Annex 29 l
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 V)

Preclinical study report

| 1. Name of medicinal product Enhertu® (Traztuzumab Deruxtecan)
| (registration certificate N9, if any):
1) type of medicinal product according [Medicinal product with complete dossier

to which registration has been (stand-alone dossier). Other medicinal
conducted or is planned to be product. New active substance
conducted

2) studies conducted x yes no if no, please justify

2. Pharmacology: DS-8201a, also known as trastuzumab

deruxtecan (Enhertu), is a human
epidermal growth factor receptor 2
(HER2)-targeted antibody-drug conjugate
(ADC) composed of an anti-HER2
antibody, MAAL-9001, and a
topoisomerase | inhibitor, MAAA-11813a,
bound together by a peptide-based
cleavable linker. MAAL-9001 is a
monoclonal recombinant and humanized
anti-HER2 immunoglobulin G1 (IgG1)k
antibody that has the same amino acid
sequence as trastuzumab. MAAA-1181a
is an exatecan derivative which has
topoisomerase | inhibitory activity.

1) Primary pharmacodynamics Trastuzumab deruxtecan binds
specifically to the HER2 extracellular
domain and does not bind to other HER
family proteins. This has been confirmed
by enzyme-linked immunosorbent assay
(ELISA) using recombinant proteins. In
addition, because the binding affinity of
trastuzumab deruxtecan to HER2 was
comparable to that of MAAL-9001, the
conjugation of MAAA-1181a with
MAAL-9001 does not appear to have any
effect on the binding affinity of MAAL-900.
The results of in vitro cell growth inhibition
studies conducted using several cancer
cell lines have shown that trastuzuma
deruxtecan has a more potent growti




inhibitory effect against HER2-positive
cells than MAAL-9001 does, suggesting
that the conjugation of MAAA-1181a
enhances the growth inhibition of
trastuzumab deruxtecan. Moreover, no
growth inhibition was observed in HER2-
negative cells, confirming the HER2
specificity of trastuzumab deruxtecan.

Similarly, when the in vivo antitumor
activity of trastuzumab deruxtecan in a
tumor-bearing mouse model of a HER2-
positive gastric cancer cell line (NCI-N87)
was studied, it was confirmed that
trastuzumab deruxtecan exhibited potent,
dose-dependent antitumor activity with
tumor regression and that this activity
was even stronger than that of
MAAL-9001. Trastuzumab deruxtecan
also exhibited antitumor activity in a
tumor-bearing mouse model of human
breast cancer cell line (KPL-4).

Furthermore, trastuzumab deruxtecan
demonstrated more potent antitumor
activity than trastuzumab emtansine
(T-DM1; Kadcyla®), another trastuzumab-
based ADC approved in some markets for
the treatment of certain HER2-positive
breast cancers, in the mouse xenograft
models listed below:

1. HER2-positive breast cancer patient-
derived xenograft (PDX) model, CTG-0708

2. HER2-low breast cancer PDX model,
CTG-2308

3. Trastuzumab-resistant HER2-positive
breast cancer JIMT-1 cells

4. HERZ-positive gastric cancer PDX
model, NIBIO G016

5. HER2 heterogeneous gastric cancer
xenograft model consisting of HER2-
positive (NCI-N87) and HER2-negative
(MKN45) gastric cancer cells.

2) Secondary pharmacodynamics

trastuzumab deruxtecan, it was confirme
that trastuzumab deruxtecan has an #.

In studies on the mechanism of action of
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inhibitory effect and an antibody-
dependent cellular cytotoxic (ADCC)
activity and it was also confirmed to
cause deoxyribonucleic acid (DNA)
damage and to induce apoptosis—effects
that are assumed to be the result of
MAAA-1181a, which has topoisomerase |
inhibitory activity.

Therefore, trastuzumab deruxtecan is
considered to exhibit HER2-specific cell
growth inhibition and antitumor activity via
a novel mechanism of action that
combines the pharmacological activities
of MAAL-9001, the antibody component,
with those of MAAA-11814a, the drug
released from trastuzumab deruxtecan.

3) Safety pharmacology

Pivotal safety pharmacology studies are in
line with industry standard and conducted
as per ICHS6 R(2) guidance.

Study title/number: Safety Pharmacology

Study of MAAA-1181a on hERG Channels

in hERG Transfected CHO Cells/

SBL315-029

In hERG-transfected CHO cells,
MAAA-1181a had no effect on hERG
channel current at concentrations up to
10 pmol/L (approximately 5000 ng/mL).

GLP compliance: Yes

Study title/number: Safety Pharmacoloqy

Study on the Cardiovascular, Respiratory,

and Central Nervous Systems in Monkeys

Treated Intravenously with DS-8201a\

SBL315-061

In the safety pharmacology study in
monkeys treated with a single IV dose of
DS-8201a, no effects on the
cardiovascular system, the respiratory
system, or the central nervous system
were observed at doses up to 78.8 mg/kg,
the maximum feasible dose.

GLP compliance: Yes

Safety pharmacology end points were al Yo & ]
assessed in the toxicology studies

conducted in the pharmacologically




relevant species — the cynomolgus
monkey.

Study title/number: Intermittent Dose

Toxicity Study in Monkeys Treated

Intravenously with DS-8201a Once per

3 Weeks for 6 Weeks Followed hy a

6-week Recovery Period\ SBL315-031

In a 6-week intermittent dose (q3w)
toxicity study of DS-8201a in cynomolgus
monkeys, the highest dose level selected
for this study was the maximum feasible
level, taking into account the tolerable
range of dosing volume and formulation
concentration. The dose levels for
intravenous administration in the
cynomolgus monkey study were 0, 10, 30,
and 78.8 mg/kg. One moribund female
was found at 78.8 mg/kg. The major
toxicity findings in this moribund animal
were intestinal toxicity, hematopoietic
organ toxicity, skin toxicity, and renal
toxicity. The cause of moribundity
appeared to be a result of the deteriorated
clinical condition, which was associated
with decreased body weight and food
consumption, as well as bone marrow
toxicity and intestinal toxicity. The major
findings in the surviving animals were
intestinal toxicity at =10 mg/kg, and
pulmonary, testicular, and skin toxicity at
=30 mg/kg. In addition, hematopoietic
organ toxicity and renal toxicity, as well as
electrocardiogram (ECG) abnormalities
(PR interval shortened and prolongation of
QT interval corrected with Bazett's
formula [QTc]) were found at 78.8 mg/kg.
These findings except for the pulmonary
toxicity and skin toxicity (pigmentation)
tended to recover after the 6 week
recovery period. In the monkey study, it
was concluded that the highest non-
severely toxic dose (HNSTD) was

30 mg/kg, based on moribundity and
critical pulmonary toxicity (eg, interstitial
inflammation and/or alveolar edema) in
the surviving animals at 78.8 mg/kg.

GLP compliance: Yes

4) Pharmacodynamic interactions

N/A

3. Pharmacokinetics:




1) Analytical Methods and validation reports

Study numbers: PRD14-112, PRD14-050,

PRD14-051, PRD14-054, PRD14-055,

PRD14-247, PRD14-248, PRD14-052,

PRD14-053, PRD14-091

The DS-8201a and total antibody
concentrations in mouse, rat, and monkey
plasma were determined with validated
ligand binding assays. The anti DS-8201a
antibody and anti-MAAL-9001 antibody
concentrations in rat and monkey plasma
were measured with ECLA methods. The
MAAA-1181a concentrations in the
samples were determined with validated
LC-MS/MS methods.

2) Absorption

Study title/number: A Pharmacokinetic

Study of DS-8201a after Single

Intravenous Administration to Male

Cynomolgus Monkeys/ SBL315-043

In cynomolgus monkeys, after single 1V
administration of DS-8201a (0.1 to

3 mg/kg), the plasma concentration of
DS-8201a decreased exponentially and
the AUC of DS-8201a increased in a
greater than dose-proportional manner.
The CL of DS-8201a (14.0 to 55.7
mL/d/kg) was much lower than the
hepatic plasma flow, and the CL
decreased as the dose increased,
suggesting target-mediated elimination.
The Vss (30.6 to 55.4 mL/kg) was close to
the plasma volume. Both DS-8201a and
the total antibody, ie, the sum of
conjugated and unconjugated antibodies,
exhibited similar PK profiles, indicating
that the majority of the administered
DS-8201a circulates in plasma as the
ADC. The plasma levels of MAAA-1181a
were quite low (molar ratio: about 1:400)
compared with those of DS-8201a and
total antibody. No anti-DS-8201a
antibodies were detected in any animals.

Study title/number: DS-8201a Once per 3

Weeks for 6 Weeks Followed by a 9-Week

Recovery Period\ SBL315-030

The TK of DS-8201a, total antibody, and
MAAA-1181a were evaluated in a 6-wee
intermittent dose (once every 3 weeks
[q3w]) toxicity study of DS-8201a by |




bolus injection. The Cp and AUC214 values
of DS-8201a and total antibody generally
increased along with the dose ranged
from 20 mg/kg to 197 mg/kg. The Cmax
and AUC2:14 values of MAAA-1181a also
generally increased along with the dose
ranged from 20 mg/kg to 197 mg/kg. No
apparent changes after repeated dosing
nor any apparent sex differences were
noted in the toxicokinetic parameters.
Anti-DS-8201a antibodies were not
detected in any animals during the dosing
or recovery period.

Study title/number: Intermittent Dose
Toxicity Study in Rats Treated
Intravenously with MAAA-1181d Once a
Week for 4 Weeks Followed by a 4-Week
Recovery Period\ SBL315-026

The TK of MAAA-1181a were evaluated in
a GLP-compliant intermittent dose (once
weekly) toxicity study of MAAA-1181a by
IV bolus injection. The Cp and AUCqq4
values of MAAA-1181a generally
increased along with the dose ranged
from 3 mg/kg to 30 mg/kg. No apparent
changes after repeated dosing nor any
apparent sex differences were noted in
the toxicokinetic parameters.

Study title/number: Intermittent Dose

Toxicity Study in Monkeys Treated
Intravenously with MAAA-1181d Once a
Week for 4 Weeks Followed by a 4-Week

Recovery Period\ SBL315-032

The TK of MAAA-1181a were evaluated in
a GLP-compliant intermittent dose toxicity
(once weekly) study of MAAA-1181a by IV
bolus injection. The Co and AUC14 values
of MAAA-1181a generally increased along
with the dose ranged from 1 mg/kg to 12
mg/kg. No apparent changes after
repeated dosing nor any apparent sex
differences were noted in the toxicokinetic
parameters.

Study title/number: Intermittent Dose

Toxicity Study in Rats Treated

Intravenously with MAAL-9001 (Lot No.
MAAIOI-1) Once per 3 Weeks for 6 Weeks

SBL315-144; Intermitient Dose Toxlc!tva‘fv T

Study in Monkeys Treated Intravenougly 7

with MAAL-9001 (Lot No. MAAIQOI-1) ¢




per 3 Weeks for 6 Weeks\ SBL315-143

The TK of MAAL-9001 were evaluated in
GLP-compliant 6-week intermittent dose
(g3w) toxicity studies of MAAL-9001 in
rats and cynomolgus monkeys by
intravenous bolus injection. No apparent
changes after repeated dosing nor any
apparent sex differences were noted in
the toxicokinetic parameters.
Anti-MAAL-9001 antibodies were not
detected in any animals in rat study. While
anti-MAAL-9001 antibody was detected in
1 female monkey in the 78.8 mg/kg group
on Day 43 of dosing, no effects on TK
parameters were seen.

3) Distribution

Study title/number: Plasma
Concentrations of Radioactivity, Excretion

of Radioactivity in Urine and Feces, and

Whole-body Autoradiography after a
Single Intravenous Administration of

[°H]-DS-8201a to Male Monkeys\

AE-7543-G; Plasma Concentrations of

Radioactivity, Excretion of Radioactivity in

Urine and Feces, and Quantitative Whole-

body Autoradiography after a Single

Intravenous Administration of

['“C]-DS-8201a to Male Monkeys\

AE-7542-G

After single IV administration of
*H-DS-8201a (6.4 mg/kg), the antibody
component of which was *H-labeled, or
14C-DS-8201a (6.4 mg/kg), the drug
component of which was '“C-labeled, to
cynomolgus monkeys, the highest
radioactivity was observed in the blood
during the study period, excluding in the
large intestinal contents (an excretion
site). Following the blood, radioactivity
was distributed in highly perfused organs,
such as kidney, lung, and liver; however,
the tissue/blood ratios of the radioactivity
of these organs were <1.

Study title/number: In Vitro Plasma

Protein Binding of MAAA-1181a in Mice,

Rats, Monkeys, and Humans/ B131141




00.3% t0 92.5% in mice, 94.2% t0 96.7% in
rats, 86.5% to 89.1% in monkeys, and
96.8% to0 98.0% in humans.

Study title/number: In Vitro Distribution of

[4C]-MAAA-1181a to Blood Cells in Mice,

Rats, Cynomolgus Monkeys, and Humans\

AE-8059-G

The in vitro blood cell distribution of
'“C-MAAA-1181a (10 to 100 ng/mL)
radioactivity was 31.6% to 33.8% in mice,
27.8% 10 32.7% in rats, 36.4% t0 39.7% in
monkeys, and 13.0% to 17.7% in humans.

4) Metabolism

Study title/number: Study on DS-8201a

stability in mouse, rat, monkey and human

plasma and buffer\ PRD14-316

DS-8207a (10 and 100 pg/mL) was
incubated with mouse, rat, monkey, and
human plasma and phosphate buffered
saline (pH 7.0 to pH 7.3) containing 1%
bovine serum albumin in vitro at 37°C
through 21 days (at 0, 1, 3,7, 14, and

21 days), after which the released
MAAA-1181a was measured by
LC-MS/MS.

The release rates of MAAA-1181a from
DS-8201a were almost the same at 10 and
100 pg/mL, were similar across species,
and were 3.9% or less in all species.

Study title/number: Structure elucidation

of metabolites of DS-8201a with

cryopreserved hepatocytes from rats,

monkeys and humans/ AM13-H0073-R01

DS-8201a was incubated with
cryopreserved hepatocytes of rats,
monkeys, and humans at 37°C for 6 hours
to elucidate the low-molecular-weight
drug related metabolite profile of
DS-8201a. The metabolite peaks were
detected by fluorescence-HPLC and
analyzed by LC-MS.

Six metabolite peaks were characterized
in all species. No human-specific

metabolites were detected. The major
peaks detected were identified as

MAAA-1181a, a methylglycinamide fo 7y




of MAAA-1181a (MAAA-1430a), a cysteine
conjugate form of the drug and linker
moieties of DS-8201a (MAAA-1431a), an
isomeric form of MAAA-1431a
(MAAA-1458a), a succinimide form of the
drug and linker moieties of DS-82071a
(MAAA-1438a), and a thiomethylate form
of the drug and linker moieties of
DS-8201a (MAAA-1437a). The most
representative peak, MAAA-1181a, which
was released from DS-8201a after a
6-hour incubation with human
cryopreserved hepatocytes, was
estimated to account for roughly 0.1% of
the total amount of MAAA-1181a that is
conjugated to DS-8201a. This indicates
that DS-8201a is metabolically stable in
the in vitro cryopreserved hepatocyte
incubation system.

