tina y Wypis nicna
0HOKPATHOro NepopanbLHOro BBEAEHHSA PafioakTUBHO
MiveHoro akanabpyTuHiby nikapcbKuia 3acib wupoko
NowWpKOBaBCA 3 HalbiNbLWOK PaaioakTUBHICTIO, AKa
cnocTepiranaca B TOBCTIM KULWILL, NEYiHLUi, yBEaNbHOMY TPaKTI,
KipKOBI PEYOBMHI HWMPKK, NO3A0YHIM CNI3HIN 3an03i,
BHYTPILWHBLOOYHIN CNi3HIN 3a003i, MO3KOBIM PEYOBUHI HUPKMK,
HWPKax, HAAHUPKOBWMX 3aN03ax, CAINIA KMLWLi Ta TOHKIA KWL,
AKkanabpyTuHib Wupoko meTabonizyBasca 3 NEPBUHHUMMK
MmeTaboniTamu, Wo ABAATL COBOI OKMCNEHHA
NipoNiAMHOBOIO KifibLA, KOR Horayiro rayTaTioHy, rigponis
amiay, N-aeankinysaHHa Ta rigpatauito ankidy. OKUCAeHHA
NipONIANMHOBOrO KiNbUA € OCHOBHUM MEeTaboNiuHUM LAAXOM 3
aKTUBHUM MeTaboniTom ACP-5862, Akunii cnocTepirasea y BCiX
BUNPOBYBaHWX BUAiB. [LOCNiAXKEHHA BUBEAEHHA NOKa3anu, Wo
aKkanabpyTMHIO BUBOAMBCA NepeBarkHO GeKaNbHUM LWAAXOM
AK y wypis (~90 %), Tak iy cobak (~70 %), 3 AeAKKM
BUBEAEHHAM 3 ceveto (~3 % y wypis 1a ~15 % y cobak).

/119 OLHKM XPOHIYHOT TOKCMYHOCTI akanabpyTuHiby byau
NpoBeAeHi AOCNIAKEHHA TOKCMYHOCTI NOBTOPHUX A03. Y TOM
Yac AK NalieHTam KAiHIYHO BBOAATL akanabpyTuHib Agivi Ha
\noby y BUrnaai ikcoBaHoi A03u (mr), wypam Ta cobakam
akanabpyTuHib BBOAMAM OAUH pa3 Ha noby y mr/kr. LLlypam
Cnpar-floyni sBoamnnu Ao3un Ao 300 mr/Kry 26-TUKHEBOMY
\nocnigeHHi, a cobakam nopogu birne — no 30 mr/kry 91-

-

\neHHOMY (3-micauHOMY) Ta 39-TUKHEBOMY Wp&mx.
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LlocniaseHHa NPoOBOAUNMUCH i3 33CTOCYBAHHAM NepPopPanbHoOro
LINAXY BBEAEHHA, WO Y3roAKYETLCA i3 3an1aHOBaHUM
KNITHIYHUM LWAAXOM BEEAEHHA.

Y wypis BNAKB akanabpyTuHiBy Ha T-KAITMHHO-3aNEXKHY
aHTUTIABLHY Bignosiab (TDAR) ouiHtoBanu y 91-aeHHOMY
(nepeunHHa TDAR) Ta y 26-TukHEBOMY (BTOpPMHHA (NOBTOPHA)
TDAR) nocnigmenHsx. MepsuHHa sianosiap TDAR (BumipsaHa
reHepysaHHAM aHTUTiN IgM ao remoumaHiny nimdu pasnuka)
(KLH) Bbyna He3HAYHO 3MEHLeHa Y CNopaguyHi 4acosi
MOMEHTUW Yy CamLiiB Ta camuupb. BropunHa signosigs TDAR
(anTtuTinag oo KLH IgG) avwe enisoan4HO CTaTUCTUYHO

OCTOBIPHO 3HUKYBaNaca y camumub. He Byno XoaHUx iHwux
\lnokasis, aki 6 ceiauMAm npo Te, wo pesynbtat TDAR Byau
0i0N0rMYHO YK NATONOMYHO 3HAYYLLMMMK.

Y 26-THMKHEBOMY AOCNIAKEHHI akanabpyTuHIb wypam
BBOAMAWM NEPOPANbHO Yepes 30H4 y aAo3ax 0, 20, 100 abo
300/200 mr/kr/no6y oauH pas Ha 406y 3 4-TUKHEBUM
BiAHOBNKOBANbHUM Nepiogom. HallBuLla A03a cnoYaTky
ctaHosuna 300 mr/kr/noby; oaHaK, cMEpPTHICTb
cnocTepiranack Npu 0o3ysaHHi 300 mr/kr/aeHs npotarom
nepuwux 2 TUMKHIB NiKyBaHHA, a HalBULWA Ao3a Oyna 3meHweHa
\no 200 mr/kr/noby. loaaTkoBa CMepPTHICTL cnocTepiranaca y
TBapuH, AKi oTpumysanu 300/200 mr/kr/aoby nicna
3MEHLWEeHHA 403U, 3MIHKW Y TBAPUH i3 PaHHbLOID CMEPTHICTIO
BKAKOYANM KNIHIYHI O3HAKKW 3HWMEHHA aKTUBHOCTI,
NpucKopeHoro abo yTpyAHEeHOro AuXaHHA, atakcii, sropbaeHoi
noctasu, 6niaocTi WkipKn, 3HebapBAeHOI WKIPK, XONOAHOI Ha
[LOTUK WKIPK, NOTOHWEHHA, BOKanisauii Ta/abo
rinepyyTAMBOCTI A0 AOTWKIB Ta BTPaTK Baru Tina. NomitHe
36iNbLIEHHA BMICTY a30TY CE4OBUHUW, KpeaTUHIHY, Kanito Ta
bocdopy npy NOMIpHOMY 3HUKEHHI BMICTY HaTpito, xnopuay
Ta 3aranbHOro biNka BKa3yBano Ha Ceplo3Hy HUPKOBY
HeA0CTaTHICTL Ta YParKeHHA HUPOK, a TAKOXK KOpPentosano i3
JlereHepauielo KaHanbLiB/HEKPO30M HUPOK. IHLWI
MIKPOCKOMIYHI 3MIHW Y UMX TBAPWUH BKAKOYANN
\nereHepauito/HeKpo3 renaToumTIB NeYiHkK Ta
KpOBOBUAMB/3ananeHHs/HeKpos cepus. NpuumHamm
cmepTHOCTI Byau BU3HaveHi ypemin/rocTpa HUPKOBa
HeNOCTAaTHICTb T2 HEKPO3 MioKapAa. Y TBapuH, AKi BUXUAK,
KNIHIYHI NaTONOMYHI 3MiHU BKAKOYAaNK 36iNblUEHHS PiBHIB
inimpounTiB, MOHOUMTIB, 3aranbHoro 6inipybiny, ramma-
rnyTamintpaHcepasm (GGT), acnapTatamiHoTpaHcdepasm
(AST), anaviHamiHoTpaHcdepasu (ALT), a30Ty ce4oBUHM Ta
KPeaTUHIHY Ta 3HUIKEHHA PiBHA Tpuraiuepuais. Oprann
TOKCMYHOrO BNAMBY akanabpyTuHiIBy y TBapuH, WO BUKKUAK,
BKAKOYANM HUPKK, NEYIHKY, NereHi, me3eHTepianbHi
nimdaTUYHI BY3AK Ta NiALWAYHKOBY 3a103Y.

Y 39-TrrkHEBOMY AOCAIAKEHHT akanabpyTuHIb cobakam
BBOAMNN NEepopanbHO Yy GOPMI KeNaTUHOBUX Kancyn y Ao3ax
0, 10 abo 30 mr/kr/poby oauH pas Ha 0oBy NPOTATOM

39 TUIKHIB 3 4-TUXHEBUM BiAHOBAKOBANBHU
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ToKCU4HICTL 0BMmeyBanach 3miHaMK B KAIHIYHIA naTonorii,
wo nonaranu 8 060POTHOMY BNAMBI Ha NapameTpu
EPUTPOLLUTIB, B TOMY HYWUCANi 3MEHLUEHHA MACU KNITUH YepBOHOI
KpoBi Ta anbbyminy. AkanabpyTuHib Buasnas Binbly
TOKCUYHICTB Y 3-micadHOMY (91-aeHHOMY) AOCAIAKEHH] Ha
cobakax npv BBeAeHHi B no3ax 0, 5, 10 a6o 30 mr/kr/aoby
npotarom 91 AHA 3 28-AeHHUM nepioaom BiaHoBAeHHA. Mpu
Hansuwwin a03i 30 mr/kr/poby B 0AHIEI camKkm cnocTepiranoca
NiABULLEHHA NOKAa3HUKIB BioxiMivHoro aHanisy kposi (ANT,
nymHOI Gocdartasm, asoTy CEYOBUHM | KpEATUHIHY) Ta KAiHIYHI
O3HAKW, AKI NPU3BENU A0 NEPEPUBAHHA B 3aCTOCYBaHHI
akanabpytuHiby Ha 1 TxAaeHb (AHI 46-52) y Wiei TBAPUHU.
BeeneHHa 6yno BigHoBneHo y ao3i 30 mr/kr/poby, i TBapuHa
3aKiHYMNA NOCNIAMMEHHA. SHUIKEHHA MACK TiNa Ta CNOMUBAHHA
K CnOCTepiranock y camuub y BCIX A03aX NOPIBHAHO 3
KOHTPOABLHWUM HOCIEM. [eMaToNOriYHI 3MIHW Y3roapKyBanuca 3
pe3ynbTaTamu 9-micAYHOro A0CNIAMEHHA | BKAKOYANN
3MEHLLEHHA MacK KNITUH YepBOHOT KPOBI (epUTpouuTis,
remornobiHy Ta remaTokpuTy) i3 BianoBigHUM 36inbWEHHAM
cepeaHboro ob’emy KnitTuH (MCV) Ta petukynoumTis. Opranu
TOKCUYHOTO BNAKUBY akanabpyTuHiby, wo cnoctepirasca y 91-
NeHHOMY A0CNIAKEHHI, BKAKOYANU NiMOIAHY TKAHWUHY,
nos’a3aHy 3i 30800 060NOHKOI KulleyHuKa (GALT),
HUPKK, MEYiHKY, Niglenenti Ta meseHTepianbHi NimbaTUyHI
BY31M, CENe3iHKy Ta WUToBUAHY/NnapawuTonoaibHy 3anosy.

KombiHoBaHe aochimkeHHa gepTunbHOCTI Ta embpio-
beTanbHOro po3suTRy Byno NpoBeaeHOo Ha Wypax 3i
BBEAEHHAM aKanabpyTUHIBy camuam OAMH Pas Ha AeHb Y
inosax 0, 30, 100 abo 300 mr/kr/aoby, nounHaioum 3 28 aHis
10 CNaploBaHHA, NPOTATOM Nepioay CNaploBaHHA Ta B nepios
nicna cnaptoaHHa (3aranom 77-79 aHis), a cammuam — y
inosax 0, 30, 100 abo 200 mr/kr/poby, nounHatoum 3 14 aHis
10 CNAaplOBaHHA Ta 3aKiHyyoum 17-m aHem saritHocTi (AB).
Hiakux Bnausis Ha depTuabHicTe abo embpiodetansHuin
PO3BUTOK HE cnocTepiranocs npu Byab-AKOMY PiBHI 03K,
Excnosuuia y aosax 300 mr/kr/noby y camuis Ta

200 mr/kr/pnoby y camuub 6yna npubauzno y 18 pasis 1a

16 pasis Binblie, HiXK KNIHIMHA eKCNO3ULIA ANA NOAUHW Ha
ocHOBI AUC y peKoMeHA0BaHIin 4031 ANA NHOANHA.
PapMaKoKIHETUYHMIA aHaNi3 NINOTHOrO AOCNIAMKEHHA BNAUBY
Ha NpPeHaTanbHUWA Ta NOCTHATaNbHUIA PO3BUTOK, B AKOMY
akanabpyTUHIb BBOAWAM NEPOPaNbHO BAriTHUM CaMULAM
uypis 3 6 aHa saritHocTi (AB) ao 12 axa naktauii (A1),
niaTBEpAMB HAaABHICTL akanabpyTuHiby Ta MOro akTUBHOro
meTabonity 8 nnasmi kposi nnoAaa wypie Ha 1B 18 Ta y
MaTepUHCbKOMY MOAOLL Ta NNasmi Kposi notomcTea Ha [J1 18.