Study title/number: Elucidation of
Metabolite Profiles in Plasma, Urine and
Feces After Intravenous Administration of
a Single Dose of ['*C]-DS-8201a to a
Monkey/ AM16-H0113-R01

After single intravenous administration of
14C-DS-8201a at 6.4 mg/kg to a nonfasted
male cynomolgus monkey, plasma was
obtained at 5minand 1,3, 5,7,9, 11, and
13 days postdose, and urine and feces
were collected every 2 days through 6
days postdose. The metabolites were
detected using radio-HPLC and LC-MS.

In plasma, the percentage of acetonitrile
extractable radioactivity, which should
correspond to the level of low-molecular-
weight drug related metabolites, was less
than 1.1% in whole plasma at all tested
time points. This suggested that most of
the radioactivity in whole plasma was
precipitated in the high-molecular-weight
fraction and the majority of MAAA-1181a
was conjugated to the antibody in plasma.
The low percentage of acetonitrile
extractable radioactivity led to the
determination that metabolite profiling of
plasma extracts by radio-HPLC is not
feasible. In urine and feces, the only
detectable catabolite was MAAA-1181a.

Study title/number: Metabolic Profiles i
Urine, Feces, and Bile After Single




Intravenous Administration of

['“C]-MAAA-1181a to Rats/ AE-7869-G

After single intravenous administration of
"C-MAAA-1181a at 1 mg/kg to non-fasted
male rats (n = 3), the urine and feces
(from non-cannulated rats) and bile (from
bile duct-cannulated rats) were collected
through 2 days postdose, pooled, and
analyzed using LC-MS coupled with
radioactivity detection.

The most abundant radioactive
component in urine, feces, and bile was
MAAA-1187a. No metabolite peak
accounting for more than 1.1% of the
dose was detected in the
radiochromatograms of any of the
samples.

5) Excretion

Study title/number: Plasma

Concentrations of Radioactivity, Excretion

of Radioactivity in Urine and Feces, and

Quantitative Whole-body Autoradiography

after a Single Intravenous Administration

of ['“C]-DS-8201a to Male Monkeys/

AE-7542-G

After single intravenous administration of
'4C-DS-8201a at 6.4 mg/kg to a nonfasted
male cynomolgus monkey, the excretion
of radioactivity in urine and feces through
14 days postdose was measured by LSC.

By 14 days postdose, 86.0% of the dose
had been excreted from the body in total
(18.7% in urine and 67.3% in feces),
indicating that feces is the major
excretion route of administered
14C-DS-8201a.

Study title/number: Excretion of

Radioactivity in Urine, Feces, and Expired

Air after a Single Intravenous

Administration of ['*C]-MAAA-1181a to

Male Rats/ AE-7790-G

After single intravenous administration of
14C-MAAA-1181a at 1 mg/kg to non-fasted
male rats (n = 3), the excretion of

radioactivity in urine, feces, and expired air

by LSC.

through 7 days postdose was measured 47 -
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By 2 days postdose, 96.9% of the
administered radioactivity had been
excreted from the body in total (27.1% in
urine, 69.7% in feces, and 0.1% in expired
air). By 7 days postdose, 97.6% of the
dose had been excreted in total (27.2% in
urine, 70.4% in feces, and 0.1% in expired
air). The results indicate that feces is the
major excretion route of administered
14C-MAAA-1181a.

Study title/number: Excretion of

Radioactivity in Urine, Feces, and Expired

Air after a Single Intravenous

Administration of ['“C]-MAAA-1181a to

Male Rats/ AE-7791-G

After single intravenous administration of
14C-MAAA-1181a at 1 mg/kg to bile duct-
cannulated non-fasted male rats (n = 3),
the excretion of radioactivity in bile, urine,
and feces through 2 days postdose was
measured by LSC.

By 1 day postdose, 92.3% of the
administered radioactivity had been
excreted from the body in total (71.5% in
bile, 19.8% in urine, and 1.0% in feces). By
2 days postdose, 96.3% of the dose had
been excreted in total (71.6% in bile, 21.9%
in urine, and 2.7% in feces). The results
indicate that bile is the major excretion
route of administered "C-MAAA-1181a.

6) Pharmacokinetic Interactions
(preclinical)

In vitro pharmacokinetic drug interactions
have been studied using human
biomaterials and are not described
preclinically

7) Other Pharmacokinetic Studies

Study title/number: Pharmacokinetic

Study for DS-8201a (Lot No. HA202) After

Single Intravenous Administration to Male

Cynomolgus Monkeys/ SBL315-376;

Pharmacokinetic Study for DS-8201a (Lot

No. HA202) After Single Intravenous

Administration to Male Cynomolgus

Monkeys/ SBL315-532

The PK of DS-8201a, total antibody, and
MAAA-1181a were investigated after
single intravenous administration of
DS-8201a or DS-8201a at 8.0 mg/kg to
male fasted cynomolgus monkeys

ye

total antibody, anti-DS-8201a antibody, /

(n =12/group). The plasma DS-8201a, /3;'.

i
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and MAAA-11817a concentrations were
measured predose and at designated time
points (0.083, 1, 7 hours, 1, 3, 7, 14, and 21
days postdose).

The geometric mean ratios of DS-8207a
(Process 2)/DS-8201a (Process 1) for the
Cmax, AUCnr, and AUC214 of DS-8201a were
0.865 (90% confidence interval [Cl]: 0.809
to 0.925), 0.779 (90% CI: 0.700 to 0.867),
and 0.784 (90% Cl: 0.709 to 0.867),
respectively. Anti-DS-8201a antibodies for
both drug substances were not detected
through 21 days after administration in
any animals.

4. Toxicology:

Pivotal toxicology studies are in line with industry standard and conducted in
accordance with ICHS6 R(2) guidance.

1) Single-Dose Toxicity No pivotal single dose toxicity studies
have been conducted.
2) Repeat-Dose Toxicity Study title/number: Intermittent Dose

Toxicity Study in Rats Treated
Intravenously with DS-8201a Once per 3
Weeks for 6 Weeks Followed by a 9-Week
Recovery Period/ SBL315-030

A 6-week intermittent dose toxicity study
of DS-8201a was conducted in male and
female Crl:CD(SD) rats to investigate its
toxicity. Furthermore, the reversibility of
the toxic changes was assessed in a
subsequent 9-week recovery period.
DS-8207a was intravenously administered
intermittently at 3-week intervals over a
6-week period (Days 1, 22, and 43 of
dosing) at dose levels of 0 (control), 20,
60, and 197 mg/kg. Each group consisted
of 10 animals of each sex for the
investigation of toxicity. Additional
animals (5 animals/sex) were treated at
dose levels of 0, 60, and 197 mg/kg, and
used for the assessment of reversibility of
toxic changes. An additional satellite
group of 4 animals of each sex was
established for the evaluation of DS-
82014, total antibody, and MAAA-1181a
(free form of MAAA-1181d, component of
DS-8201a) toxicokinetics.
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and greater in the submandibular lymph

nodes and Peyer's patches (ileumn). As
effects on the alimentary system, the
following changes were observed in
histopathology: sinale cell necrosis of the
epithelial cells in the crypt in the small and

large intestines in both sexes at 20 mg/kg
and greater, focal atrophy of the villi in
both sexes at 197 mg/kg and 1 female at
60 mg/kg, inflammatory cell infiltration in
the lamina propria in both sexes at 197
ma/kq, and erosion in the mucosa in 1
male at 197 mg/kg in the duodenum. As
effects on the urinary system, tubular
basophilia and hyaline casts in both sexes
at 197 ma/kg and in males at 60 ma/kg
were observed in histopathology of the
kidney. As effects on the genital system,
the following changes were noted in
males: small-sized testes and
epididymides accompanying reduced
organ weights at 197 mg/kg and tubular
degeneration/atrophy at 197 mg/kg and
spermatid retention at 20 and 60 mg/kg in
the testis and luminal cell debris and

reduced sperm at 197 mg/kg in the
epididymis. As effects on the
integumentary system, the following
changes were observed in clinical signs:
trauma and/or crust in 1 female at

20 mg/kg and both sexes at 60 mg/kg
and greater and sparse fur and/or loss of
fur in both sexes at 197 mg/kg. In
necropsy, corresponding findings were
observed at 60 mg/kg and greater. In
histopathology, the following changes
were observed at 60 mg/kg and greater:
single cell necrosis in the hair follicles and
ulcer, crust, epidermal thickening, and/or

fibrosis and inflammatory cell infiltration
in the dermis in the skin in both sexes and

atrophy of the mammary gland in males.

As effects on the incisor, whitening of the
teeth in both sexes at 60 mg/kg and
defect of the teeth in 1 male at 20 mg/kg
were observed. In necropsy, white
discoloration of the incisor was observed
at 60 ma/kq. In histopathology, the
following changes were observed: single
cell necrosis in the base area and
unifocal/multifocal degeneration of t
enamel organ in both sexes at 60 m

14




and greater and abnormal dentin
formation, hemorrhage in the sub-enamel
organ tissue, focal lack of the cementum
and hypoplasia of the dentin in both sexes
and gingivitis in 1 male at 197 mg/kg.

At the end of the recovery period, an
increase in platelet count in males and
decreases leukocyte and monocyte
counts in females were noted at 197
mag/kg when compared with the control
group. In addition, the following changes
persisted during or at the end of the
recovery period: tooth abnormalities in
clinical signs and necropsy at 60 mg/kg
and greater, no sperm in urinalysis and
small-sized testes and epididymides
accompanying reduced organ weights at
197 ma/kg, and histopathological
changes in the testis (tubular
degeneration/atrophy), epididymis

(luminal cell debris and reduced sperm),

and incisor (unifocal/multifocal

degeneration of the enamel organ,

abnormal dentin formation, hemorrhage in

the sub-enamel organ tissue, focal lack of

the cementum, and root fracture) in males

and/or females at 197 mag/kag. The

histopathological changes excluding

those in the testis and incisor observed at

ithe end of the dosing period showed
reversibility. Tooth abnormalities
observed in the present study were

considered to be rat-specific changes.

In the toxicokinetic evaluation of

DS-8201a and total antibody, Co and AUC

values generally increased with dose. No

apparent changes were noted after
repeated dosing and no apparent sex

differences were noted in these

parameters. In the toxicokinetic evaluation

of MAAA-1181a, Cmax and AUC values

generally increased with dose. No

apparent changes were noted after

repeated dosing and no apparent sex

differences were noted in these

parameters.

In anti-drug antibody analysis, anti-DS-

8201a antibodies were not detected a

any dose during the dosing or recovegy~/




period.

In conclusion, under the conditions of this

study, tubular degeneration/atrophy was
observed in the testis at 197 mg/kg and
was not confirmed to show reversibility in

the present study, but no animal died,

there was no test article-related severe

change, and general condition showed

reversibility for other changes observed in

the dosing period by the end of the 9-week

recovery period. Therefore, the severely

toxic dose in 10% (STD10) of the animals

was considered to be greater than 197

ma/kg.

GLP compliance: Yes
Study title/number: Intermittent Dose

Toxicity Study in Monkeys Treated

Intravenously with MAAA-1181a Once a

Week for 4 Weeks Followed by a 4-Week

Recovery Period/ SBL315-032

MAAA-1181a monohydrate (payload) was
intravenously administered once weekly
(Days 1, 8, 15, 22, and 29 of dosing, 5
times in total) to cynomolgus monkeys (3
animals/sex/group) at a dose level of 0
(vehicle: physiological saline), 1, 3, or 12
mg/kg. Additional animals

(2 animals/sex) were treated with
MAAA-1181a at a dose level of 12 mg/kg
for 4 weeks and used to assess the
reversibility of the toxic changes after a 4-
week recovery period.

In the 12 mg/kg group, 1 male was
euthanized due to moribundity on Day 12
of dosing and 1 female died on Day 23 of
dosing. Clinical observations in these
animals included vomiting, diarrhea,
lateral position, hypothermia, pale oral
mucosa, and/or suppression of touch
response. Additionally, decreased body
weight and food consumption and/or no
consumption of food were noted. The
abnormal findings were observed in

hematology (decreased in hematocrit J‘
value and lymphocyte count), and blogd/
chemistry (increases in aspartate [ .
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transaminase and alanine transaminase,;
decreases in sodium and chloride).

The following histopathological changes
were observed in these animals:
degeneration/necrosis of cardiac
myocytes in the heart (only in the male),
decreased erythroblasts and myelocytes
in the bone marrow, atrophy of the
follicles and the periarterial lymphatic
sheath in the spleen, atrophy of the
follicles in the mesenteric lymph nodes
and ileac Peyer’s patches, single cell
necrosis, focal necrosis, and increased
mitosis of hepatocytes, bile thrombus and
dilatation of the bile canaliculus, brown
pigment deposition in Kupffer cells in the
liver, and regeneration of the crypt
epithelial cells, single cell necrosis of the
crypt epithelial cells and/or dilatation of
crypt in the small and large intestines. The
cause of moribundity was considered
related to the animal’s deteriorated
clinical condition resulted from decreased
body weight and/or food consumption as
well as lesions of the intestine and bone
marrow.

In the surviving animals, the following
changes that were similar to those noted
in the animals that died prematurely were
noted: decreases in reticulocyte ratio,
atrophy of the follicles in the spleen,
mesenteric lymph nodes, and ileac Peyer's
patches, and single cell necrosis of
lymphocytes in the thymus at =1 mg/kg;
vomiting, decreases in body weight, and
increases in aspartate transaminase at

>3 mg/kg. At 12 mg/kg, abnormal stool,
increases in alanine transaminase, single
cell necrosis in the hepatocytes, and
single cell necrosis of the crypt epithelial
cells in the small intestine were observed.
Additional changes in the animals in the
12 mg/kg group included decreases in
erythrocyte parameters (erythrocyte
count, hemoglobin concentration, and
hematocrit value) and lymphocyte count,
an increase in platelet count, prolongation
and shortening of activated partial
thromboplastin time, increases in

inorganic phosphorus and potassium, 4r
single cell necrosis in the corneal -

y
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epithelium.

No test article-related abnormalities were
noted in urinalysis in any group.

The test article-related changes noted
during the dosing period showed recovery
by the end of the recovery period.

Under the conditions of this study, the
target organs/tissues of MAAA-1181a
included the heart, bone marrow,
lymphatic organs, liver, intestines, and
cornea. The HNSTD was determined to be
3 mg/kg in both sexes based on the
moribundity or death observed at

12 mg/kg

GLP compliance: Yes

Study title/number: Intermittent Dose
Toxicity Study in Monkeys Treated
Intravenously with DS-8201a (Lot No.
HA202) Once per 3 Weeks for 6 Weeks\
SBL315-553

DS8201a (Enhertu, ADC) was
intravenously administered once every
3 weeks (q3w) for 6 weeks (Days 1, 22,
and 43 of dosing, 3 times in total) to
cynomolgus monkeys

(3 animals/sex/group) at a dose level of 0
(vehicle: 25 mmol/L histidine buffer [pH
5.5], 9 w/v% sucrose), 10, or 30 mg/kg.

No animals died or became moribund at
any dose level. No test article-related toxic
changes were noted in clinical signs, body
weight, food consumption, ophthalmology,
electrocardiography, urinalysis, necropsy,
or organ weight.

In hematology, decreases in erythrocyte
count, hematocrit value, and hemoglobin
concentration were noted at 30 mg/kg.

In blood chemistry, increases in aspartate
transaminase, lactate dehydrogenase, and
creatine kinase were noted in males
and/or females at 210 mg/kg.

In histopathological examination, the
following changes were noted: single cell |
necrosis of the crypt epithelial cells in the ] ¥
small and large intestines at 210 mg/kg
single cell necrosis in the hair folliclejt’

i




the skin and at the injection sites;
decreased erythroblasts in the sternal
bone marrow at 30 mg/kg.

Under the conditions of this study, target
organs/tissues of DS-8201a were bone
marrow, intestines, and skin. The HNSTD
was considered to be 30 mg/kg in both
sexes because no severe toxicity was
seen at up to 30 mg/kg.

GLP compliance: Yes

Study title/number: Intermittent Dose
Toxicity Study in Monkeys Treated

Intravenously with MAAL-9001 (Lot No.
MAAIOI-1) Once per 3 Weeks for 6 Weeks\
SBL315-143

MAAL9001 (unconjugated antibody) was
intravenously administered g3w for

6 weeks (Days 1, 22, and 43 of dosing, 3
times in total) to cynomolgus monkeys at
dose levels of 0 (vehicle: 4.2 mmol/L
histidine buffer [pH 6.0], 10 w/v%
trehalose, 0.0085 w/v% polysorbate 20),
and 78.8 mg/kg. Each group consisted of
3 animals of each sex.

There was no test article-related death or
moribundity, and no test article-related
abnormalities were noted in the
investigations of clinical signs, body
weight, food consumption, ophthalmology,
electrocardiography, urinalysis,
hematology, blood chemistry, necropsy,
organ weight, or histopathology.
Therefore, NOAEL was determined to be
78.8 mg/kg.

GLP compliance: Yes

Study title/number: Intermittent Dose
Toxicity Study in Monkeys treated
Intravenously with DS-8201a Once per

3 Weeks for 3 Months Followed by a
3-Month Recovery Period/ SBL315-526

In a 3-month intermittent-dose (Q3W)
toxicity study of DS-82071a in monkeys

(dose levels: 0, 3, 10, and 30 mg/kg), no e,
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and increases in AST, lactate
dehydrogenase, and creatine kinase were
noted at 30 mg/kg. The target
organs/tissues of DS-8201a were the
bone marrow, kidneys, small and large
intestines, testes, skin, and lungs, similar
to those in the 6-week intermittent-dose
toxicity study. No deterioration of toxic
changes or no newly observed changes
were seen by the extension of the dosing
duration.

All changes observed during the 3-month
dosing period, except for those in the skin
(epidermal pigmentation) and kidney
(changes in the proximal tubules), showed
recovery or a tendency toward recovery by
the end of the 3-month recovery period.
None of the test article-related changes
suggested severe toxicity, and the HNSTD
of DS-8201a was determined to be

30 mg/kg in both the 6-week and 3-month
studies, which was the same as that in the
6-week intermittent dose toxicity study of
MAAA-1181a (DS1).

GLP compliance: Yes

3) Genotoxicity:
in vitro

Study title/number: Bacterial Reverse

Mutation Study of MAAA-1181a\

SBL315-617

A bacterial reverse mutation study of
MAAA-1181a was performed with 4
Salmonella typhimurium strains (TA100,
TA1535, TA98, and TA1537) and an
Escherichia coli strain (WP2uvrA).
MAAA-1181a monohydrate was dissolved
in dimethyl sulfoxide (DMSQ). On the
basis of the results in a dose range-finding
test, 5 dose levels were set for each
bacterial strain in either the absence or
presence of a metabolic activation system
(rat liver 9000 g supernatant [S9] mix) in
the main test; the overall dose levels
ranged from 313 pg to 5000 pg per plate
(calculated as MAAA-1181a). In addition,
a negative control (DMSO) and positive
controls (4 nitroquinoline 1-oxide, sodium
azide, 9-aminoacridine hydrochloride J
monohydrate, or 2 aminoanthracene) wefe} -
included. 7
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The results showed no increases in the
number of revertant colonies in any group
treated with MAAA 1181a for any bacterial
strain tested, regardless of the absence or
presence of the S9 mix. In conclusion,
MAAA 1181a was considered to have no
potential to induce gene mutation in this
test system.

GLP compliance: Yes
Study title/number: Chromosome

Aberration Study of MAAA-11817a with
Mammalian Cultured Cells\ SBL315-618

A chromosome aberration study of
MAAA-1181a was conducted using
mammalian Chinese hamster lung cells.
MAAA-1181a monohydrate was dissolved
in DMSO. On the basis of the results from
the dose range-finding test, cells were
treated with 0.0125 pg to 3 pg/mL of
MAAA-1181a in either the absence or
presence of a metabolic activation system
(S9 mix). In addition, a vehicle control
(DMSO0) and positive controls

(mitomycin C and cyclophosphamide
monohydrate) were included. In the
short-term treatment groups, the cells
were treated for 6 hours followed by an
18-hour recovery period, and in the
continuous treatment group, the cells
were treated for 24 hours. Based on the
results of the cell proliferation ratio,
chromosome aberrations were evaluated
in cells treated with 0.05, 0.1, 0.2, and

0.4 pg/mL for short-term treatment in the
absence of the S9 mix, 0.05,0.1,0.2, 0.4,
and 1 pg/mL for short term treatment in
the presence of the S9 mix, and 0.0125,
0.025,0.05, 0.1, and 0.2 pg/mL for
continuous treatment.

MAAA-11817a did not increase the number
of cells with numerical chromosome
aberrations in any treatment condition.
However, MAAA 1181a increased the
number of cells with structural
chromosome aberrations in a dose-

dependent manner in all treatment
conditions.




In conclusion, MAAA 1181a was
considered to have the potential to induce
structural chromosome aberrations in this
test system.

GLP compliance: Yes

in vivo (including supportive toxicokinetics
evaluation)

Study title/number: Micronucleus Study in

Bone Marrow of Rats Treated

Intravenously with MAAA-1181a\

SBL315-756

A micronucleus study of MAAA-1181a
was performed in male Crl:CD(SD) rats.
Based on the results of a preliminary test,
MAAA 1181a monohydrate dissolved in
physiological saline was intravenously
administered once at dose levels of 0,
0.025, 0.05, 0.1, and 0.2 mg/kg (calculated
as MAAA 1181a). Bone marrow was
obtained for the evaluation of
micronucleated immature erythrocytes
(MNIEs) at 24 hours after administration.
Five male animals were used for each
group. The number of MNIEs and the
proportion of immature erythrocytes (IEs)
were examined. In addition, a negative
control group (treated with physiological
saline) was included, and preserved
positive control specimens were used as
the positive control.

No abnormal clinical signs were observed
at any dose levels. No statistically
significant change in the body weight was
observed in any group treated with MAAA-
1181a when compared with the negative
control group. A statistically significant
increase in the number of MNIEs was
observed at >0.05 mg/kg when compared
with the negative control group. No
statistically significant change in the
proportion of IEs was observed in any
group when compared with the negative
control group. In conclusion, MAAA 1181a
was considered to have potential to
induce micronuclei in this test system.

GLP compliance: Yes

4) Carcinogenicity:

In compliance with ICHS6 R(1) and ICHSO,}251

and based on the mode of action of #1&

cytotoxic payload, carcinogenicity g udi

‘I*:
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have not been conducted and are
considered not required for this patient

population.
Long-term studies N/A
Short- or medium-term studies N/A

Additional studies

5) Reproductive and Developmental
Toxicity:

Reproductive and developmental toxicity
studies have not been conducted and are
not considered necessary in accordance
with industry standards and ICHS6R(1),
ICHS5R(3) and ICHS9. Since the MOA of
the payload is cytotoxicty to actively
dividing cells, then it is considered that
Enhertu will be reprotoxic without the
need to conduct confirming studies.

Fertility and early embryonic development

N/A - see above

Embryotoxicity

N/A - see above

Prenatal and postnatal toxicity

N/A — see above

Studies in which the offspring (juvenile
animals) are dosed
and/or further evaluated

N/A

6) Local Tolerance

No local tolerance studies have been
conducted. Local irritation following the
intravenous administration of DS 8201a
was evaluated in intermittent dose toxicity
study in the pivotal cynomolgus monkey
study (and non-pivotal rat studies). As a
result of macro- and microscopic
examinations at the injection sites, there
were no DS-8201a related findings
suggestive of irritative effects at up to the
highest dose levels tested.

7) Additional Toxicity Studies:

Antigenicity (production of antibodies) [N/A
Immunotoxicity N/A
Mechanistic studies N/A
Dependence N/A
Metabolites toxicity N/A
Impurities toxicity N/A

Other

Tissue Cross-reactivity

Study title/number: A Tissue Cross-

Reactivity Study of DS-8201a with Human

Tissues\ 20064734

The potential tissue cross-reactivity of DS-
8201a was evaluated using a normal
human tissue panel (38 tissues).

DS-8201a or a human IgG1k (isotypeq{_{,
e

control article) was applied to a full pang
[}




24

of normal human tissues from at least 3
separate individuals at 2 concentrations
(1 and 10 pg/mL) and
immunohistochemically detected using a
biotinylated anti-human IgG precomplex
method. An NCI-N87 (human gastric
cancer) cell xenograft was used as a
positive control sample and an MDA-MB-
468 (human breast adenocarcinoma) cell
xenograft was used as a negative control
sample.

Specific DS-8201a staining was observed
in the cytoplasm and/or cell membrane of
syncytiotrophoblasts and decidual cells in
the placenta at 1 pg/mL or more. Specific
staining was also observed in the
cytoplasm of epithelial cells in multiple
human tissues including the breast, cervix,
colon, fallopian tube, kidney, ocular lens
fibers, pancreas, parathyroid, pituitary,
prostate, salivary gland, skin, small
intestine, stomach, thymus, thyroid, tonsil,
ureter, urinary bladder, and uterus-
endometrium. However, the biological
relevance of cytoplasmic staining is low
because the antibody is not able to
access to the cytoplasmic compartment
directly in vivo.

GLP compliance: Yes

Study title/number: A Tissue Cross-
Reactivity Study of DS-8201a with
Cynomolgus Monkey Tissues\ 20069107

The potential tissue cross-reactivity of
DS-8201a was evaluated using selected
cynomolgus monkey tissues (bone
marrow, brain, heart, intestines, kidney,
liver, lung, skin, spleen, and testis).

DS-8201a or a human IgG1k (isotype
control article) was applied to the
cynomolgus monkey tissues from 3
separate individuals at 2 concentrations
(1 and 10 pg/mL) and
immunohistochemically detected using a
biotinylated anti-human IgG precomplex
method. An NCI-N87 cell xenograft was
used as a positive control sample and an

negative control sample.

Neither membranous nor cytoplasmigf?

MDA-MB-468 cell xenograft was used a;,{é"ff




staining was noted in the cynomolgus
monkey tissues tested. No staining on the
cell membrane in the selected
cynomolgus monkey tissues was
consistent with the results obtained for
the corresponding human tissues.

GLP compliance: Yes
Phototoxicity

Study title/number: In vitro 3T3 NRU
Phototoxicity Test with MAAA-1181a\
SBL315-101

The potential phototoxicity of
MAAA-1181a was evaluated using in vitro
Balb/c 3T3 mouse fibroblasts. The
highest concentration was determined to
be 25 pg/mL based on the results of the
dose range-finding test, and 8
concentrations of MAAA-1181a ranging
from 0.195 pg/mL to 25 pg/mL were
tested. For evaluation of phototoxicity, the
cells were exposed to 5 J/cm?2 of
ultraviolet A (UVA) irradiation using
sunlamps (1.70 mW/cm? for 50 minutes).
Chlorpromazine hydrochloride was used
as a positive control.

In cells treated with the test substance,
the half maximal inhibitory concentration
(IC50) for cell viability could not be
determined in the absence of irradiation,
and the IC50 value was determined to be
2.356 pg/mL in the presence of
irradiation. Therefore, the photo irritation
factor could not be calculated.

MAAA-1181a was categorized as having
phototoxicity because the mean photo
effect was 0.432, which was greater than
0.15 as the positive criteria.

In conclusion, MAAA-11817a is considered
to be phototoxic under this study
conditions.

GLP compliance: Yes

Study title/number: Single Dose
Phototoxicity Study m Pigmented Rats

Treated Intravenously with

MAAA-1181a\SBL315-450

The potential phototoxicity of MAAAf
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1181a was evaluated in an in vivo
phototoxicity study using male
lar:Long-Evans pigmented rats

(5 rats/group). The high dose level was
set at 3 mg/kg, at which there was a
sufficient margin of exposure compared
to the expected clinical dose.
MAAA-1181a monohydrate was
intravenously administered at dose levels
of 0, 1 and 3 mg/kg (calculated as
MAAA-1181a) followed by a single
exposure to UVA irradiation (10 J/cm?2) at
0.5 hours after dosing. The animals in the
positive control group received
8-methoxypsoralen by oral gavage at a
dose of 20 mg/kg. The animals in the
negative control group received
physiological saline in the same manner
as the test article. Two additional groups
(4 rats/group) were established for the
evaluation of plasma concentration levels
of MAAA-1181a at 0.5 hours after dosing
(at the beginning of UVA irradiation). The
animals were observed for clinical signs,
and the following investigations were
conducted: body weight measurements,
macroscopic examinations of skin
reactions, auricular thickness
measurements, and macroscopic
examinations of the eyes.

In the negative control group, no
phototoxic reaction was noted in any of
the examinations. There were no
MAAA-1181a treatment-related
abnormalities in clinical signs or body
weight change during the 3-day
observation period. No abnormalities
related to treatment with MAAA-1181a
and UVA irradiation were observed in the
macroscopic examinations of skin
reactions, the auricular thickness
measurements, or the macroscopic
examinations of the eyes. The evaluation
of plasma concentration levels
demonstrated that the rats had been
adequately exposed to MAAA-1181a at
the time of UVA exposure. The highest
dose (3 mg/kg) provided a plasma
concentration of MAAA-1181a
(90.5 ng/mL), at which there was a

sufficient margin of exposure
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(approximately 13) compared to the
recommended clinical dose {Study
DS8201-A-U201, maximum plasma
concentration [Cmaxl at 5.4 mg/kg: 7.2
ng/mL). In the positive control group, clear]
| signs of phototoxicity were observed in
the clinical signs, the macroscopic

| examinations of skin reactions, the
auricular thickness measurements, and he
macroscopic examinations of the eyes.

In conclusion, MAAA-1181 a had no
phototoxic potential in pigmented rats
under the conditions of this study.

GLP compliance: Yes

5. Preclinical study conclusions In conclusion, DS-8201/Enhertu, has
shown the anticipated toxicity profile of a
opoisomerase | enzyme inhibitor on
actively dividing cells in the
pharmacologically relevant cynomolgus
monkey. Reversible heamatology effects
and testicular changes are commonly
reported with this class of cytotoxic agent.
No effects have been observed on any
safety pharamcology parameters such as
CNS, CV, respiratory or renal function.