Y pocnigmeHHi embpiodheToTOKCUYHOCTI Y CaMULLL KPOUKIB
BBEAEHHA akanabpyTuHiby oauH pa3 Ha noby B no3sax 0, 50,
100 abo 200 mr/kr/noby npotarom [B 6-18 npusseno ao
MaTepUHCBLKOT TOKCUYHOCTI Npu Ao3yBaHHi 100 Ta

200 mr/kr/noby, Wo XxapaKTepusyBanaca SHWKEHHAM, ..
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CNOMUBAHHA 13K, 3BiNbWEHHAM Macu Tina Ta Macoko TiNa, Wwo
NpU3BoaMANa A0 CMepPTHOCTI. CMepTHICTL cnocTepiranack y BCix
TBapuH y rpyni 200 mr/kr/ao6y; oTxKe, TOKCUYHWIA BNAWB Ha
PO3BUTOK NOTOMCTBA HE MOXKe ByTu OUiHEeHWIA NpK Wil 1,030
TOKCUYHICTL ANA NN0AR, L0 XaPaKTEPU3YBANACA 3HUKEHHAM
Macu Tina NnoAa Ta 3aTPUMKOIO OKOCTEHIHHA CKeneTa NnoAa,
cnoctepiranaca Npu TOKCUYHIN 4Na maTtepi 403

100 mr/kr/pnoby. MaTepuHcbKa ekcnosuuia y Ao3i

100 mr/kr/poby 6yna npubaunsHo y 4 pasu binblua, Hix
KNiHIYHa eKcno3uuia AnA NauMHKU Ha ocHosi AUCy
pPeKoOMeHA0BaHIi 4031 ANA NHOAUHU.

AkanabpyTuHib He ByB MmyTareHHWUM B aHanisi bakrepianbHol
3BOPOTHOI myTauii in vitro abo KnactoreHHUm B aHanisi
XPOMOCOMHUX abepauii in vitro y nimdouutax nepudepuyHoi
KpoBi NtoauHM abo B MiKposaepHOMY aHanisi KiCTKOBOTO
MO3KY WYPIB in Vivo. }oAHUX A0CNIAMEHbL KaHLEPOreHHoCTI
He NpoBoAMNOCE abo He NoTPIBHO ANA MapKeTUHIoBOI
NiATPMMEM akanabpyTuHiBy 3a NOTOYHMMM NOKA3aHHAMM.

PaHiwe nposeaeHi AOKNIHIYHI 4OCNIAXEHHA 3 A0A3aTKOBMMM
TOKCUMKOAOTIMHUMU A0CAIAMEHHAMM, AKI BYNKU 3aBepLIeHi
nicna NOAaHHA NOYATKOBOI 3aABKW Ha PeECTpaLlito npenapary,
CBiAYATb HA KOPUCTb 3aCTOCYBAHHA maneaTy akanabpyTuHiby 8
TabneTkax 3a 3aNPoONOHOBaHMMM NOKA3AHHAMU.

33ABHUK (BNACHUK
peecTpauiiHoro
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NoCBIAYEHHA)
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Clinical Trial Report No 1

Annex 30

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

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

CALQUENCE®
(INN: Acalabrutinib maleate)
100 mg film-coated tablets

2. Applicant AstraZeneca AB
SE-151 85 Scdertalje, Sweden -
3. Manufacturer AstraZeneca AB

Gartunavagen, Sodertalje, 152 57, Sweden
(Manufacture, QC testing, Primary and
secondary packing, Batch release)

4. Studies conducted:

Yes

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

Changes requiring new  marketing
authorisation of the medicinal product:

» Changes in active substance that do not
result in a new active substance:

diferent salt, ester, complex/derivative
(same active moiety of molecule)

« Changes in the strength, pharmaceutical
form and method of administration:

change in or addition of the new
pharmaceutical form

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

A 2-Part, Phase I, Open-label, Single-dose,
Sequential Randomized Crossover Study of
Acalabrutinib Maleate Tablet in Healthy
Subjects to Evaluate Relative
Bioavailability, Proton

Pump Inhibitor (Rabeprazole) Effect, Food
Effect and Particle Size Effect

6. Phase of clinical trial

Phase I

7. Period of clinical trial

from 24 Jun 2020 (first subject first visit) till
20 Jan 2021 (last subject last visit)

8. Countries, where clinical trial has been
conducted

United States of America




9. Number of trial subjects

Part I:

planned: 28
actual: 30

Part 2:

planned: 24
actual: 24

10. Objective and secondary endpoints of
clinical trial

Primary objectives:
Part 1

To assess the relative bioavailability of the
acalabrutinib maleate tablet compared with
acalabrutinib capsules in fasted state

Part 2:

To assess the impact of drug substance
particle size on the bioavailability of
acalabrutinib maleate tablets

Secondary objectives

Part 1:

» To assess the ACP-5862 PK profile of the
acalabrutinib maleate tablet compared with
acalabrutinib capsule in a fasted state.

» To evaluate the effects of PPI rabeprazole
on acalabrutinib and its metabolite (ACP-
5862)

PK profiles obtained after dosing the
acalabrutinib maleate tablet.

*» To evaluate the effect of food on
acalabrutinib and its metabolite (ACP-5862)
PK obtained after dosing the acalabrutinib
maleate tablet.

« To assess the safety and tolerability of
single doses of acalabrutinib maleate tablet
in healthy subjects.

* To measure pharmacodynamic parameter
BTK receptor occupancy for acalabrutinib
maleate tablet and acalabrutinib capsule in
isolated PBMCs.

Part 2:

» To assess the impact of drug substance
particle size on the ACP-5862 PK profile of
acalabrutinib maleate tablets.

» To compare PK of acalabrutinib maleate
tablet versus acalabrutinib oral solution in
healthy subjects.

» To assess the safety and tolerability of
single doses of acalabrutinib maleate tablets
with




various drug substance particle size
distribution in healthy subjects.

» To assess the safety, tolerability, taste, and
smell of single doses of acalabrutinib oral
solution in healthy subjects.

Exploratory Objectives

Part 1

* To evaluate exposure differences by A
pylori breath test status (present vs absent).
* To collect SmartPill pH information and to
use this information as an input to PBPK
model to calculate individual in vivo
dissolution.

11. Clinical trial design

Part 1

Part 1 of this study was an open-label, 3
treatment-period, 4-treatment, single-center,
relative bioavailability, PPl effect, food-
effect, randomized crossover study of a new
acalabrutinib maleate tablet.

Part 1 comprised of:

*A Screening period of maximum of 28
days;

*Three treatment periods during which
subjects were resident from prior to the
evening meal the nightbefore dosing with
IMP (Day -1) until at least 48 hours after
dosing; discharged on the morning of Day
3:and

*A Follow-up Visit within 7 to 10 days

There was a minimum washout period of at
least 7 days between each acalabrutinib
administration.

Each subject received 3 of the following 4
treatments in 3 treatment periods under
fasted or fed conditions. Subjects were
randomized to receive a treatment sequence
of either ABC, BAC, ABD, or BAD:
*Treatment A: 100 mg acalabrutinib
capsule, fasted state (> 10 h)

*Treatment B: 100 mg acalabrutinib maleate
tablet (Variant 1), fasted state (> 10 h)
*Treatment C: 100 mg acalabrutinib maleate
tablet (Variant 1), fed state

*Treatment D: 20 mg rabeprazole x 1
(fasted) at 2 hours before administration of
100 mg acalabrutinibmaleate tablet (Variant
1) and following prior administration of 20
mg rabeprazole BID (with meals) onDays -
3,-2,and -1




Part 2:

Part 2 of this study was an open-label, 4-
treatment-period, 4-treatment, single-center,
relative bioavailability, randomized,
crossover study to determine the effect of
particle size on the PK of a single dose of
acalabrutinib maleate tablet.

Part 2 comprised of:

*A Screening period of maximum 28 days;
*Four treatment periods during which
subjects were resident prior to the evening
meal the night before dosing with IMP (Day
-1) until at least 48 hours after dosing;
discharged on the morning of Day 3; and

*A Follow-up Visit within 7 to 10 days.

There was a minimum washout period of at
least 3 days between each acalabrutinib
administration.

Each subject received the following
treatments:

_*Treatment A: 100 mg acalabrutinib maleate

tablet (Variant 1), fasted state

*Treatment B: 100 mg acalabrutinib maleate
tablet (Variant 2), fasted state

*Treatment C: 100 mg acalabrutinib maleate
tablet (Variant 3), fasted state

sTreatment D: 100 mg acalabrutinib
solution, fasted state

12. Main inclusion criteria

For both Parts 1 and 2, the study included
healthy male and female subjects aged 18 to
55 (inclusive) years who had a body mass
between 18.5 and 30.0 kg/m2 (inclusive)
and weighed at least 50 kg and no more than
100 kg (inclusive).

13. Investigational medicinal product,
mode of administration and strength

Investigational Medicinal Products:
Part 1:

100mg acalabrutinib maleate tablet (Variant
1), oral

100 mg acalabrutinib capsule, oral
20 mg rabeprazole tablet, oral

Part 2:

100 mg acalabrutinib maleate tablet (Variant
1), oral

100 mg acalabrutinib maleate tablet (Variant
2), oral

100 mg acalabrutinib maleate tablet (Variant
3), oral




100 mg acalabrutinib solution, oral

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

Acalabrutinib capsule, 100mg, oral

15. Concomitant therapy

Apart from paracetamol/acetaminophen no
concomitant medication or therapy was
allowed. After first dosing, ibuprofen (up to
1.2 g per 24-hour period) may have been
administered at the discretion of the PI or
designee.

The subjects were instructed that no other
medication is allowed, including herbal
remedies, vitamin supplements and over-
the-counter products, without the consent of
the PIL.

Medication, which was  considered
necessary for the subject’s safety and well-
being, may

have been given at the discretion of the PI
during the residential period.

16. Criteria for evaluation efficacy

Not applicable — Bioavailability study

17. Criteria for evaluation safety

Extent of Exposure

Individual dosing information is presented
for each subject in Appendix 16.2.5.1.1 for
Part 1 and Appendix 16.2.5.1.2 for Part 2.
In Part 1 of the study, of the 30 randomized
subjects, 28 received all 3 planned doses of
treatment (A, B, C or A, B, D). One subject
discontinued treatment due to an AE after
having

received 1 ofthe 3 planned doses (Treatment
A). One subject discontinued treatment due
to an

AE after having received 2 (Treatments B
and A) of the 3 planned doses.

In Part 2 of the study, of the 24 randomized
subjects, all received the planned doses of
treatment (A, B, C, and D).

18. Statistical methods

Analysis Populations:

*Randomized Set: the randomized set
consisted of all subjects randomized into the
study.

sPharmacokinetic Analysis Set: the PK
analysis set consisted of all subjects in the
safety analysis set whohad at least one
quantifiable post-dose concentration with no
important  protocol  deviations  or
AEsconsidered to have impacted on the
analysis of the PK data. Data may have been
excluded from thedescriptive and inferential
statistics for a specific treatment period as a
result of the following: Data fromsubjects




who experienced emesis during the course
of the study, occurring at or before 2 times
the mediantmax of the affected treatment
group. Data from subjects for whom the pre-
dose concentration is > 5% ofCmax for
acalabrutinib and ACP-5862 in a specific
treatment period. The exclusion of any PK
data ortime points from the calculation of
the PK parameters was documented by the
PK Scientist including thereason(s) for
exclusion.