Lung histopathology findings have been
identified in monkeys and although safety
margins and a NOAEL were determined in
the monkey, they are considered to be
similar to ILD reported in patients. Based
on the cytotoxicty mode of action of the
payload (MAAA1181a ) DS-8201/Enhertu
is considered to be reprotoxic /embryo
toxic. However a clear benefit vs risk
exists for the intent to treat cancer

population.
Applicant (registration
certificate holder) . //{ f,,, 4™ Dec 2020
(sign )
| T ayss  HAQRLC
. (fuliname) ‘

{Procedure amended by new annex 29 according to MoH Ukraine Order No 1528 of 27.06.2019 }




Honartok 29

J10 TTopsiziky NpoBesIeHHs eKCTIepTHRHN
peecTpauifiHuX MaTepianiB Ha NiKapebKi
3ac00M, 1110 NOJIAKTHCH Ha JACPKABHY
peecTpauito (nepepeecTpauito), a Takox
eKCrepTU3u MaTepiaiie mpo BHECCHHS
3MiH /10 peecTpaltiiHux maTepiaiis
NPOTArOM il peecTpatiiinoro
nocBigueHns (myHkT 4 poszainy V)

3BIT PO TOKIAIHIMHI JoC/H/IKe "

1. Hasga nikapcbkoro 3acody (3a naserocti,  |[Enxepty” (TpacTysymab mepykcrekan)
HOMEP peccTpauiitHoOro NOCBIIYEHHA):

1) TUN JKapcLKOro 3acody, 3a KM Jlikapebkuii 3acid i3 MOBHUM loche (camocTiline

npooaniacs ado NAaHyeThes peecTpallis nocke). [Hwmi nikapebkuii 3acid. Hopa aitoua
peyoBHHA

2) npoBeJieH] JIOCTIIKEeHHS x Tax Hi axuo Hi, obrpynTyraty

2. Mdapmakonorii: DS-8201a, Takox BioMuil AK TpacTy3ymad

nepykerekad (EHrepTy), € KOH 1oraTOM aHTUTINA 3
nikapchkum 3acodom (ADC), Hauinenum Ha
peuenTop JHACLKOro eniiepMalbHoro (Gakropa
pocty 2 (HER2), mo cknapaerbes 3 anti-HER2
anturina, MAAL-9001 i inriGiTopa
ronioizomepaszu I, MAAA-1181a, 38'93aH0T0 Mk
00010 PO3IIETITIOBAHNM JIHKEPOM Ha OCHOBI
nentuiy. MAAL-9001 — e MoHOKIIOHANLHE
pekoMOiHaHTHE r'yMaHi30BaHe aHTUTINO TTPOTH
imynornodyniny HER2 G1 (IgG1)K, sike mae Taky
DK aMIHOKHCIIOTHY TOCIIIIOBHICTD, 110 i
TpacTy3ymad. MAAA-1181a € noxianum
eK3aTeKkaHy, SKHi YHHUTH THTIOITOPHY JLito Ha
roroizoMepa3sy .

1) Tleprunna dapmvakoarnamMika TpacTy3ymab nepykcrekan crieuudivuio

3B’ A3YETHCS 3 Mo3akniTUHHHUM fomenom HER2 i ne
3B’ A3Y€TbCA 3 IHIUMMU Oinkamu poaunn HER. 1le
OyIJ10 MATBEPKEHO IMYHODEPMEHTHUM aHali30M
(ELISA) 3 BuKopHCcTaHHAM peKoMOIHAHTHUX
Oikig. KpiM TOro, OCKUILKY 31aTHICTD
3B’A3yBaHH JIEPYKCTEKaHy TpacTy3symady 3 HER2
Oyra nMopiBHAHHA 31 3IATHICTIO 3B’ A3yBaHHS
MAAL-9001, xon torauis MAAA-1181a3
MAAL-9001, oueBuiHO, HE BIJIMBaE Ha 3J1aTHICTh
3B s3yBaHHd MAAL-900. PesynbraTn in vitro
NTOCTIIKEHB TIPUTHIYEHHA POCTY KIIITHH.
[MPOBEJICHUX 3 BUKOPUCTAHHAM KIJILKOX JIHIH
PaKOBHMX KIITHH, NOKa3alK, 1O TpacTyzymad
nepykcrekan Mae Oinbl NOTYKHUI edekT
npurnivenns pocty HER2-nosurusnux kinimun,
Hioxk MAAL-9001, mo ceigunTh npo Te, 1o

kon torauist MAAA-1181a nocuinoe npurHideHHs
pocTy TpacTy3yMab aepykcrekanom. Kpim Toro.
HE CIoCT LplI‘dJIOCH npuereHHa pocTy HI:Rq




Tak camo, KoJin JIOCTKYBAN NPOTHITYXINHHY
Utito TpacTy3yMad AepyKCeTeKany (1 vivo Ha Mojeni
Myt 3 nyxnudoro HER2-nosntuehol knitnnuol
it paky uyeka (NCI-N87), 0yvio
MATBEPIKEHO. 10 TPACTy3yMad JIepy KCTekaH
JIEMOHCTPYE NOTYIKHY, 10303a/1CKHY
MPOTUIYXIMHHY 110 3 PErpecicio My Xy i, 1o
s Jig Oylia HaBiTh CHIILHIWOI0, HIK ¥ MAAL-
9001. TpacTyszymad JepyKCTERAH TAKOXK BUABUB
NPOTHMYXIMHHY 110 Y MOAETI MHLLII 3 NIYXITHHOKO
KJITHUHHOT HIT paky MOJIOYHOT 371031 JIH0ITHN

(KPL-4).

Kpim Toro, Tpacty3ymad aepykerekan
MPOJICMOHCTPYBAR OUTLIL MTOTYIKHY
HPOTUITYXIIMHHY 1), HIJK TPacTy3ymMad eMTaH3HH
(T-DM1; Kagunna®™). inmmis ADC na ocnosi
rpacty3ymady, cXBaleHNit Ha AeAKUX pUHKaX s
mikyBaHHs TeBHIX HER2-mo3uTuBHIX BUAIB paky
MOJIOYHOT 3A103H, Y HABEACHUX HIKYE MOJeNIX
KCceHOTpaHCTaanTaTa Mueii:

I. HER2-nozutueHa Mo1e/lb KCeHOTpaHCTLIanTarTa
(PDX) nauienra 3 pakom mMosnounoi sanozu, CTG-
0708;

2. Mojienh KCEHOTPaHCTIaHTaTa AllicHTa 3 PAKOM
MOJIOUHOT 3271031 3 HU3BKUM piBHEM eKcrnpecil
HER2, CTG-2308;

3. Tpacrysymad-pesucrentHi HER2-nozutngni
KJTUHW paky MOJ0uHOT 3a103u JIMT-1;

4. HER2-no3utueha Mozienb KceHoTpaHenaanTaTa
(PDX) nauicnta 3 pakom winynka, NIBIO GO16;

5. HER2-reteporenna monens
KCCHOTPAHCTIIAHTATA PAKY UUIYHKA, 110
cknanaetTbes 3 HERZ2-nosutusunx (NCI-N87) i
HER2-nerarusnux (MKN45) kaitun paky.

2) Bropunna japmaxkounamika

Y A0oCHiDKeHHAX Mexani3My il TpactysyMad
epyKCTeKkany Oyno niATBepaKeHo. 110
rpacTy3ymad AepyKCTeKaH Mac 0NnocepeakoBany
HER2 iuribitopny aito na docdopumosanus Akti
AHTUTI03ANICKHY KIHTHHHY LHHTOTOKCHYHY
(ADCC) akTUBHICTB, a TAKOXK OVII0 MATBEPIKEHO,
1110 BiH CIIPUUHHAE MOUIKOLMKEHHS
mesokeupubonykneinosoi kucinorn (JIHK) i
IHJIYKY€ anontos — e(hekTH. sKi. 9K TIPHITVCKAlOTh,
¢ pezyabratom MAAA-T181 a. o snnnTs
IHFIBITOPHY 110 Ha Tonoizomepasy |
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Takiy HHHOM, BBAKAETHLCA, 10 TpacTy3ymMad
nepvicrekan aemoncTpye HER2-cneundivune
HNPHPHIMEHHSE POCTY KJHTUH | TPOTUNYXIMHHY 1§10
3aB/IAKH HOBOMY MEXaHI3MY i1, AKUI MOEAHYE
(bapmakonoriuny aktneHicts MAAL-9001,
KOMTIOHEHTA aHTHUTINA, 3 akTUBHICTIO MAAA-
I181a. npenapaty, U0 BUBIIBHAETHLCH 3
TPACTY3YMAD JicpyKCTEKany.

3) dapmakosioris Gesnexn

OcHOBHI papMaKONOTIMHI AOCTIIKEHHs Oesnekn
BI/INORIAIOTE TAIy3€BUM CTaHOApTaM i
MPOBOAATRCS 3TIAHO 3 pekoMenaauisimu ICHS6
R(2).

Hazpa/novep jocnijukerna: MapMakoJloriyge
nociijukenns 6esnekn MAAA-1181a Ha kananax
hERG v knitunax CHO, Tpancdikosanux hERG/
SBI.315-029

Y xnituaax CHO., tpancdikosannx hERG,
MAAA-1181a ne BIIWMBAB HA CTPYM KaHATy
hERG y konuenrpauisx 1o 10 MmxkMons/n
(npudanzno 5000 ur/mn).

Bianosianicts sumoram HIITT: Tak

Hazsa/nomep Jlocnijukenns: Papmakoioriyne

JL0CIJUKeHHs 06e3neKu sl cepLeBO-CYAMHHOT,

nuxaibiol cucteMmu Ta LIHC v magn. axi
OTPUMYBAJIN B/B NikyBanua DS-8201a\ SBL.315-
061

V (papmakonoriuHoMy pociijpkenni 6esnekn Ha
MaBIax. AKi OTPUMYBAITH OHOPA30BY B/B J103Y
[DS-8201a, He criocTepiranocs BIJIMBY Ha CepLEBO-
CYINHHY CUCTeMY, IMXaneHy cucremy adbo LIHC
npw aozax jgo 78,8 MI/Kr, MakCcUMallbHO

Aoy CTHMaA J103a.

Binnorianicts Bumoram HII: Tax
MapMako;10riuHi KiHUEBl TOYKH Ge3NeKn Takox

BHBYAIN B TOKCHKOIOTITHUX AOCHTIIKEHHSIX,
NPOREICHUX Ha (hapMAKOJIOTIYHO 3HAYYLIOMY BH/1i

Teapii — Makaka xpaboinnmnii.
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Hazsa/HoMep socaimxkenns: Jocnixenns

TOKCHYHOCTI IHTEPBaJbHOI 1031 Ha MaBMax. SKUM

-

geoauan DS-8201a B/B, 0AMH pa3 HA 3 THIKHI

MpoTaroM O THIKHIB 3 HACTYITHUM O-THKHEBHM

nepiojioM BiiHOBAeHHs\ SBL.315-031

Y 6-1'Irl':{\'HEBOM}’ ,ﬂOCHiIDKEHHi TOKCHYHOCTI
iHTepBanbHOI 1031 (q3w) DS-8201a na masnax
(Makaka kpaboiunuii), Oye oOpannii HaliBHILAIL,
MaKCHMAaJILHO JIONYCTUMHIL piBEHb 1103H1, 3
BpaXyBaHHAM TEPEHOCHUMOTO 00’ €My A03YBaHHA Ta
KOHLEHTpauil npenapary. Biarak, no3u ans g/s
BBEJICHHA MpenapaTy BKa3aHOMY BHY MaBil
ctanosun 0, 10, 30 1 78,8 mr/xr. Onna camka
nomeprna npn 1031 78,8 mr/kr. Y uiel MmaBnu
BHABIIN KHIIKOBY TOKCHYHICTb, TOKCHUYMHICTD JUTS
KPOBOTBOPHHMX OpraHiB, WIKipH Ta HUPOK.
[TpuunHO0O cMepTi BUABUIOCS MOTipLICHH
KJITHIYHOTO cTany. ske 0yl10 Nor’s3aHe 3i
SHMKEHHAM MacH Tijla Ta CNOKHBaHHA 1K, a
TAKOXK TOKCHYHICTIO KICTKOBOI'O MO3KY Ta
KHLIKOBOIO TOKCHYHICTIO. Y TBApHH, LLIO BIDKHIN,
Oyna BUABIEHA KMIIKOBA TOKCHYHICTD MpH

=10 MI/Kr 1 TOKCUYHICTD JUJIs1 JIEFEHD, S€Y0K |
wkipu npu =30 mr/kr. KpiM Toro, TOKCHUHICTL 113
OpraHiB KPOBOTBOPEHHS Ta HUPKOBA TOKCHYHICTb,
A Takok nopyuieHns nokasuukis EKI
(ckopouenns inTepsany PR Ta nogosxkenns
intepeany QT, ckopurosani 3a popmynoto bazerra
[QTc]) Oyan Buassieni npu go3i 78,8 mr/kr. 11i
MOPYILICHHS, 32 BAHATKOM JIET€HeR0T Ta 1IKipHOT
TOKCHYHOCTI (MirMeHTawir), 3HUKanu nicis 6-
THKHEBOTO MEPioy BiTHOBAEHHA. Takum yHHOM,
BUXO/SHH 3 JIETAILHONO CTaHY Ta KPUTHUHHOT
flereHeBoT TOKCHUYHOCTI (Hanpuknaji,
EHTepCTHuiaJ'leOFO 3anajieHHs Ta/abo
ATLBEONAPHOrO HAOPAKY) Y TBApHH, 110 BHIKHIIH,
npu 1031 78,8 Mr/kr, y jocnijpkeHHi marn 6viio
'3]306”#’.’"0 BHUCHOBOK, 10 HalBULIA HE JIYKE
rokcnuna aoza (HNSTD) npenapary cranoBuia
30 mr/kr.

Bianosianicts Bumoram HIIT: Tax

4) dapmakoaunaMivugi Bz3acMoail

H/3

3. bapmakokineTHra:

ol



) AHamTHuHi METOAMKH Ta 3BITH 1010 TX
BasTi1ait

Homepn gocniaxens: PRD14-112, PRD14-050,

PRID14-051. PRD14-054. PRD14-055, PRD14-

247, PRD14-248. PRD14-052, PRD14-053.

PRD14-091

DS-8201a Ta 3aranbhi KOHUEHTPALIT aHTHTIN V
naazMi MILel, WypiB i MaBI BU3HAYATN 34
JIOTTIOMOTO10 BaliI0BAaHUX aHaI3IB 3B A3yBalis
tiranay. Konuenrpauii anturin npori DS-8201a
Ta autuTia npotn MAAL-9001 y nurasmi urypis i
MaBM BUMIPIOBATH METOI1aMH
elleKTpoXeMimoMitectieHTHoro ananizy (ECLA).
Konuentpaniit MAAA-1181ay 3pazkax BH3Havamm
BasTi I0BAHUMI METOaMH PiARHHOT XpoMaTorpadii
3 TaHAeMHOI0 Mac-criekTpomerpicto (LC-MS/MS).

2) BemoxTyBanHs

Hasga/nomep jlociipkenns: @apMakoKiHeTHUHE

ocnijuxends DS-8201a nicis oi1HopazoBOro B/B
BBEJCHHS caMLisAM MaBn Buay Makaka
Kpaboinuuii/SBL315-043

Y maBn Uy Makaka kpaOGoiinuii, nicus
0IHOPa3zoBOro B/B BeedcHHs DS-8201a (8in 0,1 oo
3 Mr/kr) konuenTpauis DS-8201a B nnasmi
SHILKYBanacs eKCnoHenliainbHo, a nitoia nij
KPUBOIO «KonuenTpauia-gacy (AUC) DS-8201a
30inLIyBanaca Okl HiK nponopuiiino nosi. CL
DS-8201a (Bin 14.0 no 55,7 ma/noby/kr) oys
BHAYHO HIKHUM, HIK TUTR3MOBHI TOTIK Y nevinui,
i CL 3menuyBascst 31 3611LMeHHAM 1031, 110
CBI/TTHTL TIPO 1ib-0T10CEPEIKOBAHE BUBEICHHS,
Obcar poroainy y pisHoBaxkHoMY cTani (Vss)
(Bin 30,6 1o 55,4 Ma/kr) 6y GauzbkuM 110 00" eMy
mnasmu. Sk DS-8201a, Tak i 3aransHe auTuTiNo,
TOOTO CyMa KOH HOrOBAHUX | HEKOH FOrOBaHUX
anTuTin, nokazann cxowi MK npodini, mo Brasye
Ha Te, 1o 0inbiicTh BeeaeHoro DS-8201a
LIMPKYTIOE B T171a3Mi ik KOH 10ratT anTuTina 3
tikapebkoto pevosnoto (ADC). Pisni MAAA-
1181a B nuiazmi kpoBi Oy1H 10CHTL HU3LKHUMHU
(MoJispHe criBRiiHOWEHHA: puGIusHo 1:400)
NOpiBHAHO 3 piBHAMK DS-8201a Ta 3aransunx
anTuTin. Koauux antutin o DS-8201a v skoaHoi
TBAPHHU BUABICHO HE OYIIO0.

Hassa/nomep gocaipkenns: DS-8201a 1 paz va 3
THYKHI, TIPOTATOM 6 THIKHIB 3 1T0JAJbLINNM 9-
THIKHEBUM T1€pioaoM BiaHosnenusn SBL315-030

ToxcukoxineTwuni napaverpn (TK) DS-8201a,
saraibHoro antutina ta MAAA-1181a ouintoBanu
B OC/IIKeHHT TokcmiHocTi DS-8201a 3
IHTEPBAILHIM BBEACHHSIM O-THAKHECBOT J1031 (O1MH
pa3 Ha 3 TIoKHI [q3W]) mIIsSxoM nposeaeHHn B/B
omocHol 10 ekl 3nauenns Cota AUC 4 DS-
8201a Ta 3aranbHOTO aHTUTIIA 3araioM
30IMBLIIYBATHCA PA3OM 13 I03YBaHHAM Y Jianasoni
Bia 20 Mi/kr 10 197 mr/kr. 3radenns Co, i
AUCw ans MA AA-1 ISIa TAKOXK 3a3BwIau
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JKOAHMX SBHUX 3MIH [1CH3 TOBTOPHOTO BBEACHHS
1031 Ta OV/1L-AKIX SBHUX CTATEBUX BIAMIHHOCTEI
V TOKCHKOKIHETHYHUX MapaMeTpax TBapiH He
ciiocTepiranocs. AutuTina o DS-8201a nporsrom
Nepioay 103yBaHHA ado BIIHOBICHHS Y KOAHOT
FBAPHHI BUSBICHI He Oynn.

Hazga/nomep nocinikenns: Jlocnipkenns
TOKCHYHOCTI IHTEPBAIbHOI 1031 Ha UIypax. SkUM
B/B BBOAMIN MAAA-1181d 01MH pa3z HA TWKJIEHb,
NPOTAroM 4 THHKHIB 3 NOAANbIIHM 4-THXKHEBUM
nepiogom BijiHoBeHHs\ SBL315-026

TK napamerpu MAAA-1181a ouivtoBanu B
sinnosigHoMy HJITT nocnimskeHHi ToKcHuHOCTI
IHTEPBANLHOT 1031 (0MH pa3 Ha THAKIEHE)
MAAA-1181a wnaxom nposeeHHs B/B 60OJIOCHOT
i1’ exuii. 3nauenns Cop ta AUC g 1na MAAA-

I 18 1a 3assuuaii 30bI0YBANIMCS pa3oM i3
KOJTMBaHHAM /1034 Bia 3 Mr/kr no 30 mr/kr. ¥
TOKCUKOKIHETHHHUX NapaMeTpax TBapuH He
CTIOCTEPITANOCH KOJAHUX ABHUX 3MIH YH CTATEBHX
BIZAMIHHOCTEH 11CHs TOBTOPHOTO BBEIEHHS J103H.

Hassa/nomep socnijokends: JlocnijazkeHnsn
[TOKCHYHOCTI IHTEPBAIBLHOT JIO3W Ha MaBlax, SKUM
B/B BBO MM MAAA-1181d onun pas Ha THXKJIEHE,
HPOTArOM 4 THAHIB 3 HACTYNHUM 4-THIKHEBUM
repiojioM BiiHoBIeHHs\ SBL315-032

K napamerpn MAAA-1181a ouiHtoBanu B
sianosigHomy HIITT nocnimkenni nepioanyHor
FOKCHYHOCTI (0MH pa3 Ha THxAeHb) MAAA-
118 1a wnsxom nporeieHHs B/B DoNtOCHOT iH eKILiT,
Snavuenns Co ta AUC 3 nns MAAA-1181a
3a3BHYail 3010bUYBATHCH Pa30M 13 KOJHMBAHHAM
no3u i | mr/kr o 12 mr/kr. V
TOKCHKOKIHETHMHIX MapaMeTpax TBapuH He
CTIOCTEPITANIOCH JKOINHUX ABHUX 3MIH Micas
NOBTOPHOTO BBEJICHHA 1031 Ta OYAb-AKNX ABHHUX
CTAaTEBUX BIJIMIHHOCTEN.

Haspa/nomep nocnimkenns: JlocmimkeHns
[TOKCHYHOCTI IHTEPBAJILHOT 1031 Ha HIypax, AKUM
B/B BBOAWIN MAAL-9001 (Homep naptii MAAIOI-
1) 011K pa3 Ha 3 THKHI, TPOTATOM 6 THKHIB\
SBL315-144: JlocnigkeHHs TOKCUYHOCTI
IHTEPBAILHOT /1031 HA MABMNAX, SKUM B/B BROJIMIH
MAAL-9001 (nomep maptii MAAIOI-1) onun pas

Ha 3 THKHI. nipoTaroM 6 TuxkHis\ SBL315-143
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'K napametpn MAAL-9001 ouinioanm B
sinosiaHnx HIITT 6-TskHeBUX J10CHiIKEHHAX
TOKCHUYHOCTI IHTEPBaIbHOT 1034 (q3w) MAAL-
9001 y utypis i Masn By Makaka kpaboinumii
LASXOM [1POBE/ICHHS B/B DOIOCHOT 1H € K1LiT.
JKOHHX SBHUX 3MIH THCHA MOBTOPHOTO BBEACHHSA
U1031 Ta OY/1b-sKNX SBHUX CTATERUX BIIMIHHOCTE
Y TOKCMKOKIHETHHHHUX NapaMeTpax TBapHH He
criocTepiranocs.

[1in vac gocniuKeHHs Ha Ly pax, aHTUTLIa 110
MAAL-9001 He Oyau BUABNEHT Y 3KOJHOT
rBapuHK. Y Toit vac sk anTutino anti-MAAL-9001
OV710 BUABNIEHO B | caMK1 MaBTH B TPy

78,8 mr/kr na 43-ii aenb J103yBaHHA; JKOJHOTO
srinney Ha TK napamerpu e cnocrepiranocs.

3) Poznojin

Hassa/HoMmep nocnipxkenns: Konuenrpaitis

DaJ1i0aKTHBHOCTI B TIIa3Mi, BUIINIEHHS

PallioaKTHBHOCTI 3 cevuero Ta dekalisiMi Ta

aropaziorpadyis BCbOro Tijla Micis 0JIHOPa3oROIo

B/B BBenenns ['H]-DS-8201a camusm maen\ AL-

7543-G; KoHlieHTpallis pajlioakTUBHOCTI B 11J1a3Mi.

BULIJIEHHS PaJli0aKTHBHOCTI 3 cevero Ta (pexanisMu

ra_KiJibKicHa agropajiorpadist BCLOro Tijia niciis

0/IHOPA30BOTO B/B BBEJICHHA | '4C|-DS-‘E201 a
camusm MaBn\ AE-7542-G

[Ticiis 0IHOPA30BOTO B/B BEJICHHS YH-DS-8201a
(6,4 MI/Kr), KOMNOHEHT aHTUTIN AKOro Oys ‘H-
Mivennii, aGo *C-DS-8201a (6.4 mr/xr),
nikapchkuii koMnonenT axoro Gys 'C-mivennii, y
Buy Makaka kpaboignwii Halipuma
paioaKTHBHICTL CrIOCTEpiranacsa B Kposi
HPOTATOM NEpiojly JIOCHIJDKEHHS, 38 BUHATKOM
BMICTY TOBCTOTO KMIIEHHUKA (MiCLIs BUITEHH ).
Cnijlom 3a KpoB'lo, palloakTHBHICTh
MouiproBaiacs B opraiu 3 BUCOKO nepdysicio, a
caMme HUPKW, JIETeHi Ta Ne4iHKa; Mpu UboMy,
CTiBBIZIHOIIEHHA PAiOaKTHBHOCTI LIMX OpraHis
TKkaHWHa/KpoB Oyno <1.

Hazsa/HoMep JlocnijzkeHHA: 38'a3yBanHa MAAA-

1181a 3 BuikaMu TUIa3MU {11 Vitro Y MULLIEH. Y PiB,

Magn i groaei/ B131141

3r’a3yBanHd MAAA-1181a 3 6inkamu nnazmu
KkpoBi in vitro (i 10 no 100 Hr/Ma) cTAaHOBWIIO Bijl
90,3 % 1o 92,5 % y muweit, Big 94,2 % no 96.7 %
y 1Ly piB, Bizt 86,5 % mo 89,1 % y masn i Big

96,8 % 110 98.0 % y moaeii.
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Hazea/nomep Jociiaaenus: fn vitro posnoi

[MC1-MAAA-1181a B KNITHHAX KPOBI MHLIEIL.

WY piB, MaB BUAY Makaka kpaGolanuii i moaeii

Posnozin panioaktuenocti "C-MAAA-1181a (sin
10 1o 100 Hr/Ma) y KITHHAX KPOBI i1 vilro
cTanoBWB Bia 31.6 % a0 33.8 % y MuLuei, Bid

27,8 % 1o 32.7 % y mypig. Bij1 36.4 % 10 39,7 % y
magr i Bia 13,0 % no 17,7 % y moneii.

4) Metabonizm

Hazsa/nomep nociiukenna: Jocnikenng

crabinbiocti DS-8201a B nnasmi ta ovdepi MuLi,

Ly pa, Masrm ta awanin' PRD14-316

DS-8201a (101 100 Mxr/min) inkydyBain 3
MJ1a3MOI0 MU, U1ypa, MaBnu Ta JI0AWHN Ta

320y pepernm dochartom dizionorivHum
pozunrom (pH Bin 7,0 1o pH 7.3), wo mictuts 1 %
OUUYAUOro CHPOBATKOBOIO lIbOYMINY 17 Vitro npw
37 °C npotarom 21 ans (vepez 0, 1, 3.7, 141 21
neHs), nicng 4oro BUBLILHeHHit MAAA-1181a
BUMIPIOBAIIM 32 J10MOMOTOI0 PIAHHHOT
XxpomaTorpadii 3 TaHIeMHOI0 Mac-
cnektpometpicto (LC-MS/MS).

LIBnakicts BuBibHEHHE MAAA-T181a 3 DS-
8201a 6yna maiiske oanakoBoro nipn 10 i

100 MKr/M7, 0IHAKOBOO 1718 PI3HUX BUIIB |
cranosuia 3,9 % adbo MeHue Ui BCiX BULIB.

Hazsa/HoMmep jlocnijizkeHns: BusHaueHHs

CTPYKTYpH MeTadosiTie DS-8201a 3

KPIOKOHCEPBOBAHUMM FenaToLNTaMI YPIB, MaBMN

i mroannin/ AMI13-H0073-R0O1

DS-8201a inkyOyBanu 3 KPIOKOHCEPBOBAHUMH
renaTouuTaMu Iy piB. Maern i e npu 37 °C
nmpoTarom 6 rounn, 1100 37 gcyBati npodiin
metabolity DS-8201a, nos szanoro 3
HU3LKOMOJEKY IS PHIM Tripenapatom. [Tikn
MeTabOoNITY BUABIAIN 3a JIONOMOTOH
(bnyopecuenTnol BEPX 1 ananizysanm 3a
monomororo PX-MC.

Y BCIX BHJLIB OY/10 OXAPAKTEPH30BAHO LIICTh MIKIB
MeTabonity. Cneundivnnx 1is JT101HHN
MeTaboIliTIB BUAB/IEHO He Dyi10. OCHOBHI BUABIIEH]
niku Oynu ineHTdikopani ak MAAA-1181a,
MeTuiaraiuuHamizina popma MAAA-1181a
(MAAA-1430a). popma nikapebkoro 3acody, 1o €
KOH HOraToOM HHCTETHY, 1 AiHkepHi Gparmentn DS-
85201a (MAAA-1431a). isomepHa popma MAAA-
1431a (MAAA-1458a), cykunniminna gopma
UliKapcbKoro 3aco0y Ta NiHKEPHUX (parMeHTIB
DS-8201a (MAAA-1438a) i TiomernnaTHa (hopma
UIHKApCLKOTo 3ac00y Ta NiHKEPHUX (pparMeHTiB
DS-8201a (MAAA-1437a).
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Haiidiasi penpezentarushmnii nik, MAAA-1181a,
Aknil BusiabHuBes 3 DS-8201a nicna 6-roannnol
iHKyOauii 3 KplIOKOHCEPBOBAHUMH TENATOLUHMTAMH
UIHO/LHIL 3a OLTHKAM K, CTaHoBUB 1ipubnuzno 0,1 %
B/ 3araibHOT KinbkocTi MAAA-1181a, aka
kon'torosana 3 DS-8201a . 1le Bkazye na e, 1o
DS-8201a ¢ metadosnivHO cTabiIbHUM Y CHCTEMI
iHKyOallii KPIOKOHCEPBOBAHNX IENaTOLNTIB i1
VHro.

Hazsa/nomep jlocnijukenda: BusHauenns nipodiis
imeTaboiiTie ¥ niasmi, cedi ta dekaniax nicns B/B
BRCICHHA 0aHopa30Bol aosu [C)-DS-8201a

| wagni/ AM16-H0113-R01

| [Ticns onHopazosoro B/B BeenenHs 'C-DS-8201 a
y 11031 6.4 Mr/kr camiro Masn BUIy Makaka
KpadoiHMiA, HEe HaTUECeplIe, N1a3My OTPUMYBAIH
vepes S xsunuH i vepes 1,3,5,7,9, 11113 nuis

| Tlic/is BBeJIEHHS JI03H, a cevy Ta Kan 30upanu

KOAHI 2 7HI yepes 6 AHIB Miciist BBEJIGHHS J03H.
MeTaboniTi BUARITAIN 32 JIOTIOMOT0I0 pajiio-

BEPX ta PX-MC.

| Y nnasmi, BIACOTOK paflioaKTUBHOCTI, 110

| CKCTParyeThest alleTOHITPUIIOM, SIKMH TTIOBMHEH

‘ BIIMOBI/IAaTH PIBHIO HU3LKOMOJIEKYIAPHIX

| MeTaboniTiB, NOB'A3aHNX 3 IIKAPCLKUM 3aco0oM,

| cranoeue meHie 1.1 % y Beiit nnasmi B yci

| repeBipeHi MomenTH yacy. Le ceiguntk npo e,
1110 O11k11A YacTHHA pajli0aKTURHOCTI B Uil
1a3mMi ociiana y pakuii 3 BUCOKOKO
MOJICKY I PHOIO Macoto, a insiwicts MAAA-
1181ay nna3mi Oyna koH lOroBaHa 3 aHTUTIIIOM.
Hu3bKkiii BIACOTOK paiioakTUBHOCTI, 110
CKCTPAryeThes alleToHITPUIIOM, 1T0Ka3as, 1o
npodinoBadHa MeTaboliTIB EKCTPAKTIB NIa3MH 3a
nonomoroto panio-BEPX € nemoxnusum. V cewi
Ta (exaniax €AMHUM BUABIEHUM KaTabonitom OyB
MAAA-1181a.