*Pharmacodynamic Analysis Set: for Part |
only, the PD analysis set consisted of all
subjects in the safetyanalysis set who had at
least one BTK-RO value post-dose.

«Safety Analysis Set: the safety analysis set
for each study part included all subjects who
received the dosein Treatment Period 1 and
for whom any safety post-dose data were
available. Unless otherwise stated thesafety
analysis set was used for the presentation of
all demographic and disposition data, as
well as allsafety analyses. Exposure to IMP
was also presented using the safety analysis
set.

*Exploratory Analysis Set: the exploratory
analysis set was not defined in the CSP.

Part1

To assess the relative bioavailability of the
acalabrutinib maleate tablet compared with
acalabrutinib capsule infasted state, the
primary PK parameters of acalabrutinib and
its metabolite, ACP-5862, was compared
between

Treatment B (acalabrutinib maleate tablet)
versus A (acalabrutinib capsule). The
analyses were performed using a linear
mixed effects analysis of variance model
using the natural logarithm of Cmax,
AUCInf and AUClast as the response
variables, sequence, period, treatment as
fixed effect and subject nested within
sequence as random effect. Transformed
back from the logarithmic scale, geometric
means together with Cls (2-sided 95%) for
Cmax, AUCinf, and AUClast were
estimated and presented. Also, ratios of
geometric means together with Cls (2 sided
90%) were estimated and presented.

To evaluate the effect of proton pump
inhibitor rabeprazole on acalabrutinib and




its metabolite (ACP-5862) PK profiles
obtained after dosing the acalabrutinib
maleate tablet, the primary PK parameters of
acalabrutinib and its metabolite, ACP-5862,
were compared between Treatment D
(acalabrutinib plus rabeprazole) versus B
(acalabrutinib maleate tablet), from the same
ANOVA model.

To evaluate the effect of food on
acalabrutinib and its metabolite (ACP-
5862), PK obtained after dosing the
acalabrutinib maleate tablet, the primary PK
parameters of acalabrutinib and its
metabolite, ACP-5862, were compared
between Treatment C (fed) versus B (fasted)
from the same ANOVA model.

If AUCinf was not determined for all
subjects or all treatments, an alternative
AUC measure, such as AUC to a fixed time
point, may have been used in the evaluation
of bioavailability, food effect/drug-drug
interaction.

Part 2

To assess the impact of drug substance
particle size on the bioavailability of
acalabrutinib maleate tablets, the primary
PK parameters of acalabrutinib and its
metabolite, ACP-5862, were compared
between Treatment B (Variant 2 - smaller
than target) vs A (Variant 1 - target), C
(Variant 3 - larger than target) vs A (Variant
1 - target), and C (Variant 3 - larger than
target) vs B (Variant 2 - smaller than target)
and the analyses were performed using a
linear mixed effects analysis of variance
model using the natural logarithm of Cmax,
AUCinf and AUClast as the response
variables, sequence, period, treatment as
fixed effect and subject nested within
sequence as random effect. Transformed
back from the logarithmic scale, geometric
means together with Cls (2-sided 95%) for
Cmax, AUCinf, and AUClast were
estimated and presented. Also, ratios of
geometric means together with Cls (2 sided
90%) were estimated and presented.

To compare PK of acalabrutinib maleate
tablet to acalabrutinib oral solution, the
primary PK parameters of acalabrutinib and
its metabolite, ACP-5862, were compared
between treatments D (solution) versus A
(Variant 1 - target), from the same ANOVA
model.




If AUCinf was not determined for all
subjects or all treatments, an alternative
AUC measure, such as AUC to a fixed time
point, may have been used in the evaluation
of bioavailability, drug-drug interaction.
Part1 and 2

Additionally, the 90% CI for the difference
in median tmax were planned to be
calculated and presented, using the same
comparisons from the ANOVAs.

The median differences and 90% Cls were
planned to be tabulated for each comparison
and analyte.

Determination of Sample Size:

A sample size of 24 evaluable healthy
subjects was chosen based on the desire to
gain adequate informationwhile exposing as
few healthy subjects as possible to the study
procedures. In Part 1 of the study, 28
heathysubjects (7 per sequence group) were
randomized into the study in order to have at
least 24 evaluable healthysubjects complete
the study (allowing for an approximate 20%
dropout rate). In Part 2 of the study, 24
heathysubjects (12 per sequence group)
were randomized into the study in order to
have at least 20 evaluable healthysubjects
complete the study (allowing for an
approximate less than 25% dropout rate).

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

Part 1

The mean age of the subjects was 41.4 (SD
9.3) years. The majority of the subjects
included in the study was male (83.3%) and
White (50.0%) or Black/African American
(46.7%). There were no notable
observations for height, weight, or BMI;
these data were as expected for this study
population

Part2

The mean age of the subjects was 39.0 (SD
9.5) years. The majority of the subjects
included

in the study were male (87.5%) and
Black/African American (62.5%). There
were no notable observations for height,
weight, or BMI; these data were as expected
for this study population.

20. Efficacy results

Not applicable — Bioavailability study.
Please see section 22 — Conclusion.

21. Safety results

Part 1

The 100 mg acalabrutinib capsule, 100 mg
acalabrutinib maleate tablet, and 100 mg
acalabrutinib maleate tablet co-administered




with 20 mg rabeprazole were safe and well
tolerated in this study.

This conclusion is based on the following
results:

* Overall, 9 (30.0%) subjects had at least 1
AE.

» The only AE reported by more than 1
subject in any treatment group was headache
(2 [6.7%] subjects).

* Overall, 2 (6.7%) subjects had at least 1 AE
considered related to IMP according to
Investigator’s causality assessment.

* The majority of AEs were mild in intensity
and there were no severe AEs.

* There were no fatal events or other SAEs.
e Overall, 5 subjects had elevated ALT
values: Of these, 1 subject reported the AE
of ALT increased that was mild in intensity
and possibly related to IMP as per
Investigator’s assessment. This subject had
also elevated AST values with normal
bilirubin and alkaline phosphatase.

* There were 2 AEs leading to treatment
discontinuation (moderate rash pruritic and
mild ALT increased).

« No clinically relevant findings were
observed for laboratory results (other than
ALT increase), vital signs, and ECGs and no
safety concerns were raised.

» There was no impact on study conduct or
safety of subjects due to COVID-19.

Part 2

The Variants 1, 2, and 3 of the 100 mg
acalabrutinib maleate tablet and 100 mg
acalabrutinib solution were safe and well
tolerated in this study. With regard to smel!
and taste, the smell of the acalabrutinib
solution tested in

this study does not need to be artificially
modified to be acceptable to subjects; future
formulations to be dosed as oral solution
should be taste-masked to improve
palatability. These conclusions are based on
the following results:

* Overall, 8 (33.3%) subjects experienced at
least 1 AE.

*» There were no AEs reported by more than
1 subject in either Treatment.

» Overall, 2 (8.3%) subjects experienced the
AE of constipation.

= Overall, 1 (4.2%) subject had 1 AE
considered related to IMP according to
Investigator’s causality

assessment.




» All AEs were mild in intensity.

» There were no AEs leading to treatment
discontinuation or with putcome of death or
SAEs.

*+ No clinically relevant findings were
observed for laboratory results, vital signs,
and ECGs and no safety concerns were
raised.

* There was no impact on study conduct or
safety of subjects due to COVID-19.

» The majority of subjects (20 out of 24
[83.3%]) did not experience a smell to the
acalabrutinib solution.

The taste scores (intensity scale from 0 [low]
to 10 [maximum]) were 5.8 points [bitter]
and below 3

points for the other main taste scores (sour,
metallic, salty, sweet, hot and spicy).

22. Conclusion (summary)

Pharmacokinetic
Part 1:

Acalabrutinib maleate tablet (Variant 1) had
similar bioavailability as acalabrutinib
capsule, based on the comparable exposures
of acalabrutinib and ACP-5862 observed
following oral administration of
acalabrutinib  maleate tablet  versus
acalabrutinib capsule.

* Co-administration of PPl (rabeprazole)
with acalabrutinib maleate tablet (Variant 1)
had

no apparent effect on the PK exposures of
acalabrutinib and ACP-5862.

*» For acalabrutinib maleate tablet (Variant
1), food reduced the Cmax but had no effect
on

AUCs of acalabrutinib and ACP-5862.

Part 2:

« Acalabrutinib maleate tablet particle size
had no effect on the PK of acalabrutinib and
ACP-5862, based on the comparable
exposures  observed  following  oral
administration of

acalabrutinib maleate tablet with different
particle sizes (Variant 1, 2, and 3).

» Acalabrutinib oral solution had higher
Cmax and comparable AUCs for
acalabrutinib and ACP-5862 compared to
acalabrutinib maleate tablet (Variant 1).
Pharmacodynamic

* No differences in BTK receptor occupancy
across all treatment groups were observed.
Exploratory




* The stomach pH was found not to influence
the exposure to acalabrutinib maleate from
100 mg acalabrutinib maleate film coated
tablets and therefore the in vivo dissolution
of these tablets was not sensitive to stomach
pH.

Safety

» Overall, no new safety concerns were
found ~ with  acalabrutinib ~ maleate
formulation and the new formulation was
tolerated well.

*» There was no impact on study conduct or
safety of subjects due to COVID-19.

» The smell of the acalabrutinib solution
tested in this study does not need to be
artificially

modified to be acceptable to subjects.
COVID-19 Pandemic

* The study was conducted during the
COVID-19 pandemic. No COVID-19
related quality issues that impacted subject
safety or data integrity were reported during
this study. There has been no detectable
impact by the pandemic on the overall
quality of the study, including its conduct,
data, and interpretation of results.
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3BiT npo kjainiuxe Bunpoodysanns Ne 1

Jlopatok 30

J1o Topsiaky nposeieHHs

EKCIePTH3M peecTpalliiiuX MaTepiaiis
Ha JiKapchbKi 3acobm

1110 TIOJIAIOTHCS Ha JePIKaBHY PeecTpaliito
(nepepeectpalliio), a TaKOXK EKCIIEPTU3Y
marepialis 1po

BHECEHHS 3MIH J0 peecTpalifiHux
Marepianis

MPOTAroMm Jili peecTpaniifnoro
noceidenns (nyHkt 4 posainy IV)

1. Hazga nikapcbkoro 3aco0y (Homep
peecrpatiiiiHoro noceiguenns, Ne 3a
HasBHOCTI)

CALQUENCE®

(MHH: AxanabpyTtunidy masear)
TabJIeTKH, BKPUTI NIJIIBKOBOKO 000JIOHKOIO,
no 100 mr

2. 3asBHUK Actpa3eneka Ab
SE-151 85 Copneprai’e, IIBeris
3. BupoOHuk Actpa3eneka Ab

I'epryneseren, Copepran’e, 152 57, IlBeuis
(BupoOuuIITBO, BUIIPOOYBaHHS KOHTPOJIO AKOCTI,
IEPBHHHE Ta BTOPUHHE 11aKyBaHHs, BUIYCK cepii)

4. [IpoBeaeno BUIIpoOyBaHHs:

Tak

1) Tun jikapcbKoro 3aco0y, kUi
Oy® 3apeectpoBaHuii abo Oyie
3apeccTpOBaHUM

3MiHH, 1m0 TOTPeOdYIThH HOBOIO peecTpanifHoro
MOCBITUEHHS TIKapChbKOro 3acoly:

e 3MIHM B JIFOYIH pevyoBHHI, sIKI HE NPU3BOLATL 10
TIOSABH HOBOI /110401 PEYOBHHHU:

pisni_coni, cxnamdi edipu, KOMIIEKCH/TIOX1IHI
(oHaKOBA aKTUBHA YaCTHHA MOJIEKYJIH)

e 3MiHM JI03yBaHHsl, JiKapchbKol (opMmu Ta crocody
3aCTOCYBaHHS:

3MiHa abo dodasania Hosol Jikapcbkoi hopmu

5. HasBa kJiiHi4HOT0 BUNIPOOYBaHHS,
KO/ KJIIHIYHOTO BUIIPOOYBaHHS

2-yactuHHe, Paza [, BiIKpuTe, OIHOI030BE,
HOCII1JIOBHE, panjoMizoBane nepexpecHe
nociijpkenns tablnetok akanadbpyTunidy maneary y
3J0POBUX JIOOPOBOJIBLIB JUIss OLIHKM BiJHOCHOL
010/10CTYITHOCTI, BILIMBY 1HriOiTOpa IMPOTOHHOT
nomnu (pabGenpazoiy), BIUIMBY 1%i Ta BIUIUBY
PO3MIpY HacTOK

6. ®aza KIHIYHOTO BUIIPOOYBaHHS

(daza l

7. Tlepiojt KINIHIYHOTO BUMPOOYBaHHA

3 24 yepBHs 2020 poky (meplmMii Bi3HUT MEpLIOTO
yuacHuka) 10 20 ciuns 2021 poky (ocraHHill BI3UT
OCTaHHBOI'O yYaCHHUKa)

8. Kpainu, e mpoBoOIMIIOCS KITIHIUHE
BUINIPOOYBAHHSI

Cnonyueni lltarn AMepuku
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9. KinbKicTh A0CHIIKYBAaHUX

Yactuna 1:

3arlaHoBana: 28
(akruuna: 30,

Yactuna 2:

3ansiatHoBasda: 24
(baxTuyna: 24

10. Mera Ta BTOpHHHI O4IKYyBaHi
Pe3yaBTATH KJIIHIYHOTO BHITPOOYBaHH

IlepBunna mera:
Yactuna 1

Ouinka BigHOcHOI  OlojlocTynHOCTI  TableToK
akanabpyTHHIOy Masneary IOpPIBHAHO 3 KarlcyJlaMmH
akaabpyTHHiOy Hatuiecepie Yactuna 2:

OniHka BIJIUBY pO3Mipy YacTHHOK JKapchKol
PEYOBUHU Ha 01010CTYIHICTE TabJIeToK
akanabpyTuniOy maneary

Bropunna mera:

YacTtuna 1:

* Ouninka npodimo @K ACP-5862 s tabnerok
akanabpyTHHIOY Mazjeary MOPIBHAHO 3 KarncyJiaMu
akanabpyTHHIOy HaTeceple.

* OQuinka BmumBy IIIII  pabGenpazony Ha
axanabpyTunib Ta iioro merabomnit (ACP-5862)
ITpodini K, orpumani nicns npuiiomy TabieTku
akanabpyTuHiOy masieary.

» OniHka BIJUBY 1K Ha akagadbpyTuHi® Ta Horo
merabomr  (ACP-5862), orpumanuii  micns
npuiiomy tabneTku akanabpyTHHiOy mManeaty.

* Ouninka Oe3rexku Ta NePeHOCUMOCTI Pa30BUX J103
akanadpyTunidy Maseary y 3I0POBHX
JIOCIIJDKY BAHHX.

* Bumipsatu  ¢apmakoamHaMiuyHMi  mapaMeTp
sanoBHeHHs penentopis  BTK mns  tabnetok
aKanabpyTnHidy maseary Ta Karncy
axanabpytuniby B izonboBanux MKIIK.

Yacrtuna 2:

* OuiHKa BNOJIHBY PO3MIpy YacTHHOK JIIKapChKOl
peuoBunun Ha npodine ®PK ACP-5862 Ttabnetok
akanabpyTuniby maieary.

* llopiBusinas @®K Tabnerox axanabpyTuniby
masieaty Ta epopaibHOTro PO34YUHY
akanabpyTHHIOy y 30pOBHX JI0OPOBOJIBILIB.

*  Ouinka Oe31meKHu Ta NepeHOCHMOCTI pa30BHX /103
TabneTok axkamabpyTuHiOy Mameaty 3 pi3HEM
TPaHYJIOMETPHYHHM  CKJIAIOM Y  3J0pOBHX
JIOOPOBOJIBILIB.

 QOuinka ©6e3rexku, HepCHOCHMOCTigL,.-QWY Ta

3anaxy OJIHOPa30BUX JI03 I1epOPAIBHOLO PO3YUHY
: L/ &
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akanabpyTHiOy y 3/I0pOBHX J10OPOBOJIBILIB.

Mera gocaiaKeHHs

Yactuna 1

* Ouinka pi3HHII B eKCNO3uLii 3anekHo Bil
cratrycy H. pylori 3a pe3ynbTaTaMH JHXaJlbHOTO
TecTy (HasiBHA Y BIJICYTHS).

+ 30uparu iHdopmaiio npo pH SmartPill i
BHKOPUCTOBYBATH 110 iH(OpMAaIiIO SK BXIJAHI JaHi
quist (izionoriuno obrpynroBanol ®K mozeni ans
PO3paxyHKy IHIMBITYyaTbHOTO POZUHHEHHS in VIVO.

11. Jluzaiid KiiHiYHOTO BUIIPOOYBaHHS

Yactuna 1

Yactuna 1 nuporo gociipkeHHs Oya BIIKPHTHM, 3-
nepioIMUHIM, 4-TeparneBTHYHHM, OJIHOLEHTPOBUM,
PaHIOMI30BAHIM MEPEXPECHAM JOCTI/DKEHHAM
BitHOCHOI OiotoctynHocTi, edexry I, Brumsy
npuiiomMy ki HOBOI TabieTku akanabpyTHHIOY
Maseary.

| yacTuHa MicTHIA:

* CKpHMHIHTOBHI Tiepiosl MakcuMyM 28 JIHIB;

» Tpu nepioau JiKyBaHHs, IPOTATOM SKHX NALIEHTH
nepe0yBaJii B CTAlliOHAPI 3 MOMEHTY BEYIPHLOTO
npuiiomy ki nanepeioni npuitomy 13 (Jlens -1)
JI0  1moHadmeHie 48 roiauH micias  npHiomy;
BunMcka Bpanui Ha leus 3; 1

* Bi3uT NOJAIBIIOTO CIIOCTEPEIKEHHS TIPOTATOM 7—
10 nniB

MiniManpHHii  TepioJl  BHBEJIEHHS  CTAHOBUB
HoHaiMeHIe 7 JHIB MDK KOKHMM HPHHOMOM
akanabpyTHHioy.

KoskeH DocaipKyBaHHi OTpUMYBaB 3 3 HACTYITHHX
4 BUIB JIIKyBaHHS MPOTATOM 3 TIEPiOJIIB JTIKYBaHHA
Haruiecepie abo micns npuitomy ixi. JlocaipkyBani
Oynn paHoMi30BaHi Juist OTPUMAHHS
nochijiopaocti nikysanns ABB, BAB, ABI' a®o
BAI™:

* I'pyna nikyBanus A: 100 mr akanabpyTuHiOy B
Karicynax, Hatmecepue (> 10 rox)

* I'pyna nikyeanus b: 100 mr akanaOpytunidy
Maneaty B Tabserkax (Bapiant 1), Hatecepue (>
10 ron)

* 'pyna nikysanuss B: 100 mr axanabpyruniOy
Mmasieaty B Tabnerkax (Bapiant 1), nicis npuiiomy
Kl

* 'pyna nikyeauus I': 20 mr pabenpaszony x |1
(HaTuiecepiie) 3a 2 roJAMHU 10 npHioMy TabneTku
100 mr axanabpyTtuni®é maneary (Baplam 1) Ta
Ticiis NoNepeaHbOro npuiiomy 20 M’f' paﬁenp;mony
Hariecepie (i yac ki) y Jlui 2 f -
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Yacruna 2:

Yactuna 2 1boro JIocniJKeHHs Oylia BiIKPUTHM,
OJHOLEHTPOBMM, 3 4 mepionamu, 4 rpynamu
JKYBaHHS, BIJIHOCHOIO 0101I0CTYITHICTIO,
PaHIOMI30BAHUM, [E€PEXPECHUM  JIOCIIUKEHHAM
JUTS BU3HAYEHHS BIUIMBY po3Mipy yacTuHOK Ha DK
OJIHOPa30BOi  J1o3n  TabseTkn  akanabpyTuHiOy
Maseary.

Yactuna 2 micTuna:

*  CkpuHIHIOBHI 1Iepioj MakcUMyM 28 JIHIB;

* YOTHPHM [EepIOJIM JKYBaHHS, [POTATOM SKHX
nauieHTH nepeOyBajii B cTalioHapl 3 MOMEHTY
BEYIpHLOTO MpHHOMY TKI HanepeaoiHi npuiomy
JUI3 (deus 1) no mionaiiMenine 48 roJMH micis
MPUIIOMY; BUTIHCKA BpaHIli HAa TPETiH JeHb; 1

*  Bi3uMT nofanblioro CrocTepekeHHs MpoTIroM
7-10 nHiB.

MinimManbHuii  mepiojl  BMBEJCHHA  CTAHOBHB
moHaiiMenine 3 JHI MDK  KOXKHHM NpHHOMOM
akaiabpyTHHiOy.

Koxen pocnizkyBaHuii OTPpUMYBAaB HACTYIHY
cXeMy JIKyBaHH::

* 'pyna nikyBanus A: 100 Mr akanabpytuuiby
Mmaneaty B Tabiaetkax (BapianT 1), Hatiecepue

* I'pyna nikyBanus b: 100 mr akanabpytuniby
Mazeaty B Tabnerkax (Bapiaut 2), Hatmecepiie

» I'pyna nikysauus B: 100 mr akanabpytuniby
Mazeary B Tabierkax (BapianT 3), Hatmecepue

* I'pyna nikyBanHsa [: 100 mr akanabpyTuHiOy B
PO3uMHI, HaTIIECEPIIE

12. OcHoBHI KpUTEPIl BKJIKOYEHHS

B 06ox yactunax 1 i1 2 nocnimxenns Opanu ydacTtsb
3J10poBI 0COOM 40JIOBIMOT Ta JKIHOYOI CTAaTi BIKOM
Bijl 18 10 55 (BKJIKOYHO) POKIB, 3 1HAEKCOM MacH
Tina Bij 18,5 1o 30,0 kr/M2 (BKJIHOYHO) Ta Barow He
Mmente 50 kr i He Oubie 100 Kr (BKIHOYHO).

13. JlocnikyBanuii nikapchKHi 3acib,

crocid 3acTocyBaHHA Ta 103yBaHHA

JlocniakyBaHi Jlikapebki 3aco0u:
Yactuna 1:

100 mr axanabpytuniby wmaneary B Tabnerkax
(Bapiant 1), nepopaibHo

100 mr akanabpyTunify B Karncynax, nepopaibHO
Pabenpason, Tabnerku no 20 mr, nepopaibHO

YacTtuna 2:
100 mr axanabpytuniby wmaneary B Iaﬁ ‘ax
(BapianT 1), nepopajIbHO —

(Bapiant 2), nepopajibHo .
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100 mr akanabpyTtuniOy wmaneaty B TaOlerkax
(BapianT 3), nepopajibHo
100 mr akanabpyTHHIOY B pO3UHHI, IEPOPabHO

14. PedepenTHuii nikapcbkuii 3acib,
1034, Crocib 3acTOCyBaHHs Ta JI03yBaHHs

AxanabpyTuni6 B kancysax, 100 Mr, nepopajibHo

15. CynyTtHa Tepanis

Okpim naparieramony/aneTaminoeny, HE
JIO3BOJISAJIOCS MIPUHMATH KOJHUX CYITyTHIX JIKIB 9H
tepanii. Ilicns mepmoro npuiiomy i0ynpoden (1o
1,2 r Ha 24 TOAMHU) MOKe IIPU3HAYATHCS HA PO3CY L
MPOBIIHOTO  JlOcHiIHMKa abo  YIMOBHOBaXKEHOI
ocodu.

JlocnipKkyBaHuX OyJio NpOiHCTPYKTOBAHO, 10 0e3
3roAd  OPOBIAHOrO  JIOCHiZiHMKa  3a00poHEHO
npuiiMati  OyAb-AKi  1HIOl  JIKHM, BKJIKOYaKO4H
dironpenaparu, BiTaMiHHI no0aBKH Ta
Oe3pelenTypHi npenapary.