Hasea/nomep jociipkenns: Merabosivubi npodini

B Ceui. KaJli Ta JKOBYIL 1Tic/s 0/IHOPA30BOro B/B
seeicuns [Cl-MAAA-1181a wypam/ AE-7869-G

IMicsis omnopazororo B/B BRenensa 'C-MAAA-
1181ay nosi I MI/Kr uypaM-caMmusM, He
Harieceptie (n = 3), ceuy Ta Qekanii (Bij uypis
0e3 KaHN1) Ta OBY (BiJI LLYPIB i2 KAHIONEH
SKOBYHIX MPOTOKIB) 30Mpanu uepes 2 aHi micas
BRE/ICHHS 1031, 00 €JIHYBAJIM Ta aHallI3yBaJIN 3a
onomoroto PX-MC y noetHanHi 3 BUSBIIEHHSIM
Pa/lioaKTHBHOCTI.

Haiidinbi nomwmnpenum pajioak THBHUM
KOMTIOHEHTOM Y ceyi, Kanl Ta xoB4i 0yB MAAA-
I 181a. Ha pagioxpomarorpaMax sKojaHoro iz
3pA3KiB HE BUABIIEHO JKOJHOTO THKY MeTadoniTy,
1o cranosns Ou Oinbwe Hik 1,1 %
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) BuseicHus

Haszea/Homep pociipkenns: KonueHTpaiis

DaII0AKTHBHOCTI B IJ1a3M1, BUICHHS

a/110aKTMBHOCTI 3 ceuelo Ta (ekanismi 1a

KilbKicHa aBTopajaiorpadia Bchoro Tina mnicis

oiHopazoBoro B/B Beeaenns [ 'Cl-DS-8201a

camiam masn/ AE-7542-G

[licns oanopasosoro B/B BeeneHHs "C-DS-8201a
v 1o3i 6,4 Mr/kr camusam mMaBn Buay Makaka
KpaOoinHuii, He HaTueceplie, BUAINEHHS
pPafioakTUBHOCTI i3 cevero Ta Kanom vepes 14 auis
i/t BBEICHHS JI03H BUMIPIOBAJIN 3d 10TIOMOTOI0
pianHHOT TBeprodasHol xpomatorpadii (LSC).

Uepez 14 nuiB nicns peeaeHus ao3u, 86.0 % nozn
0y110 BUBEJIEHO 3 opraHizmy B winomy (18, 7% i3
ceueto Ta 67,3 % 3 KanoM), 110 BKa3ye Ha Te, 1o
KaJl € OCHOBHUMM LLITAXOM BUBEECHHA BBEICHOIO
“C-DS-8201a.

Hassa/nomep nocnijukenns: Buainenus

PajlioaKTUBHOCTI B ceui, (peKallisx i BUANXYBAHOMY

HOBITPI nicns ojHopazosoro B/B Beenenus | C|-

MAAA-1181a camusam mypis/ AE-7790-G

[licns onHopasosoro B/B BBesieHHs 'C-MAAA-
1181ay no3i | Mr/kr camuam uiypie, He
Haruecepue (n = 3), 3a jjonoMoroto LSC
BUMIPIOBAIN BUIEHHS PalioakTHBHOCTI 3 ceUeto,
KaJIOM 1 BUAMXYBAaHUM TOBITPAM yepes 7 AHIB
nicis BBEJICHHSA JIO3U.

Uepes 2 aui nicns BBeaeHHa ao3u, 96,9 %
BBEJIEHOT PajlioakTUBHOCTI BYI0 BUBE/ICHO 3
opraniamMy B oMy (27.1 % i3 ceuero. 69,7 % 3
karmom 10,1 % i3 BuauxyBsaHum nositpam). Yepes 7
UIHIB TIiCs BBelleHHd 1031, Oyno BuBeaeHo 97,6 %
mosn (27,2 % i3 ceuetro, 70,4 % 3 kanom i 0.1 % i3
BUJIIXYBAHUM HOBITPAM). Pe3ynbraru noKkasyoTh,
1110 K&JI € OCHOBHWM LILIIAXOM BHBEJISHHS
BBeneHoro 'C-MAAA-1181a.
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Hazpa/HoMep Jaochipkenns: Buiainenns

paZll0AKTHBHOCTI 3 ceucto. ekaitisiMi Ta

BUJIMXYBAHUM NOBITPAM 11IC/3 01HOPA30BOI0 B/B

sesenns [ CIMAAA-1181a camusiv wypis/ AE-

7791-G

IMicas oanopasosoro B/ BeedeHHs 'C-MAAA-
I181a B 1031 | MI/Kr miypamM-caMusamM, 3 KaHioneo
B OKOBYHUX NPOTOKAX, He HaTuleceplle (n = 3).
BUAINIEHHA PaJloakKTHRHOCTI 3 KOBYI0, CEUEI0 Ta
(pekanismu uepes 2 AHi nicnd BBEACHHA 1034
BUMipIORAIN 30 jloromoroo LSC.

Yepes | nenb nicns BBeieHHa no3n. 92.3 %
BBEICHOI Paj1ioakTUBHOCTI OY/10 BUBEICHO 3
opranizmy B uiiomy (71.5 % 3 woswio, 19.8 % 3
ceuero ta 1,0 % 3 kanom). Uepes 2 ini nicis
BBEJICHHA /1031, 96.3 % 11031 OyN0 BUBEACHO
saranom (71.6 % i3 xosuio, 21,9 % i3 cevero Ta
2,7 % i3 kanoMm). Pe3ynbTaTi NMOKasyloTh, U0 5KOBY
€ OCHOBHMM LIIIXOM BUBE/ICHHS BBecHoro C-
MAAA-118]a.

6) PapMaKoKIHETHYHI B3aEMOIIT (1OKIHIYHI)

DapmakoKiHeTHuHI B3a€MOJ1IT TiKapcLKOro 3acoby
BUBYATW /71 VifFo 3 BUKOPUCTAHHAM DiomaTepiallis
moanHK. Y TOKATHIYHUX JOCTIUKEHHAX BOHW HE
OTTHCaHI.

7) IHii (hapMakoKiHETHYHI IOCTIAKEHH

Hazpa/Homep jocnikedns: PapMakoKiHeTHUHE

ocniypkenns DS-8201a (napris Ne HA202) nicns

0/1HOPA30BOI0 B/B BBE/ICHHA CAMLAM MABN BUAY

Makaka kpaboinnnit/SBL.315-376;

DapmakokiHeTuHe gocaijukeHns DS-8201a

(napris Ne HA202) niciisi 0iHOpa3oBoro B/

BBEJICHHA caMlliM MaBn BUAV Makaka

kpaboinnuit/SB1.315-532

DK Bnacrusocti DS-8201a, 3aransHoro anturina
ra MAAA-1181a nocninzysann nicns
0/1HOpa30BOTO B/R BBejleHHs DS-8201a abo DS-
8201a y 031 8,0 Mmr/kr camusim masn By Makaka
kpaboinuuil, natmecepue (n = 12/rpyny).
Konuentpauii 8 nnasmi DS-8201a, 3aransHoro
anTHTiNa, anTutina 10 DS-8201a ta MAAA-1181a
BHMIPIOBAIN /10 BBEJEHH JIO3N Ta Y BH3HAYEHI
momenTH vacy (0,085, 1. 7 roannn. 1. 3.7, 14 ta
21 J1eHb 1mic/ig BBEJACHHA J1031).

Cepenne reomerpuune cnigpianowenns DS-8201a
(Ipouec 2)/DS-8201a (Ipouec 1) st Coas,
AUC,r i AUC2 g DS-8201a cranosuso 0,865

(90 % noipunii intepsan [J11]: 0.809 1o 0,925),
0,779 (90 % JII: Bin 0.700 no 0.867) i 0,784 (90 %
ULz iz 0,709 no 0.867) sianoriano. Yepes 21 neus
nicis BREAEHHA /1031 000X peYOBHH, aHTUTINA J10
DS-8201a ne Oynu BUABIIEHT Y AOJHOT TBAPUHN.
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4. Tokcnkonoris:

OCHOBHI TOKCHKOIOTTHHI JLOCATKCHHA BUIORIS

arinno 3 pexoMenaauiami [CHS6 R(2).

L[AHOTH TATY3CBUM CTaHdapTam i TTPOBOIATLCA

1) TokenuHicTh y paszi 0IHOPA30BOIO BREJICHHS

(OCHOBHI JIOCTBKEHHA TOKCUYHOCTI Y pazi
0/IHOPA30BOr0 BBEACHHS JIIKAPCLKOro 3aco0y He
MPOBOAHINCE.

2) TokcHuHiCTh ¥ paszi NOBTOPHUX BBEICHE

Hazga/Homep pocnimxenns: Jlochijpkenns

TOKCUUHOCTI IHTEPBAIILHOT JI03M HA 1IYPaX. SKUM

B/B BBOANIN DS-8201a 0nH pas HA TPH THIKHI
NPOTAroM 6 THKHIB 3 HACTYITHUM 9-THKHEBUM
nepiogom eiaHoenenHs/ SBL315-030

O-THKHEBE JIOCIIKEHHS TOKCHUYHOCTI

iHTepBaibHOl 1031 DS-8201a 6yi10 npoBeieHo Ha

camiax i camkax mypis Crl:CD(SD) juis BUBUEHHS

foro TokcuanocTi. KpiM Toro, 060poTHICTD
TOKCHYHHX 3MiH OLUHIOBAIHM Mij1 Yac HACTYIIHOTO
9-THKHEBOrO NepioAy BiaHoBIeHHA. DS-8201a
BBOJIMIIN BHYTPILIHLOBEHHO NEPIOMYHO 3 3-
THIKHEBUMU THTEPBATAMY TTPOTATOM O-THKHEBOTO
nepioay (1, 22 i 43 nni BBesenHs) v po3ax

(KkoHTpoak), 20, 601 197 mr/kr. Jlo koxkHOI rpynu

Bxoannn 10 TBapuH KoKHOT cTaTi JuIs

ocnikeHHsa TokcHyHocTi. JlogaTkoBUX TBapHH

(5 TBAPUH HA CTaTh) JiKYBalu B 1031 0. 60 i

197 Mr/KI' 1 BUKOPUCTOBY BAIKM JU18 OLIHKH
0O0POTHOCTI TOKCUUYHUX 3MiH. Jis owinkm
TokcukoKiHeTnkn DS-8201a, 3arabHOro aHTHTINA

Ta MAAA-1181a (BinbHa popma MAAA-1181d,

komronenTy DS-8201a) 6yna cTRopeHa 101aTKOBA

10TTOMIYKHA TPyna 3 4 TBApUH KOMKHOI CTaTI.

JKojiHa TBaprna He 3arunyiia adbo He crana 6iibiu
XBOPOR). 1 KOJAHUX TOKCUYHUX 3MIH. NOB SI3aHMX i3
NOCHIKYBAHUM TIpernapaToM. B odranbMosorii He

OyI10 ToMiveHo TpH OYIL-SKOMY pPIBHI JIO3HU.

IMEHIIEeHHA MacK Tina, 110 cYIPOBOLKYBANoCcs

SMCHLICHHAM CIIOKMBAHHA 1K, crocTepiraiocs B

000X cTareil npu Jj1ozi 197 mr/kr. V ananisi ceui

criocTepirajgocyd 30iIbIIEHHSA piBHA OIIKa V caMILiB

npu ao3i 60 Mr/kr i B o6ox crareil npu ao3i

197 MI/KI, a TAKOK 3MEHUIEHHS KiIIbKOCTI CriepMu

BIJICYTHICTL criepMu: 14 i3 15 camuig) v caMuiB

npu Jj1o3i 197 Mr/kr.

3 TOUKM 30pY ITeMaTonorii Bi3HadyeHi Taki 3MIHW:

SHIKEHHA PETHKYIIOUNTAPHOTO iHﬂeKCV Y caMuiB

npu J1o3i 20 Mr/xr i B 060X crareli npu no3i

60 MI/Kr 1 OiablIe; 3HWKEHHA KIILKOCTI

nelfikounTis, diMQounTie, 6asodinis i Helitpodinis

B 000X craTeil. 4 TAKOK 3HUKEHHS KITbKOCTI

co3nHOMINIB | NIABHIIEHHS KilIbKOCTI TPOMOOLMUTIR

IV caMiB 1pu 1031 60 MI/kr i Oifiblie: 3MeHIIeHHs

KiITLKOCTI BEJIMKHX He3a0apBieHuX KIITHH Y CAMOK

1pw 1031 60 Mr/kr i B 060X crareii ipu 197 mr/kr

A

A TAKOIK 3HWKEHHS KillbKOCTI MOHOLUGHTH,
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YV GloXIMIMHOMY aHailizi KpoBl DVIIK HoMIYeHI
HACTYITHI 3MIHW: TIABUILEHHSA PIBHS a30TV
CeyOBMHM Ta HeopraHiuHoro gocdopy B 0d60x
crarTeil Ta NABHILEHHs pIBHA KpeaTHHIRY Ta Kallik
Ta 3HMKEHHS HATPIIO Ta XJ0PUAIB ¥ CAMLLB T1pH
031 197 Mr/kr ta nigBHILICHHS DIBHSA
HeopraHiuyHoro (ocdopy v caMmutis npu 60 Mr/kr.

Y KJIHIYHAX 03HAKAX i NATOTICTOIOTTMHIX
OC/IKEHHIX CNOCTEPIiralucs HACTVITHI 3MiHN
npu 1031 20 Mr/kr i 6inbione. o crocyeTbes
BIJINBY Ha CHCTEMY KPOBOTBOPEHHSI, MaJINii
pPO3MIp TUMYCA, 1110 CYNPOBOIGKYETLCA HH3LKOIO
BArol0 oprany (v camMok), CrocTepirascs B 000X
crareil npu 1103i 197 Mr/kr. Y ricTonaronoriyHoMy
OCJJIZKEHHI CIOCTEPirannes HACTYIIHI 3MIHN B
060X cTaTeli: 3HWKEHH eprUTPOOIACTIR 1P J103
60 MI/Kr i DisiblIE Ta 3HWKEHHA MIENOLUNTIB Y
KiCTKOBOMY MO3KY NpH 1031 197 Mr/kT,
OJHOKJITUHHWI HEKpo3 NIMQpOLMTIB 11pH 1031
60 Mr/kr i 6inbiie Ta aTpodis THMVCY NpU 1031
197 mr/kr Ta atpodis doniKyaiB v nijuenernimx
niMdaTHHUX By3nax npu 60 Mr/kr i Ginbiie Ta
neiiepori Gusikn (kiyboea kuwka). o
CTOCYEThCA BIIMBY HA TPABHY CHCTEMY, IpH
riCTONATONOTIHHOMY JIOCJBKEHHI CriocTepirajincs
HACTYITHI 3MIHW: OAHOKITITUHHWH HEKPO3
erniTeNiallbHUX KITHH KPUNT TOHKOTO Ta TOBCTOIQ
[kuieyHuka B 060x crareii npu no3i 20 Mr/kr i
Dinblie. BOrHUIIEBa aTpodis BOPCUHOK Y 000X
crateil npu 197 Mr/kr i 1 camku nipn 60 mMi/kr,
zanaibHa KIITHHHA iHDITBETpallis BliacHol
MJacTUHKKN v 000X cTaTtei npm 1031 197 Mr/kr,
ep03ia Ha CIW30BIH ABaHAAUATHIIATO] KHIIKKU V |
camus 1pu J1o3i 197 mr/xr. Sk Brive na
CevOBMIITBHY CHCTEMY, TIPH TIiCTONATONOT T HUPOK
crioctepiranucs Tyoyinspaa 6asodinis ta rialiHosi
LMANiHAPY B 000X cTaTeit npu j103i 197 Mr/kriy
camiLi ripu o031 60 mr/kr, 11lo cTocyeTbes BILIMBY
HA CTATEBY CUCTEMY, V CaMILIIB CoCTepiraincs
Taki 3MiHW: MaJIEHbKI fi€UKa Ta eniiniMMiL, 1o
CYNPOBOKYBABCA 3MEHILIEHHAM Maci opraiy. npu

031 197 mMr/kr, nerenepatlis/atpodis KaHanbuUip
npu 1031 197 MI/Kr i 3aTpyMKa CrliepMaTHLB v
smeukax npu nosax 20 i 60 mr/kr i neGpucax
ITFOMIHATBHUX eNiTenialbHUX KIITHH Ta 3HUKCHHA
KillbKOCTI CNepMaTo30i/iiB Y NPUAATKY Ac4Ka [1pi

031 197 mr/kr. Lo cTocyeThes BILUIMBY Ha
cHCTEMY MIKIpHOTO TOKPUBHY, CriocTepiraincs
HACTYINHI 3MiHW KJIIHIYHHUX 03HAK: TpaBMa Ta/ado
nosea Kipouku B 1 camku npwu jio3i 20 mr/kr ta B
000x craTeii npu /1031 60 mr/kr
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a TaKosk Oiflbllla Ta HEerveTa WwepeTh Ta/ado BTpara
wepceri B 00ox crarei npu aozi 197 mr/kr. Tpu
AyTOICIT BIZANOBIAHI pe3VNbTaTH cliocTepiranics
npn 1031 60 mr/kr 1 Oiabtue, Y
CICTONATOI0NTYHOMY JIOCTIIZKEHHT HACTYTIHI 3MiHK
criocTepirannes npu J1o3i 60 mr/kr i Ginsle:
HEKPO3 OKPEMHUX KJAITHH YV Bosocaunx doiikyaax i
BUpa3ki, KIDKW. NOTOBIICHHA €nijiepMicy Ta/abo
dbibpo3 i zananbia KIiTHHHA IH(UIBTpaList B JIEPMi
WwKipy B 060x cTaTeii | arpodis MOJIOYHOT 321031 Y
camuiie, SK BIUINMB Ha pisli criocTepiraiocs
noGitiHbA 3v0iB y 000X crareil npu j1o3i 60 mr/kri
edekr 3y0iB v | camus npu no3i 20 mr/kr. [pu
ayTolicii cnocrepiraiocs 0ine sHebapBieHHs pisis
npu 1031 60 Mr/kr. [Tpn ricTonaro/iorivyHoMy
OCJTiJDKEHHI CTIOCTEepiraiucs HACTYITHI 3MIiHN:
ONHOKJIITHHHUIT HEKPO3 V JiNAHIL OCHOBH Ta
vHipokaibHa/ MY lIbTH(OKAIbHA JICrCHEpaLLis
emMajicBOro opraly B 000X crateil npu j1o3i
60 MI/Kr 1 Oijiblue Ta aHOMANIbHE YTBOPEHHS
EHTUHY, KPOBOBIUIHB Y TKAHUHY T111eMaJIeBOTO
oprany, BOTHHIIEBA HEJOCTATHICTL LIEMEHTY Ta
rinoruiasis JleHTHHY B o0ox cTaTeil Ta ribrisit y |
camilsl 1pu 1031 197 Mr/kr.

Hanpukinu nepiojiy BIUIHOBIEHHS BIAMIYEHO
ROUILIICHHS KIILKOCTI TPOMOOUNTIR YV CaMILIB i
BHUKEHHN KUILKOCTI NCHKOUMTIB | MOHOLMTIB Y
caMOK Ha piBHI 1031 197 MI/Kr NopiBHAHO 3
KOHTPOJILHOW rpyroto. KpiM Toro, HacTynHi
BMiHNW 30epiranncs nia yac abo B KiHli nepioay
BIZAHOBJICHHA: aHOMaTi] 3y0IB v KJIHIYHUX 03HAKaX
i ayTorncii npy 1031 60 Mr/kr i Oinblie, BiICYTHICTh
CmepMK B aHalizi ceyi Ta MalleHbKi sgevka i
[PUAATKH ACHOK, 110 CYNPOBOJUKYIOThCS
3MEHIIeHHAM Mach OpraHiB npu ao3i 197 Mr/kr. a
TAKOK FICTONATONOrYHI 3MIHN fcuka (TyOynsgpHa
eredepauis/arpodis). npuaarka seuka (aedpuck
ITFOMIHANBHIIX eNITETanbHUX KIITHH | 3MEHIIEHHA
KiJILKOCTI CIEPMATO301/11B) 1 pi3UIB

(vaidokaibia/ MviIsTHhOKAILHA JIereHepattis
eMANICBOI0 OPraHy. aHOMallbHE YTBOPEHHS
EHTHHY, KPOBOBWINE ¥ TKAHHHY 1iJ1€MaJIeBOro
oprany. BOTHMIIERBA HEJIOCTATHICTL LIEMEHTY Ta
nepesioM KOpeHs ) y camuis Ta/ado caMoK Y 11031
197 mr/kr. IicTonaTonorivyii 3MiHNA, 33 BUHATKOM
ACUOK | PI3LIB. SKI CHOCTEPIraines HanpuKiHLi
nepioay BBEACHHS Npenapary, NpoJAeMOHCTPYBaH
0B0poTHICTL. AHOMAIT 3v0iB. SIKI CriocTepiraimcs
B LLOMY J10C/TIIKEHHI. BRAKATHCH 3MiHAMI,

XAPAKTEPHUM I JLIS LY PIR.




VYV TOKCHKOKIHETHUHII oinw DS-8201a ta

saraibHoro anturiaa snavenns Cota AUC

3a3BHYAN 301bIYBATIMCA 3 103010, JKoaHnx SBHUX

SMIH 11CITA TOBTOPHOIO BBEACHHS 1031 HE

CI]()CT&;‘DiI‘aHOCH. d TAKOW ABHHUX CTATCBHUX

BIAMIHHOCTEl YV UMX TapaMeTpax. Y

TokcHKOKiHeTHuHIN ouinii MAAA-1181a

sHauenHs Coay i AUC 3a3Bnuali 30insyBaanes 3

103010, JKoIHUX ABHUX 3MIH ITiCIs8 TOBTOPHOTO

BBCJACHHA J03H HE CﬂDCTCDiFEU]OCS!, d TAKOK ABHHX

CTATEBUX BIAMIHHOCTEN V LIMX napaMerpax.

[1i71 yac aHamizy aHTUTII JIO Ipenapary auTHTina

no DS-8201a ve OyiM BUABIIEHI B KOAHIT J103i

IPOTArOM Iepiojly JiKyBaHHA abo BIJIHOBIEHHS.

BHCHOBOK: 33 YMOB LbOTO JIOCIIIKEHHS
criocTepiranacs jerenepatis/atpodis kKananbiiB y
Acukax npu J1o3i 197 Mr/kr i ne 6yio
MiATBEPIDKEHO 000POTHICTE V IBOMY JTOCTIJIKEHHI,

asne JKojHa TBapuHa He roMepra, He 6yno

cepio3HMX 3MiH, TTOB A3aHMX 13 JOCHLKYBAHUM

npenapaToM, i 3aranbHuii CTaH NoKazas

00OPOTHICTL 1HIINUX 3MIH, 1110 CIOCTEPIrajiNcs B

nepioJl BREIEHH TpenapaTty 10 KiHug 9-

TUKHEBOTO NIEPioAy BiiHOBJIEHHA. TakuM YnHOM,
HebesneuHa TokendHa jio3zay 10 % (STD10)
TBapHH BBaxkanacs 0inblioio 3a 197 mr/kr.

Bianosianicts Bumoram HJITT: Tax
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Hazsa/Homep Jlochiazkenns: Jlocniukenns
TOKCHYHOCTI IHTEPBAIbHOI 1031 Ha MaBIlax. AKHM
B/B BBOIMIN MAAA-1181a oaun paz Ha THKIEHD,
NpPOTAroM 4 THIKHIB 3 HACTYITHUM 4-THKHCBIM
nepiojioM BiHopiaeHHs/ SB1L315-032

Monoriapat MAAA-1181a (xopuche
HAaBaHTAYKEHH: ) BEOAWIIN B/B OAMH Pa3 HA THKICHL
(1,8, 15, 22 i 29 nni mosysanHs, 3aranom 5 pasis)
MaBnam By Makaka kpaboinnuii (3 Teapunm Ha
crare/rpyny) y n03i 0 (Hociii: gisionoriunnii
po3uuH), 1, 3 abo 12 mr/kr. Jonarkosux teapux (2
TBapMHK Ha cTath) NikyBanun MAAA-1181a B no3i
12 Mr/KT IpOTATOM 4 THKHIB | BUKOPUCTOBY BTN
V1715t OLLIHKKM 000POTHOCTI TOKCHUHIX 3MIH 11 4-
[THIKHEBOTO TIepioJly BiJIHOBICHHS.

Y rpyni, sika orpumysana 12 mr/kr, 1 camus

i aan epraHasii, yepes BMupanus Ha 12-if ienb
BBEICHHA 1031, a | camKka romepna Ha 23-11 JieHs
BBe/leHH:A 1031, JlaHi KNTHIYHUX cnocTepeskeHsb 3a
UM TBapUHAMK: OJIOBaHHS, Jliapes, MoJoKeHHs
Ha Ooul, rimorepmis, GniAiCTh CIM30BOI POTOBOT
NOPOKHUHM Ta/ab0 NpUrHiYeHHA peakilii Ha
notnk. KpiM Toro, criocrepiranocs 3HHKeHHs
MacH Tifla Ta cnoKuBanHus ki Ta/abo adcomoTHa
BiZICYTHICTB CTIOKHBAHHS 13Ki. AHOMANbHI
NMOKa3HWKH CTIOCTEPIranucs B reMaronorii
(3HHMXKEHHS TeMaTOKPUTY Ta KIILKOCTI
itiMgoumTiB) | BiOXIMIMHOMY aHaIIRl KPORI
(miasuuieHHs ACT ta AJIT; suumxenns Bmicty
HATPilO Ta XJTOPHLY).

'Y umx TBApuH criocTepiranucs Taki
ricTONaToONOriYHI 3MIHU: JIereHepatin/Hekpos
cepLeBUX MIOUMUTIB y cepui (TINbKH Y caMiLis),
SMEHLLEHHS KIJILKOCTI epuTpodnacTis ta
MI€JIOLMTIB Y KICTKOBOMY MO3KY. aTpodis
(honikynis Ta nepiaprepianbHoOT TiMparHaHol
00onoHKN cenesinkn, atpodis Gonikyin B
ME3CHTEPIATTEHIX JTIM(PATHUHIX BY3/1ax |
knyOoBux aingukax Ieiepa, onHokniTuiHmii
HEKpO3, BOrHULIEBHIT HEKPO3 | MOCHIICHMIT MITO3
rernaTolMTIB, KOBIHUIT TPOMO | po3tnpeH s
JKOBHMHUX KAHWIbLLIB, BUIK/IAAEHHA KOPUIHCBOIO
nirmMenTy B kaiTuHax Kyndepa B newinui ta
pereHepailia eniTeniio KpunT KniTnn,
ONHOKIITUHHII HEKPO3 eniTeniaibHux KIiTHi
KPHIIT Ta/ado po3liupeHHs KpHUIT Y TOHKOMY Ta
TOBCTOMY KHIIeUHUKY. [TpuanHoio 3aMupants
TBAPUH BBAKAIIN MOTIPUICHHS TX KITHIYHOIO CTany
BHACTI/IOK 3HWKEHHA MacH Tina ta/ado
CTIOPKMBAHHS 1K1, 8 TAKOXK ypameHHs KulleunuKa
ra KICTKOBOTO MO3KY.
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Y TBApHH, 110 BUAKWIN. CTIOCTEPITAINCS 3MIHN.
MO0 10 THX. HI0 CHOCTEPIraines y nepeuacHo
3arnOINX TBAPHH: 3MEHLLIEHHA KiNbKOCTI
PETHKYJIOUNTIB, aTpohia hoNiKyIIB cCene3iHkm,
ME3CHTCPIUTLHUN IHIM(ATHUHUX BY311B, Neieposi
MIAMI KITYOOBOT KMIITKH, OAHOKIITHHHII HEKPO3
simpounTi B TUMyci =1 Mr/kr: DmoBaHHs,
SHIDKCHHS Mach Tina Ta niaguuenns ACT na

=3 MT/Kr. Tlpu 1o3i 12 mMr/kr. cniocrepiranucs
nopytueHHs cTyiy, miasuutenns pignas AJIT,
HEKPO3 OKPEMHX KJIITHH Y FernarounTax i HeKpos
OKpPEMMX KITHH eniTellianbHUX KNTUH KPUNT Yy
ronkiit knwii. JloaaTkosi sminn y TBapuH y rpyni
12 MI/KT BKITIOUAIN 3HUAKEHHS ApaMeTpin
CPUTPOLIMTIB (KUILKICTh EPHTPOLINTIR,
KOHLEHTpalid reMornobiny Ta 3HaueHHs
reMaToOKPHTY) Ta KINbKICTb TIMBOLMTIB,
30UIBIICHHA KIIBKOCTI TPOMOOUMTIB, TIOJOBKCHHS
Ta CKOPOUEHHS aKTHBOBAHOIO YAaCTKOBOTO
TpomMOONIaCTUHOBOTO Yacy, 301blIeHHs
HeopraHiunux hocdopy i Kaiito, a TAKO¥ HEKPo3
MOOAWHOKUX KIITHH B eniTeil poriBku.

Y ananizi ceyi B KOAHIN rpyili He OYII0 BUABIEHO
AHOMAITIH, 110B A3aHNX 13 A0CHLKYBAHUM
MpenapaTom.

SMIHN, NOB A3aH1 3 OCHUKYBAHUM TIpEnapaToM,
MOMIYEH! 11111 1ac nepioay J103yBaHHs,
NPOAEMOHCTPYBAIM BIIHORIICHHS JIO KiHIIA
Mepiojly BiAHOBICHHS.