Jliku, sKi BBaXKaucd HEOOXITHUMH JUIsl Oe3neku Ta
KoM(pOPTY JOCIIDKYBaHOTO, MOTJIM HaJaBaTUCs Ha
po3Ccyjl  NpOBIJHOTO  JOCHiAHMKA MiAg  dac
nepeOyBaHHs B CTAlllOHAPI.

16. Kpurepii eeKTHBHOCT] OLIIHKH

He 3acTocoBHI — HociigxeHHs 0i0eKBiBaJIEHTHOCTI.

17. Kputepii oninku 6e3nexku

CTyninb BILTUBY

InmuBigyansHa  iHdopMaiiss  1Mpo  JI03yBaHHA
npejicTaBlieHa A8 KOXKHOTO JOCTIIKyBaHOTO Y
Jonmatky 16.2.5.1.1 pna Yactuau 1 Tta [lonarky
16.2.5.1.2 nna Yactunu 2.

V Yactuni 1 pocnimkenss, 3 30 pasIoMi30BaHUX
JI0CTIKYBaHUX 28 OTpHMaH Bei 3 3amiiaHoBaHi 1034
nikyBanaa (A, b, B abo A, b, I'). Oaun nauient
NPUITMHKB JIiKyBaHHs yepe3 HA micns orpumanns | 3
3 sansadoBanux 103 (I'pyna mikysanus A). Opun
NalieHT NpUNAHMB JiiKyBanHs uepes HS micns
otpuManHs 2 (rpymu gmikyBamHs b 1 A) 3
3 3anjaHoBaHUX J103.

B JIpyTii YaCTHHI JIOCTI IDKEHHS 3
24 panjoMi30BaHHX NOCHIDKYBaHMX yCi OTpUMAaIH
3arulaHoBaHi 1031 JikyBaHHs (A, b, BiI).

18. CtaTucTU4H1 METO/TH

Auaniz nonynsiiii:

» Bubipka paHIOMI30BaHUX TAIl€HTIB: BHOIpKa
paHIOMI30BaHMX TAIliEHTIB CKiIajagacs 3 Ycix
JIOCTIJKYBaHHMX, PaHIOMI30BAaHMX JUIA ydacTli B
JIOCJIJPKEHH.

« Bubipka Juis (apMaKOKiHETHYHOTO aHaizy:
BuOIpKa  JuIs (bapmaKOKiHeanHoro aHaisy
cKNajmanacs 3 ycix JOCHiJKyBaHUX ;,mﬁ aHanisy
Oe3nexu, sKi Maju HpHHaI/IMHl ogﬁy /Kmbmc%\

BHMIpIOBAHY KOHLEHTpaLIlO mcnﬂ
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0e3 BaXJIMBUX BIAXWIIEHDL BiJl npoTokony abo HA,
sIKi, SIK BB@XKaJuoCs, BIUIMHYJIM Ha aHali3 JaHHX 3
(dapmakokineTuku. Jlani moram OyTH BHKIIOYEH] 3
OMUCOBOI Ta BHUBIJHOI CTATUCTUKH 3a IIEBHUH
nepiojl JIKyBaHHs BHACJIJIOK HACTYIHHX IPHYUH:
Jlani BiJl JOCHI/DKYBaHMX, y SKUX I yac
TOCTIJDKEHHs criocTepiranacs OmoBoTa, 1o y 2
pa3sd  TepeBHINyBala  MEJiaHHHH  MakCHMyM
BIANOBIZHOT Trpyny nikyBanus ado paniwe. [laui,
OTpUMaHi Bl  JIOCHI/UKYBaHUX, UL SKHUX
KOHLIEHTpallis Ipenapary B KpoBi J0 Npuiiomy
yeproBoi 103M cTaHOBHTH > 5% BIA Cpmax 1018
akanabpytunidby ta ACP-5862 y mneBuuii nepion
nikyBanus. Buxmouenns 6y ap-skux nannx ®K abo
YacOBHX TOYOK 3 po3paxyHKy napamerpie @K Oyno
3a/I0KyMeHTOBaHO  cnemjaiicrom 3 ©K i3
3a3HAYEHHAM NPUYUHH (MPHUYHH) BUIJIIOYEHHS.

* Bubipka s (apMakoIMHAMIYHOTO aHasli3y:
Tinbku Juis Yactunu 1 BubGipka ans ananizy ®J]
CKJIanaiacs 3 ycix JOCHi/DKYBaHMX 3 BHOIpKH IUIs
aHamizy Oe3neku, sAKi Mald TPHHANMHI OfHE
snavennss BTK-RO nicns BBe/ieHHs 103H.

* Bubipka s ananizy Oesnexu: Bubipka Juis
aHanizy 6e31eku I KOJKHOT YaCTHHH JI0CIIJIKEHH S
BKJIIOYAJIA YCIX JOCHIDKYBAHHX, SIKI OTPUMYBAIH
no3y B llepion nikyBanus 1 1 ans sxkux Oyiu
JIocTynH1 Oyap-aKi J1aHi 3 Oe3reKH micis BBeJIeHHS
no3u. Skmo  He  3a3HaveHo  IHIUe,  JUIA
NpeAcTaBIeHHS BCIX AeMorpadiyHux JaHuX 1 JaHUX
PO JAMCIIOKAIiI0, a TAKOXK yCiX aHami3iB Oesnexu
BHKOPHUCTOBYBalIM BHOIpPKY JUls aHainizy Oe3nexu.
Brums  JIJI3 Ttakox OyB npeacraBieHMii  3a
JIOTIOMOTOI0 BHOIPKH JUIS aHaIi3y Oe3MeKH.

» BuGipka Juist nonepeAHb0ro anasnizy: subipka jus
norepeHpOro aHanizy He Oyna susnavena y ITK/I.

Yacruna 1
Jlns ouinku BigHOCHOI GiojgocTynHocTi TablieTku
akaabpyTuHiOy MajeaTy HOPIBHAHO 3 KarcyJjok
akanabpytuniby Hartmiecepue Oy/l10 IpoOBeJeHO
NOPIBHAHHS TMIEPBHHHUX napaMeTpiB OK
akanabpyTuniOy Ta ioro merabomuity, ACP-5862,
MUK Ipy11oro JiikyBanHs b (akanabpytunid maear B
tabyieTkax) MOPIBHAHO 3 TPYIOK JIIKyBaHHA A
(axanabpyTuni0d B Kancyax). AHaii3 NpoBOAHIIM 32
JIOIIOMOT0K0  JHHIHHOT ~ MoOJieni  JUcnepciiiHoro
aHanizy 3MimaHuX eQeKkTiB 3 BHKOPHUCTAHHAM
nHarypainpHoro Jsiorapupma  Cupax, AUCInf Ta
AUClast stk 3MIHHHX BUIIIOBLII, OCIJIOBHOCTI,
nepiofy, jiKyBaHHs sk (ikcoBanoro egekty. ra.
JIOCITIJDKYBAHOTO, BKJIAJICHOTO B nocn_ig:ji}'pﬁfé'f;,‘zné\

BHIIAJIKOBOI'O edeKry. Iepeneneni 3
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gorapu(mMidHOl  1IKanM, TEeOMETPHUYHI cepejiHi
3HaveHHs pazom 3 JII (2-croponni 95 %) ansa Cuax,
AUCinf Tta AUClast Oyam pospaxoBaHi Ta
npezacrapineni. Takox Oyno po3paxoBaHo Ta
MpeiCcTaBICHO CHIBBIIHOIIEHHS cepesiHixX
reoMeTpuYHuX BenuuyuH pazom 3 [l (aBoctoponHi
90 %).Jlnst owiHKKM BIJMBY iHriGITOpa MPOTOHHOL
MOMITH pabenpasoiny na  npodimi DK
akanabpyTunidy Ta #oro merabomity (ACP-5862),
OTpHMaHI nicis npuitomy TabyeTkn
akanabpyTuHiOy Maneary, TEpBHHHI IapaMeTpH
®K akanabpytunidby Ta Horo merabonity, ACP-
5862, mNoOpiBHIOBAJIM MK T'pyNow JikyBaHHsS I
(akanabpyTuni® 1unoc pabenpazon) Ta rpyrnoio
nikyBanus b (axanabpytunid Manear), 3a
JIONOMOT 010 Tiel 3 camol moziesii ANOVA.

Jlns ouinky BIUMBY TKi Ha akanabpyTuHib Ta Horo
metabomt (ACP-5862), ®K, orpumanuii micis
npuifomy Tabnetkn akanaOpyTtuniby wmanearty,
nepeunHi napamerpu @K akanadbpytuniOy ta ioro
metaboutity, ACP-5862, nopiBHIOBaJIM M IpyToi0o
nikyBaHHs B (micns  npuitomy iki) Ta b
(HaTmiecepiie) 3a  JIOTIOMOTOIO  TiEl K Mojen
ANOVA.

Slkmo AUCInf BuzHauanacs He s BCIX
JOCIiDKYBaHuX abo He Juist BCIX mpenapartis, JUls
OLIHKK O10J0CTYIIHOCTI, BIUIMBY DXKi/B3aeMomii 3
JKapChbKMMHU 3acobamu, MOXHA Oyo
BUKOPUCTOBYBAaTH  ajbTEPHATHBHMH  IOKa3HUK
AUC, nanpuknan, AUC 1o ¢ikcoBaHOI TOUKH Yacy.
Yacruna 2

Jlist OLIHKK BIUIMBY PO3MIPY YacTHHOK JHKapChKOT
pPEUOBUHH Ha 01010CTYIHICTH TabneToK
akanabpyTunidy majeaty, MOpIBHIOBAIH MIEPBHHHI
napamerpn  ®K  akanabpyrtuniby Tta  ioro
Metabomity ACP-5862 mixk BapianTamu JlikyBanHs
b (BapianT 2 — Menmii 3a uisiboBuit) Ta A (Bapiant
I — uineorwii), B (Bapiant 3 — Oinelmii 3a
nineoBui) ta A (Bapiant 1 — uinboBuii), Ta B
(Bapiant 3 — Ounpmmit 3a uinnoBui) npotu B
(BapiauT 2 — menmmi 3a HiIbOBUH), a aHais
NPOBOJMIIM 3@ JIONIOMOTOK  JIHIHHOT  Mozei
JUICTIEpCIHOTO aHamizy 31 3MIIIaHUMH eeKTaMH 3
BUKOPHCTaHHAM HaTypayibHOro jnorapupma Cax,
AUCinf Tta AUClast 5K 3MIHHHX BIATYKY,
[1OCJI1JIOBHOCTI, nepioay, JKYBaHHs K
¢ikcoaHoro  edexkry Ta  JOCITIIKYBaHOTrO,
BKJIAJIEHOTO B IIOCHIJIOBHICTh, SK BHIIAJIKOBOIO
edexry. Ilepesesieni 3 sorapudmiyHoi lIKaim,
reOMeTpuqm Cepe/iHl 3HAYEHHS pa3oM” B
ctoponHi 95 %) 118 Crnax, AUCmeaA '

pO3paxoBaHi  Ta NpeAcTaBieHi. ! 4,
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pO3paxoBaHO Ta NPEACTABICHO CIIIBBIAHOLICHHS
Cepe/IHIX TeOMETPUYHMX BeJMYUH pazom 3 /Il
(nBoctoponHi 90 %).

Jlns nopiusinas ®K tabnerox axanabpyTuniOy
Maseary Ta 1epopaLHOTo PO3UNHY
akanabpyTuHiOy  nepBuHHi  napamerpu DK
akanabpyTuniOy Ta #oro merabonity, ACP-5862,
MOPIBHIOBAIM MiX BapianTamu JikKyBaHHs [
(po3unn) Ta A (Bapiant 1 — MillieHs) 3a 10IOMOro10
tiel s mozienit ANOVA.

Slkmo  AUCiInf Bu3Hauwanacs He IS BCiX
JoCHipKyBaHux abo He Juis BCiX Ipenaparis, s
OLIIHKK O10OCTYIMHOCTI, BIUIMBY DKI/B3aeMOii 3
TKapChbKUMH 3acobamu MOJKHA Oyno
BHKOPHUCTOBYBaTH  aJIbTEPHATHUBHHUI  NMOKa3HUK
AUC, nanpuknan, AUC 1o ¢ikcoBaHOT TOYKH yacy.
Yacruna 1 1a 2

KpiMm Toro, muaHyBajlocs po3paxyBaTH Ta
npenctasuti 90 % JII nns pizHuil B MemiaHi tmax,
BUKOPHCTOBYIOUH Ti % cami nopiBHaHHA 3 ANOVA.
Menianni pizauui ta 90 % JII nnanysanocs 3anectu
B TAOJIMIIO /Uil KOXKHOTO IMOPIBHIHHS i aHami3y.
Busznauennst odcsary Budipxm:

Po3mip Bubipku 3 24 310pOBHX JIOCIIKYBAHUX, SKI
niialoTbes  ouiHui, OyB oOpaHHH Ha OCHOBI
OaxcaHHsi OTPUMATH aJleKBaTHY iH(opMmaliio, pu
UbOMY  IJUIAI0YM  ITPOLEAYPaM  JOCHIJUKEHHS
AKOMOIa MEHINE 3JI0POBHX JIOCHIJDKYBaHHX. Y
nepiii yacTHHI J0CIIiJUKeHHs 0yJ10 paHI0MiI30BaHO
28 3/I0pOBUX JIOCIIJKYBaHHX (110 7 y KOXHIH rpymi
HOCIIJIOBHOCTI) Ui TOro, mo0 uoHaimMenie 24
3/I0POBHX JIOCITIJUKY BAHHX 3aBEPIINIIHN
JIocHiJuKeHHst (3 ypaxysaHHsM npubmsno 20 %
YyacTOTH BHOYBaHHS NAli€HTIB). Y JApyrii yacTHHI
JlocnypKkernst 0ysio paHaoMmizoBaHo 24 3J0pOBHX
jocmpkyBanux  (nmo 12y kokuiit  rpymi
IOCHIIOBHOCTI) Ui Toro, mod monaiimMenme 20
3I0POBHUX JIOCIII/DKY BAHHX 3aBepIINIIH
JMOCTIDKEHHS (3 ypaxyBaHHAM IPUOJIM3HO MEHIN
HIK 25 % uacToTH BUOYBaHHA NAIli€HTIB).

19. Jlemorpadiuni nokazH1KH
JIOCTIKYBAHOT NOMY NIALIT (CTaTh,
BIK, paca Ta iH.)

Yacruna 1
Cepenniii BiK DocliJUKyBaHHX cTaHoBUB 41,4 (CB
9,3) pik. ButbmicTs A0CHIKYBAaHUX, BKIFOYEHHX Y
nocnijpkeHHs, Oynn  vonosikamu (83,3 %) Ta
OltmMu (50,0 %) abo YOPHOLIKIPUMH/
appoameprkaHIIMu (46,7 %). [TomiTHEX
CMOCTEPEIKEHb 3a 3pocTtoM, Barow abo IMT He
Oynmo; 1l pami Oynu OYIKyBaHWMH Uit i€l
JIOCTIDKY BAHOT TIOTTY JISILi. -

Yacruna 2 S
fea & 5 yx/
Cepe/Hiii BiK J0C/i/DKyBaHUX CTaHOBAB, 3
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A

9,5) pik. BinbuiicTs JOCTDKYBAaHUX, BKIIOYEHUX Y
nocmipkenns, Oymm  donoikamu (87,5 %) Ta
4opHOIIKipuMu/adpoamepUKaHIISIMH (62,5 %).
[ToMITHHX criOCTEpeKeHb 3a 3pOCTOM, Baroio adbo
IMT ne 6yJi0; mi gani Oyau odiKyBaHUMH JUIst 1i€]
JOCIIJDKYBAHOT MOMY AL,

20. Pesynbrarti OIIHKY e()eKTUBHOCTI

He 3actocoBHI — nociikedHs 010€KBIBaJIEHTHOCTI.
JluB. po3ain 22 — BUCHOBKH.

21. Pe3ynpraTi OLIHKK O3MeKH

Yacruna 1

Kancynn axanabpytunidy 100 wmr, Ttabnerkn
akanabpyTuniby wmaneary 100 mr Ta Tabierku
akanabpyTuniby  Maneary 100 wmr, ki
3aCTOCOBYBAJIM pa3zoM 3 pabenpazojioMm

20 mr, Oyiu OGe3neyHuMH Ta 100pe epeHoCHIuCs B
LHBOMY JIOCJIJKEHHI.

[lefi BHCHOBOK IPYHTYETBHCS Ha  HACTYIHHUX
pe3ynbTarax:

* 3araom, 9 (30,0%) namieHTiB  MaiM
moHaiimenne 1 HS.

« €muaum HSA, npo sike nositomuin Ginbuie Hix 1
namieHT y Oynp-sikii rpyni JlikyBaHHs, OyB
rojoBHMii 61k (2 [6,7 %] nauwienTn).

» 3aranoMm, y 2 (6,7 %) nocnipkyBaHux Oyno
moHaiiMenmre 1 HS, nmop’azane 3 J1JI3, 3rigHo 3
OLIIHKOIO TIPHYHHHO-HACIIIKOBOTO 3B’ A3KY,
MPOBE/ICHOIO TOCITITHHKOM.

 binsuricte HS Gynm nerkoro cryneHs TSOHKKOCTI,
Tsokkux HS He 6yno.

» He Oyno neranpuux Bunaakis abo inmmx Hi.

* 3aranoM, y S5 mnanieHTiB OynM MiJIBHINEHI
nokazHuku AJIT: 3 Hux | nmaimieHT NMoBiIOMHMB MPO
miasumenns AJIT, sxe Oyno nomipuum 3a
IHTEHCHBHICTIO 1, MOXJIMBO, 1noB sa3aHe 3 JIJI3 3a
OILIHKOI JIOCHIHUKA. Y LBOTr0 MNalle€HTa TaKokK
Oymu ninsuieni nokasuuku ACT npu HopManbHUX
nokazHukax oinipy06iny ta nyxHoi gocdarazn.

* byno 3adikcoBano 2 HS, mo npussenu no
NPHITMHEHHS IKYBaHHs (MOMIpHHH BHCHII, CBepOIK
Ta noMipHe niaBuienns AJIT).

* He Oyno BHSIBJICHO KIIHIYHO 3HAYYIIMX 3MIH
1ab0paTOpHUX TIOKA3HUKIB (OKpIM  IiJIBHIIECHHS
AJIT), nokasnukiB >kurreaisnbHocTi Ta EKI, a
TaKOXX He Oyno BHABIEHO XKOAHUX npobiem,
II0B’s13aHUX 3 0E311EKO10.

« COVID-19 wne BniauBaB Ha  INPOBEJCHH:A
nociiukeHHs abo 6e3nexky 10CniKyBaHHX.
Yacruna 2

Bapiantn 1, 2 i 3 Tabnetok akanabpyruHiby

mazeary 1o 100 mMr i posunny axanabpyriHiby mo-| .

100 mr Gysn Gesneunumu Ta 106pe NeHEHOCHIHCS

B 1bomy gociipkenni. Illo crocyethed Aafiaxy rif- . .\
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CMaky, TO 3amax po3uuHy axanadpyTunily,
BUIIPOOYBAHOTO B 1ILOMY JOCTI/PKEHHI, He HOTPiOHO
HITYYHO  3MiHIOBaTH, 100  3poOuTH  #oro
NPUUHATHUM Ul JOCHI/DKYBaHUX;  MaiiOyTHi
npenaparu, ski OyayTh 03yBaTucsi y BUIJISIAI
pO34YMHY  JUIs  [IEPOPAILHOTO  3acTOCYBaHHS,
NMoBUHHI OyTH 3amMackoBaHi JUIs  TOJINIICHHS
CMaKOBUX BIAUYTTIB. ||l BHCHOBKH I'PYHTYIOTBCS Ha
HACTYITHUX pe3ybTaTax:

* 3aranom, 8 (33,3%) namieHTiB = Mau
moxaiimene 1 HA.

* Binbine HiX 1 MamieHT He NOBIJIOMHB NPO HKOJHE
HSl B 060X rpynax jikyBaHHS.

» 3aranoMm, y 2 (8,3 %) namientis Buaukno HA y
BHIJISA/I 3aKpeny.

1 (4,2 %) nauient mas 1 HS, nor’s3ane 3 JUJI3,
3riIHO 3 OLIHKOK  NPHYMHHO-HACIIJKOBOIO
3B’ A3KY, MPOBEACHOIO JI0CHTITHHKOM.

» Bcei HS Oynm nerkoro ctyrneHst IHTEHCHBHOCTI.

* He ©Oyno 3adikcoBano xomuux HS, mio
OPU3BOJIMIN 10 TIPUIIMHEHHS JIiKyBaHHA abo
MPU3BOJIMIIN J10 JIeTasbHOTOo Hacmaky yu CHSL.

* He Oyno BHSBICHO  KIIHIYHO  3HAYYLIHX
BiAXWIEeHL Yy  1aboparopHHX — TOKa3HHKaXx,
nokasHukax xurteaisasHocti ta EKIT, a Takox He
OyJ10 BHSBIIEHO JKOJHHUX 1TPOOJIeM, 110 CTOCYIOThCS
Oe3nexu.

« COVID-19 wne BmiuBaB Ha MPOBEACHHS
JlocijukeHHs abo 6e3nexy JI0CiIKyBaHHX.

* binbwicts pocnipkyBanux (20 3 24 [83,3 %)) ne
BIJIUYBAJIK 3amnaxy po3uuny akanadbpyTuHiOy.
OriHka cMaky (3a Kajaow IHTeHCUBHOCTI Bij 0
[Hu3bka] 10 10 [Makcumansnal) cranosuna 5,8
Oana [ripkuii] i HMkue 3 OaiB I IHIIMX
OCHOBHHX CMaKOBHMX OIIIHOK (KHCIIHii, METaJIeBHIA,
COJIOHHH, CONMOJIKUI, TOCTPUH 1 IPSAHUH).

22. BucHoBOK (pe3tome)

dapmakokiHeTHKA
Yacrtuna 1:

+ Tabnerkn akanabpyrtuniOy maneaty (Bapiant 1)
Mami  1oAidHy Ol0JIOCTYTHICT, $K 1 Karcysu
akanaOpyTuHiOy, BUXOASYH 3  MOPIBHSUIBHHX
ekcnosuuii  akanabpytuniOy Tta ACP-5862, mio
CrocTepiraimces Iiciis 1epOpabHOTO 3acTOCYBAHHS
tabnerok axanabpyTunHiOy Maneary TOpIBHAHO 3
KarncysiaMu akanabpy TuHioy.

* Cymicne 3acrocyBanns III1 (pabenpazon) 3
Tabnerkoro akanadbpyTuniOy maneary (Bapiant 1) He
Malo0  BHIMMOTO  BIUIMBY  Ha emﬁomuno
aKa_na6pyTHm6y Ta ACP-5862 y nna3M1 igpaﬁr

A1

~\
« Jlis tabnerox akanabpyTuHiOy Maj;ﬁa'ry (Bagian"r\ '\
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1), Txa 3umwkyBana Cmax, aie He BrjmBana Ha AUC
akanabpytunioy Ta ACP-5862.

YacTuna 2:

+ Po3mip yactok Tabnerok axanabpyTHHIOy maseary
ne srumBas Ha OK akamabpyrunidy ta ACP-5862,
BUXOJAYM 3  TIOPIBHAHHHUX  €KCHO3MLIH, 110
CIIOCTEPITATHCS TICIS TEePOPaNbHOro 3acTOCyBaHHS
TabneTok akamabpyTHHIOY Maeary 3 pPI3HUMH
po3mipamu yacTok (Bapianru 1, 2 Ta 3).

» TlepopaisHuii po3unH akanadbpyTHHIOY Map BHIIY
Cmax Ta nopiBusiuay AUC mns axkanabpytuniOy Ta
ACP-5862, nopiBHSIHO 3 TabJIeTKOIO aKanadpyTHHIOY
maneary (Bapiant 1).

dapmaxoauHamika

 Bigminnocreii y 3amoBHenHi peuentopis BTK y
BCIX Tpymax JIKyBaHHS HE BUSIBJIEHO.

JocaignnubKi 1ani

« Byuno BcranoBneHo, mo pH 1uryHka He BrummBae Ha
EKCIIO3MIIIIO aKamadpyTHHIOY Masieaty 3 TabJIETOK 110
100 wMr akanaOpyTuHiOy MaseaTy, BKPHTHX
IUIIBKOBOK) OOOJIOHKOIO, 1 TOMY PO3YMHEHHS ILIHX
TabneToK in vivo He 0yJo 4y TiuBuM 10 pH myHKa.
besnexa

« 3arajoMm He OYJ0 BHABICHO JKOJAHMX HOBHX
npobiieM, OB’ A3aHUX 3 O€3MeKOoI0 IPH 3aCTOCYBaHHI
akanabpyTuniby Maneary, HOBa JKapceka (opma
repeHocuIacs J10ope.

« COVID-19 we BrymBaB Ha  IIPOBEIEHHS
nociipkenns abo Ge3neky J0CIiKyBaHHX.

+ 3anax po3uuHy akanadpyTHHIOY, BUIIPOOYBAHOTO B
BOMY  JOCTI/DKEHHI, He MOTpiOHO  LITY4HO
3MIHIOBATH, 100 3poOMTH HOro NpUHHATHUM JUId
JIOCJIKY BAaHHX.

Ianpemis COVID-19

e JIOCHi/PKEHHS TIPOBOMMIIOCS IIiJi 4Yac TaHjaeMil
COVID-19. Tlix yac mporo aocimiKeHHs He OyJio
3a(DiKCOBAHO JKOIHUX TPOOJIEM 3 SIKICTIO, OB’ I3aHUX
3 COVID-19, sxi © BmmHymn Ha 0Oe3neky
JIOCIIPKYBaHUX abo miticHicTs nanux. [lanaemis He
Maja TIOMITHOTO BIUIMBY Ha 3arajbHy SIKICTb
JIOCITJDKEHHSI, BKJIFOYAKOYH HOro IpoBe/IeHHS, JaHl Ta
IHTEpIIpETalilO Pe3yJIbTATIB.

3asBHUK (BIIACHUK peeCTpalliiiHoOro
IIOCBIJTYEHHS)

/migmuc/
(miamac)

Bin iMeni 3asBHHUKA
Simon Rule
/e

(I1IB) 6 I'PY/IHA 2023 p.

NEPEK/AL
BIPHO

.

a =
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Clinical Trial Report No 2

Annex 30

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

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

CALQUENCE®
(INN: Acalabrutinib maleate)
100 mg film-coated tablets

2. Applicant AstraZeneca AB
SE-151 85 Sodertalje, Sweden
3. Manufacturer AstraZeneca AB

Gartunavagen, Sodertalje, 152 57, Sweden
(Manufacture, QC testing, Primary and secondary
packing, Batch release)

4. Studies conducted:

Yes

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

Changes requiring new marketing authorisation of the
medicinal product:

» Changes in active substance that do not result in a
new active substance:

diferent salt, ester, complex/derivative (same active
moiety of molecule)

* Changes in the strength, pharmaceutical form and
method of administration:

change in or addition of the new pharmaceutical

jorm

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

A Phase I, Open-Label, Randomized, 2-Treatment, 2-
Period, Crossover Study in Healthy Subjects to Assess
the Bioequivalence of Acalabrutinib Tablet and
Acalabrutinib Capsule (D8223C00013)

6. Phase of clinical trial

Phase 1

7. Period of clinical trial

from 25 Feb 2021 (first subject first visit) till 10 May
2021 (last subject last visit)

8. Countries, where clinical trial has been
conducted

United States of America

clinical trial

9. Number of trial subjects planned: 64
actual: 66
10. Objective and secondary endpoints of | Primary objective(s):

To demonstrate the bioequivalence of AMT and
acalabrutinib capsule, administered in the fasted state.




Secondary objective(s):

» To compare the pharmacokinetic (PK) profile of
ACP-5862, the active metabolite of acalabrutinib,
following administration of AMT and acalabrutinib
capsule.

= To compare the safety and tolerability of single doses
of AMT and acalabrutinib capsule.

Exploratory objective(s):

To measure the pharmacodynamics (PD) of
acalabrutinb

11. Clinical trial design

This study was in healthy subjects at 3 study centers in
the US.

The study was designed to demonstrate the
bioequivalence of AMT (Treatment A) compared with
the marketed acalabrutinib capsule {Treatment B) in
the fasted state.

The study comprised:
Visit 1: A screening period of up to 28 days before first
dosing. :

Visit 2: Two treatment periods:
Subjects were admitted to the study center on Day -2

| of Treatment Period 1 to confirm eligibility

before first dosing. Eligibility criteria were
reconfirmed on Day -1 of each treatment period.

Visit 3: A Follow-up Visit/Early Termination Visit
was conducted 7 to 10 days after last administration of
IMP.

12. Main inclusion criteria

Healthy male subjects, and female subjects of non-
childbearing potential, 18 to 55 years of age
(inclusive), with a body mass index (BMI) between
18.5 to 30 kg/m?2 inclusive and weighed at least 50 kg
and no more than 100 kg inclusive at Screening, and
who were non-smokers

13. Investigational medicinal product,
mode of administration and strength

Acalabrutinib maleate tablet (AMT), 100mg

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

Acalabrutinib capsule, 100mg




15. Concomitant therapy

Apart from paracetamol/acetaminophen (up to 2 g per
day), no concomitant medication or therapy was
allowed.

16. Criteria for evaluation efficacy

No efficacy was evaluated (bioequivalence study)
Primary PK parameters:

Acalabrutinib - AUCinf, AUClast, Cmax.

Secondary PK parameters: Acalabrutinib - tmax,
t1/2hz, MRT, Az, CL/F, Vz/F. Metabolite ACP-5862 -
AUCinf, AUClast, Cmax, tmax, t1/2kz, MRT, 2z,
M:P[AUC], M:P[Cmax].

17. Criteria for evaluation safety

Safety Variables:

» Adverse events (AEs)/serious AEs (SAEs).

» Laboratory assessments (hematology, coagulation,
clinical chemistry, urinalysis).

» Physical examination.

+ Standard 12-lead electrocardiogram (ECG).

» Vital signs (systolic and diastolic blood pressure
[BP], pulse, respiratory rate, tympanic temperature).

18. Statistical methods

Analysis Populations:

e Randomized Set: all subjects randomized into the
study.

+ Pharmacokinetic Analysis Set: all subjects in the
safety analysis set who had at least 1 quantifiable
post-dose acalabrutinib concentration with no
important protocol deviations or AEs considered to
impact the analysis of the PK data.

« Safety Analysis Set: all subjects who received at least
1 dose of IMP in Treatment Period 1 and for whom any
post dose safety data were available.

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

Overall, the median age of the subjects was 36 years
(range: 18 to 56 years) and mean (SD) BMI was 26.4
(2.64) kg/m2. Of the 66 randomized subjects, 62
(93.9%) were male and 4 (6.1%) were female. The
majority of subjects were of White race (33 subjects,
50.0%) and of ‘Not Hispanic or Latino’ ethnicity (52
subjects, 78.8%).

20. Efficacy results

Not applicable — Bioequivalence study. Please see
section 22 - Conclusion

21. Safety results

« No AEs with outcome of death, SAEs, or AEs leading
to discontinuation of IMP/withdrawal from study were
reported during the study.

« Overall, 11 (16.7%) subjects experienced 16 AEs
during the treatment periods. All reported AEs were of
Grade 1 intensity with the exception of one Grade 2
intensity AE of dizziness following AMT




(Treatment A).

* The incidence of AEs in terms of occurrence and
relatedness was higher following Treatment A
compared to acalabrutinib capsule (Treatment B), but
given the small number of AEs overall this did not
raise any concerns for the AMT formulation.

* The COVID-19 pandemic did not impact the safety
results of this study (no COVID-19 cases reported
during the study).

22. Conclusion (summary)

Pharmacokinetics and Pharmacodynamics
Bioequivalence was achieved between AMT and
acalabrutinib capsule, based on the statistically
equivalent PK exposures of acalabrutinib and
metabolite ACP-5862 following oral administration of
AMT and acalabrutinib capsule under fasted state.
BTK target occupancy was similar between the AMT
and acalabrutinib capsule formulations.

Safety

No safety or tolerability concerns were identified in
this study following single doses of AMT and
acalabrutinib capsule and the safety profile of the AMT
formulation is considered acceptable.

COVID-19 Pandemic

The COVID-19 pandemic was not judged to
meaningfully impact the overall quality of the study,
including the conduct, data, and interpretation of
results.

_——‘—'_.—.—-_—_—H“I
Applicant (registration certificate holder) | Q -
| ™ = .

(signature)

i On behalf of Applicant }

| Simon Rule g‘}mh“ ﬁ .

| (full name) 7 \
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3BiT npo Kiainiyxe Bunpodysanns Ne 2

Jlonatox 30

1o Ilopsanky nposeeHHs

eKCIEePTH3H PeeCTpalliiHUX MaTepiaiiB

Ha JKapchbKi 3aco0u

110 MMOJAKOThCs Ha JePiKaBHY peecTpallilo
(mepepeecTpalliio), a TakokK eKCIepTUsy
marepiajis mpo

BHECEHHS 3MiH JI0 peecTpalliiHiX MaTepiaiiB
MPOTATOM il peecTpalifiHoro

nocBiguenns (nMyHkT 4 posuiny V)

1. Ha3sa nikapcekoro 3aco0y (HoMmep
peectpaliifHoro rnocsijuenns, Ne 3a
HAasIBHOCTI)

CALQUENCE®
(MHH: Axanabpytuniby masnear)
TabIeTKH, BKPUTI TUTIBKOBOIO 000J10HKO1O, 110 100 Mr

2. 3asBHUK Actpa3eneka Ab
SE-151 85 Conepran’e, LlIBeris
3. Bupobnuk Actpa3eneka Ab

Iepryneseren, Conepran’e, 152 57, I1IBeuis
(BupoOHMIITBO, BUITPOOYBaHHS KOHTPOJIIO AKOCTI,
IIEPBHHHE T4 BTOPMHHE MaKyBaHHs, BUITYCK cepii)

4. IlposeneHo BUIIpoOyBaHHs:

Tax

1) Tin JiKapchKoro 3acoly, kUil OyB
3apeecTpoBanuii abo Oyne
3apeecTpoOBaHUM

3Mminu, mo 1noTpedyioTh HOBOTO peecTpariifHoro
MOCBIIMEHHS JIIKApChKOTo 3acoy:

* 3MiHM B JIIOYIH peyOBHHI, K1 HE NMPU3BOIATH 10
MOSBH HOBOI JIII0Y0T PEUOBHHMU:

pisni_coni, cknaaHi edipv, KOMIIEKCH/TIOXIAHI
(0HAaKOBa aKTHBHA YacTHHA MOJICKYJIH)

* 3MiHHM J103yBaHHA, JiKapchkol (opMu Ta criocody
3aCTOCYBAHHS:

3mina abo dodasanns Ho6OT 1IKapcbkoi hopmu

5. Hazga xiinigHoro BunpoOyBanHs,
KOJI KJIIHIYHOTI'O BUITPOOYBaHHs

Binkpute, panaomizoBaHe, 2-eTanHe, IEpeXpecHe
BunpodyBanus | ¢am 3a ywacTio 310pOBHX
N00pOBONBLIB  [Uld  OLIHKK  Ol0€KBIBAJICHTHOCTI
akanabpyTuniOy B Tabierkax Ta akanabpyTuHidy B
kancynax (D8223C00013)

6. ®aza KIHIYHOTO BUNIPOOYBaHHS

dazal

7. Tlepiojt KIiHIYHOTO BUIIPOOYBaHHSA

3 25 motoro 2021 poky (mepuiui Bi3WT IEPIIOTO
yuacuuka) 10 10 tpasus 2021 poky (ocTaHHiH BI3HT
OCTAHHBOI'0 YYaCHHUKA)

8. Kpainu, Jie npoBoinIIocs KIIHIYHE
BUIPOOYBaHHS

Crnonyueni llltatn AMepuku

9. KinbKicTh AOCHIJDKYBaHUX

3anlaHoBaHna: 64
(dakTHuHa: 66

10. Mera Ta BrOpuHHI 04iKyBaHi
pe3ysbTaTH KJIIHIYHOrO BUIIPOOYBaHHS

IlepBunna mera: el
I[IponemoncTpyBatn GioeksiBanentHi¢ry’ AMT Ta

axanabpyTuniby B Kancynax, 1mo. . NpaiMAROTE"
\ /) YKPATHA»

NEPEKIMAL
BIPHO P




HaTiecepue.

Bropunna mera:

» Tlopisustu ¢papmakokinetnunuit (PK) npogins
ACP-5862, akTuBHOro MetabosiTy akanadpyTuHioy,
micas  BeesenHs AMT Ta axanabpytuniby B
Karicyax.

« TlopiBaata  Oe3neky  Ta  IEPEHOCHMICTb
onnopazoBux 103 AMT Ta akanabpytuniby B
KarcyJax.

MeTa pocaizKeHns:

BumiproBanus (papmako/IMHaAMIKH (D)
akanabpyTHHIOy

11. Jluzaiin kIiHIYHOTO BUNIPOOYBaHHs

BunpoOyBanHs TpOBOAMIN 3@ YYacTIO 3JI0POBHX
J00poBOBIIB ¥ 3 pocniaHuibkux neHTpax CHIA.

Mertoto  pociijkeHHs Oylo  NpoJEMOHCTPYBaTH
GioeksisanentHicte AMT (I'pyna A) nopiBHsHO 3
HasiBHUM Ha pHHKY akanaOpyTuHiOy B Karcynax
(I'pyna b) npu npuiiomi HaTmecepue.

BunpoOyBanus ckiaaanoch 3:
Bisut 1: Ckpuninrosuit nepiox mo 28 nHiB nepej
HepiIMM ITPUHOMOM JIIKapChKOTo 3acoy.

Bizut 2: JIBa nepioau JiKyBaHHsA:

JlocnijukyBaHUX — TIpHHMaMH 70 JIOCHIIHHIBKOIO
uentpy Ha Jlenp 2 1-ro mepiomy JiKyBaHHs Ui
MiJITBEP/KEHHS  BIMOBITHOCTI KPHUTEPisiM  B11OOPY
nepejl HEpUIMM TPHHOMOM JIIKApCchKoro 3aco0y.
Kputepii Bigbopy HOBTOPHO MiATBEP/UKYBaId Ha
Jlenb 1 KOKHOTO Tepiofy JIIKYBaHHS.

Bizut 3: Bisur nojanelioro crocTepekeHHs/Bi3UT
JIOCTPOKOBOTO TIPUITMHEHHS Y4YacTi B JOCIHi/DKEHHI
npoBojiuBest 4vepe3 7—-10 AHIB Micas OCTaHHBOI'O
npuitomy JJI3.

12. OcHoBHI KpuTepil BKIIOYEHHS

310poBi  4OJIOBIKM Ta JKIHKH 0e3 JITOpOAHOro
noreHuiany sikom Big 18 mo 55 pokiB (BKIIOYHO), 3
ingekcom macu tina (IMT) Big 18,5 no 30 kr/m2
BKJIIOYHO Ta 3 Baroi He MeHue 50 xr Ta He Oiiblue
100 Kr BIJIIOYHO MiJl 9ac CKPHHIHTY, AK1 HE € KyPUsSMH

13. HocnimkyBaHuii JikapcbKui 3acid,
croci® 3acToCyBaHHA Ta 103y BaHHs

Axanabpytuniby manear (AMT), tabnerku, 100 mr

14. PedepenTauii nikapcbkuii 3acio,
J103a, crocib 3acTocyBaHHA Ta
JI0O3yBaHHs

Axanabpytunid kancymu, 100 Mr

15. CynyTHs Teparis

Oxpim napatieramoiny/aneraminodeny (02 r Ha
100Y), He I03BONANOCS NPUIMATH KOJAHMX CYIYTHIX
JIKIB YK Tepani. i3/ = NN
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16. Kpurepii eheKTHBHOCTI OILLIHKH

EdexrupHicts  He  OLIHIOBANM  (JAOCIHIJKEHHS
010€KBIBAJIEGHTHOCTI)

Ilepsunni napamerpu OK:

Axkanabpytuni6 -  AUCInf  (noma T
(papmakokiHeTHUHOIO KprBo10), AUClast (1oma mij
KPHBOIO 3aJIEKHOCTI KOHLEHTpauii BiJl yacy Bij
MoMeHTYy 4acy O 70 wacy JOCSATHEHHS OCTaHHbOL
KOHIIEHTpAIii, 10  MJAJAETLCS  KiJIbKICHOMY
BHU3Ha4yeHHI0), Cmax (cepeans  MakKcHMalbHa
KOHIIEHTpALIis).

Bropunni nmapamerpu ®K: AxanabpyTunid — tmax,
t1/2hz, MRT, Az, CL/F, Vz/F. Metabonit ACP-5862
— AUCinf, AUClast, Cmax, tmax, t1/2Az, MRT, Az,
M:P[AUC], M:P[Cmax].

17. Kpurepii ouinku 6e3nexu

ITapameTrpu Ge3nexn:

» Hebaxani sieuia (HST)/cepitozni HS (CHA).

+ JlaGoparopHi JIOCTI/DKEHHA (remarouioris,
KoaryJsiis, KJiHIYHa XiMis, aHaiii3 ceul).

* Meauunuii orsu.

» CrangaptHa enexrpokapmiorpama (EKIT) y 12
BIJIBEJICHHSIX.

» JKurreBi nokasHUKH (CHCTOYHUN 1 J1acTOIIYHUIH
aprepiansuuii THCK [AT], mynsc, yacTora JMXaHHA,
TemnepaTypa OapabaHHOI IEPETHHKH).

18. CraTHCTHYHI METO/ N

Ananis nonmyJisiii:

» PanyiomizoBana BuOipka: BCl  JIOCHIKYBaHi,
paHIOMi30BaHi /Ul y4acTi B JOCHIDKEHHI.

* Bubipka s ¢apMakoKiHETHYHOTO aHali3y: BCi
JlocHipKyBadi 3 BUOIpKH Juis anaizy Oesnexu, siki
MaJ¥  [pHHaiiMHI 1  KIJIBKICHO — BHUMIPIOBaHY
KOHIIEHTPALli10 akanabpyTuHidy micis npuiiomy 1034
0e3 BayIMBHX BIIXWIEHB BiJI ipoTokosy abo H, sxi,
SIK BBOKAETHCS, BIUIMHYJIM Ha aHaniz OK nanux.

* 'pyna anamizy Oe3neku: BCi JOCHIJUDKYBaHl, sKi
oTpuMan# IoxaWMenme 1 mozy JUI3 y nepioa
niKyBaHHs 1 1 U1 gkux Oynu octynHi Oyib-siki 1aHi
3 Oe3MeKH MIC/s BBEICHHS JI03H.

19. Jlemorpadiuni nokazHuKu
JIOCIIJKY BaHOT MO ST (CTaTh, BIK,
paca Ta iH.)

3araiom cepenHiil BIK JOCHI/DKYBaHHX CTAHOBHB
36 pokiB (nianazon Bix 18 1o 56 pokiB), a cepesns
(CB) IMT — 26,4 (2,64) xr/m2. 3 66 pan10Mi30BaHHX
nociipkyBanux 62 (93,9 %) cTaHOBUIIH YOJIOBIKH Ta
4 (6,1 %) — oxiHkH. DBiNBIICTH JOCIIJKYBaHHMX
Hanexanu 1o 6ol pacu (33 gocnipkysanux, 50,0 %)
Ta JI0 ETHIYHOI TPyNH «HE ICHAaHCBKOrO Ta He
HaTHHoaMepHKaHCbKOFO NMOXOJ/UKEHHA»
(52 mocnijukyBanux, 78,8 %).

20. Pe3ynbTaTi OLIIHKH e(heKTUBHOCTI

He 3acTocoBHi — mocinipkeHHs 010€KBIBaJIEHTHOCTI.
Jlug. po3nain 22 — BucHoBkH B
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21. Pe3ynbrary OLIIHKH Oe3MeKku

 [lin wac pocniypkenHs He OyJl0 3apeecTpoBaHO
xoaHux HA, o npussenu o emepri, CH abo HA,
1110 NPHU3BEJIN J10 IpuNHHeHHs npuitomy JUJI3/Buxomy
3 JIOCHIJKEHHS.

* 3araiom, y 11 (16,7 %) cy0’ekTiB mOpoTATOM
nepiojsy JikyBaHHs 3apeectpoBaHo 16 HA. Bei
zapeectpoBani HSl Oynu 1-ro crynens TsmKKocTi, 3a
BUHATKOM ojaHoro HS 2-ro cryneHs TsKKOCTI,
OB S3aHOTO 13 3aaMOpPOYEHHSIM TICHA NpHHOMY
AMT (I'pyna A).

* YacroTa BUHMKHEHHA Ta B3aemo3B’s3ky HS Oyna
BHUILOIO TCHs JIKYyBaHHS Ipynu A IOpIBHSAHO 3
NiKyBaHHSM akanaOpyTtuniboMm B kancyiax (I'pyna
b), ane 3 ornsaay Ha HeBenuKy Kinbkicth H B minomy
1€ HE BHKIHKAJIO XKOJHHUX 3aHEIOKOEHL 1010
npenapatry AMT.

* [Tangemiss COVID-19 ne BnumHyna na Oe3smneky
pe3ynbTaTiB  1BOro  Jlocii/pkeHHs  (He  Oylio
3apeecTpoBaHo xoaHoro Bunajaky COVID-19).

22. BucHOBOK (pe3iome)

PapmakokiHeTHKa Ta papMaKoAHHAMIKA
bioekBiBanienTHicT, Oyna jgocsaruyra Mk AMT
akanabpyTuniOy B Kancyjax, Ha OCHOBI CTATHCTHYHO
ekBiBalleHTHUX ekcno3uiiii MK axanabpytunidy rta
merabomity  ACP-5862  nicis  nepopaibHOTro
3actocyBanus AMT rta akanabpyruniby B karncynax
HaTilecepue. 3axomienus wimeni BTK  6yno
noiioHUM M1 npenaparaMmu AMT  Ta
akamabpyTuHiOy B KarcyJax.

beznexa

Y upoMy AOCHIKeHHI He OyJI0 BHABJIEHO JKOJIHHUX
npodiieM, OB’ I3aHUX 3 besnekoro abo
MEePEeHOCHMICTIO  ojaHopazoBux 103 AMT Ta
akanabpyTtuniby B karcynax, 1 npodinb Oe3nexu
npenapaty AMT BBaxkaeThCsl NPHIHHATHUM.

IManaemis COVID-19

[Tangemiss COVID-19 He Mana 3Ha4YHOTO BILUIMBY Ha
3aranbHy  AKICTb  JIOCHIJKEHHS,  BKIJIIOYAIOYH
NpOBE/IEHHS, JIaH1 Ta IHTEPIPETAlLlil0 pe3yIbTaTiB.

3asBHMK (BIACHUK peecTpaliitHoro
MOCBITYEHHS)

/mianuc/ (migmuc)

Bix imeni 3agBHuKA
Simon Rule
/manuc/

(L11B)

6 TPV THA 2023 p.
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