B yMOBIX 11LOTO A0CHIUKEHHH, LTHOBUMH
opranamu/TkannnamMu MAAA-1181a dynu cepue,
KICTKOBHIT MO30K, NIM(aTHUHI Oprann, nevinka,
KMIEeYHUK | porigka. Halisnia 6e3nevna
Tokcuuna noza (HNSTD) Gyna Busnavyena 'y
po3mipi 3 Mr/kr B 000X crareil, Ha OCHOBI AAHKX
PO BMUPaHHs ad0 CMEPTI, U0 CIOCTepIraincs
npu 103i 12 Mr/xr.

Bianosianicts Bumoram HJITT: Tak

Hazsa/vomep jlocnijpkenns: Jlocnijukenns
[TOKCHYHOCTI IHTEpBaabHOI 103U HA MaBIax, AKUM
B/B BBO MK DS-8201a (Homep naptit HA202)
OJINH pa3 Ha 3 THAKHI, TPOTSrom 6
mkHIB\SBL315-553

DS8201a (Enrepry. ADC) BBoaNIN B/B 0JIMH pa3
KOsKHI 3 THKHi (q3w). ipoTarom 6 TkHIB (1, 22§
43 JiHi BBEJICHHS 03, 3arajloM 3 pa3u) Masram
By Makaka kpaOoinnnii (3 Teapunn na
cTaTe/rpyny) y ao3zi 0 (Hociit: 25 mmonb/n
ricruannosoro oydepa [pH 5,5], 9 mac./06.%
caxapozn), 10 ado 30 mr/kr.
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JKoana TBapuHa He 3arunyia Ta He ctana
HATONOTTHHO XBOPOK TIPH DY b-5IKOMY PIBHI J103H.
He Dyn10 noMiueHo KOAHUX TOKCHYHUX 3MIH,

MOB S3aHUX 13 0CIEKYBAHUM [TPCHAPATOM, 1010
KJITHIYHAX O3HAK, MACH Tiaa, CNOKHBAHHA TkKi,
O(TanbMOOTI, elekTpokapiorpadiil, aHanizy
ceul. ayToncii 4u Macu opramis.

Y remaronorii. npu 1o3i 30 Mr/kr, BigzHAYEHO
SHIDKEHHS KIJTBKOCTI ePUTPOLIMTIB, TeMaToKpHTY Ta
KOHUEHTpaUil reMornobiny.

Y OioxXiMIMHOMY aHasi3i KpoBi, criocTepiranocs
nijieuierus ACT, AJIT ta kpeaTHHKIHAZW ¥
caMuir T2&/abo camMmox npu 11031 =10 Mr/kr.

| Ipit ricTONaToNOrMHOMY JAOCHIJKEHHI,
BI/3HAUEHI TaKi 3MIHN: OJIHOKITHHHUIT HEKPO3
criTenianbUuX KITUH KPUNIT TOHKOT Ta TOBCTOT
KWIIOK 1npy 1031 =10 MI/KT: HEKPO3 MOOJAMHOKMX
KJHTHH Y BoJlocaHOMY (OTIKYIi Ha IKipi Ta B
MicLAX 1H €KIIH; 3HWKeHHS epuTpodnacTie y
KICTKOBOMY MO3KY TPYAWHU 1PpK j1o3i 30 Mr/kr.

B yMoBax 1boro J0CHiDKeHH, ITHOBUMH
opranamu/Tkanunamu DS-8201a Gynu kicrkosuii
MO30K, KUILIEYHUK | wkipa. Beakanocs, o
HaliBUIL0I0 OE3MEeYHOI TOKCUYHOK 03010
(HNSTD) € noza 30 mr/kr ana obox crareid,
OCKIJTbKM Cepiio3HOT TOKCMUHOCTI NPH Takiii 1031
HE cnocTepiranocs.

Binnosiauicts BuMmoram HJIITT: Tak

Hazsa/nomep nocnigxenns: JocnijkeHHs
TOKCHYHOCTI IHTEPBANBLHOT 103U HA MaBIIAX, AKUM

B/B BBOJMIN MAAL-9001 (HoMep naprii

MAAIOI-1) oaun pa3 Ha 3 THKHI, npoTsarom 6
makHIB\SBL315-143

MAAL900] (nekoH toroBane aHTUTINIO) BBOJMITH
B/B KOKHI 3 THXKHI, TpoTarom 6 TixkHie (1, 22143
ULH1 BBEJICHHA, 3arajloM 3 pasu) MaBriaM BHIY
Maxkaxa kpaboinnnii y nosax 0 (nociit: 4.2
MMOJL/T TicTHanHoBorO Oy depa [pH 6,0]),

10 mac./06.% Tperanosn, 0.0085 mac./06.%
nonicopdary 20) i 78,8 mr/xr. Kosxkna rpyna

-~

cknananaca 3 3 TBApHH KOXKHOT cTaTi.

JKona TBapuHa He 3aruiynia Ta e crana
1aToNOTrigHO XBOPOI Yepes BBeICHH
VIOCTTIJIKYBAHOT O TIpEnapary, i soHux anoMatii,
OB’ A3aHUX 3 JTOCTIIKYBAHUM NPEnapaTroM, He
0Y10 BUABIEHO T/l Hac BUBYEHHS KITIHIYHHX
03HAK, NOKAa3HWKIB MAcH TiJla, CIOKHBaHHA TKI,
o(rranemMonorii, enekrpokapiorpadii, aHanizy
ceui, rematoorii, 01oXiMIYHOro ananisy Kposi,
ayToncii, Bary opratis abo ricTonarosnorii.

Tomy Gyn0 BU3HAUEHO, 1110 MAKCUMAIILHA 1034,
KOTpa He BUKIMKAE WKIUIHBOTO BIIUBY Ha
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Binnosianicts Bumoram HIIT: Tak

Hassa/nomep pocnipkenns: Jlocnipkenns
TOKCHYHOCTI IHTEPBAILHOT JIO3H HA MABIIAN. AKIM
B/B BBOJAMIM DS-8201a oty paz Ha 3 THIKHI.
MPOTHACOM 3 MICALIB 3 HACTVITHUM 3-MiCAUHIIM
nepiojloM BiHOBIeHHA/SBL315-526

VY nociikensi TokcnuHocti DS-8201a npotarom
3 micauis (Q3W) na masnax (o3u: 0, 3, 101

30 Mr/Kr) *o0/Ha TBAPWHA HE 3arvHY/Ia Ta He cTala
TTATONOTIYHO XBOPOIO NMPH DY AL-9KOMY PIBHI 1031,
SMEHIIEHHS CTIBBIIHOMWEHHS PETHKYIOLNTIB |
L0inbienns ACT, nakrataeriaporenasi ta
KpeaTHHKIHA3W criocTepiranucs npu jiosi 30 mMi/kr.
Llinboeumy opravamu/tkannsamn DS-8201a Gynn
KiCTKOBUI MO30K, HUPKH, TOHKHIT | TOBCTHIT
[KULIEYHUK, ACYKa, wkipa ta nereni. noaibni a0
THX, 1110 OYITH B 6-THKHEBOMY HOCTIJDKEHH]
TOKCHYHOCTI iHTepBansHol 1o3n. Koanoro
MOTIpIIEHHA TOKCUYHUX 3MIH 200 HOBHX
CriocTepekyBaHiX 3MiH He 0YJI0 BHABICHO 1pH
MOAOBKEHH]I TPUBAIOCTI JI03YBAHHS.

'Yci 3MiHM, 110 CTIOCTEPIranucs npoTsrom 3-
MICAYHOTO Nepioay A03YBaHHs, 32 BUHATKOM 3MiH
Ha WIKipi (enijiepMalibHa MirMeHTallis) | ¥ HupKax
(3MiHM B NPOKCUMANIbHHX KaHalbLsAX ),
MPOAEMOHCTPYBAIN BiJIHOBIICHHS abo TeHICHILITO
10 BiJIHOBJIEHHS JI0 KiHUS 3-MIiCAYHOIO nepioay
[BitHOBNEHHSA. JKo/1HA 31 3MiH, NOB A3aHNX 13
MOCHIZZKYBAHUM NPENapaToM, He BKA3ZYBala Ha
cepiio3ny TokcuunicTs, 1 HNSTD DS-8201a Gyna
BU3HAYeHa Y 1031 30 MI/Kr K Y 6-THIKHCBOMY, TaK
i B 3-MICAYHOMY JIOCTIJUKEHHAX, 110 TAKOXK
Bi/INOBI1ANI0 MAKCHMaJILHII /1031, KOTpa He
BUKJIMKAE WKIUTMBOTO BIJTUBY, 3 O-THKHEBOTO
NOCTIJIKEHHS TOKCHYHOCTI IHTEPBAILHOT 11031
MAAA-1181a (DS1).

Bianosiadicte sumoram HJITT: Tak
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3) enoToKCHHiCTh:

Vi

Hazsa/vomep nocniprkenns: Jlocnipkenns

BakTepiaabhoi 380poTHOT MyTanii MAAA-1181a\

SBL315-617

Jloenizkens DakTeplaibHOT 3BOPOTHOT MyTallil
MAAA-T181a Oynio nposeyieno 3 4 wramamu
Salmonella tvplimurinn (TA100, TA1535, TA98 1
TA1537) i wramonm Escherichia coli (WP2uvrA).

Mounoriapat MAAA-1181a posunnsin B
miMeTieyabpokenai (DMSO). Ha ochogi
PE3VILTATIB TCCTY Ha BU3HAUCHHA JlianlazoHy 103
OV10 BCTAHOBIEHO 5 PIBHIB J103YBAHHA 115

KO HOIo OakTepialbLHOTO IWTaMy 3a BIACYTHOCTI
ad0 NPHCYTHOCTI CUCTEMH MeTadoiuHOoT akTHBaLIT
(cyMil cynepnaranTa neuinky wypa 9000 r [S9])
B OCHOBHOMY TECTI; PIBHI 3aralibHOT 103K
KonuBanues Bijt 313 mxr 1o 5000 MKI Ha naHuer
(pozpaxoBycThes sk MAAA-1181a). Kpim Toro,
OYJIM BIITOUEHT Heratusiuii kontpons (DMSO) i
No3NTUBHII KOHTPONL (4 HITpOXiHOMIH-1-0KCHAY,
Q31 HATPIKO, 9-aMiHOAKPHWANAY TAPOXIIOpU
MOHOripaT abo 2 aMiHoaHTpalleny).

Pesynbrarh He Nnokasain 301IbIWEeHH KUIBKOCTI
PEBEPTAHTHUX KOJOHIN Y KOAHIN rpyni, ae
BROIMAN MAAA 1181a. no xonHomy 3
NPOTECTOBAHNX 1TaMiB DaKTepiil, HE3AIEIKHO Bill
BiJICYTHOCTI abo NipHcyTHoCT! cyMit §9. byno
3podiieHo BUCHOBOK, 110 MAAA 1181a ne mae
HOTCHILIALY THAYKYBATH FEHHY MYTallilo B 1
TecT-cHeTeMi.

Binnosianicte sumoraM HITT: Tak

Hazsa/nomep pociijukenns: JlochyukeHHs

xpoMocoMux adoepaiiii MAAA-1181las

KYJIbTURBOBAHUMM KiITHHAMM ccaBui\ SBL315-

618

Jlocnimkenna xpomocomuoi abepauii MAAA-

118 Ta npoBoAHAOCS 3 BHKOPUCTAHHAM KIITHH
lIereHb CCaBliB KMTaiChbKOro XoM ska.
Mouoriapat MAAA-T181a pozunnann B DMSO.
Ha ocHOBI pe3vabTaTiB TECTY BU3HAMCHHSI
nianazoHy 103, Knituan oopodnsanu 0,0125 mkr 1o
3 mir/va MAAA-T181a 3a sBiacyrnocti abo
HPHCYTHOCTI CHETeMI MeTabomivHOT akTHRALLIT
(cymitr §9). Kpim toro, Oynn BrItOYeHi
KOHTpoabHHA Hociit (DMSO) i nozuTusHI
konTposi (MiTomitne C 1 MoHOTIApAT
wiknogochamiay). Y rpynax KOpoTKOTpUBAIONO
UHKYBaHHA, KIITHHI 00podiany npoTsaroM 6 roanH
3 HACTYNHHM | 8-roanHHNM nepioaom
BIZTHOBIICHHA, @ B Iy Oe3repepRHOTO JIIKYBaHHH,
KNiTHHI 00podnany nporarom 24 roaux.
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Ha oCHOBI pe3yJibTaTiB BCTAHOBICHHS KoedillienTa
npodidepatlil KINTHH, OUIHIOBATI XPOMOCONMII
aGepauii B kiaiTnnax, 0dpodnennx 0,05, 0.1. 0.2 i
().4 MKI/MI npenapaty y rpyrni KOpoTKoTpHBaIOTO
llikyBaHHs 3a BiacyTHOCTI cymiwi §9; 0,05, 0.1,
0.2, 0.4, Ta | MKI/KT Y TpyTi KOPOTKOTPUBATIONO
iKyBaHH 3a npucyTHOCTI cymiti 89 ta 0,0125,
0,025, 0,05, 0,1 10,2 MKr/MII Yy TpPYITi TPHBANOTO
I1iKVBaHHS.

MAAA-1181a He 301blIYBaR KUILKICTH KIITHH 3
UHCEeNbHUMM XPOMOCOMHIMM abepailismy 3a
KOIHNX yMOB JlikyBanHs. [Tpore MAAA 1181a
BOUTBIIYBANO KITBKICTD KIITHH 31 CTPYKTYPHUMU
XPOMOCOMHUMH abepallisMi 3aeKHO BijL 1031 Yy
BCIX YMOBAX JIIKYBaHHS.

Tomy, Gyno 3pobiieHo BUCHOBOK, 110 MAAA
I'181a noTenuiiino 30aTHUI BUKIIMKATH
CTPYKTYpHI XpomocoMHi abepauii B 1iii Tect-
CcHCTEMI.

Bianosianicts sumoram HIITT: Tax

in vivo (BKINKOYAKUH JI0JIATKOBY OLLHKY 3 Hazgsa/Homep Jocnixkends: JlocnipkeHHs
TOKCHKOKIHETHKH) MiKkpogJep Y KICTKOBOMY MO3KY UIVPIB, SKUM B/B
Beofuan MAAA-1181 a\ SBL315-756

Mikposaepre gocnikenis MAAA-1181a
npoeoauny Ha camuax utypie Crl:CD(SD). 3a
pesyJibTaTaMi NonepeHboro BUMpodyBanHs,
moHoriapatr MAAA 1181a, pozunHennii y
(pi3i0J10riMHOMY pO3UuNHi, BBOJMIIHN B/B OJIHOPA30BO
B no3ax 0, 0,025, 0,05, 0,11 0,2 mr/kr
(pozpaxosano ax MAAA 1181a). Kictkosuii
MO30K OTPUMYBAJIM [UTS OLIHKH MIKpOsIepHUX
nezpinux epurpountis (MNIE) uepes 24 roannn
ricis BBeACHHS J103u. Jng kowHoT rpynu
BIKOPHCTOBYBAIM M'ATH camulie. Jlocnimkysanm
KisibkicTh MNIE Ta yacTky He3pinux epuTpoLNTIB
(IE). Kpinm Toro, Oyna BKItoveHa rpyna
HEraTMBHOIO KOHTpoto (0Opodaena
(pizionoridnum posunHom), a 30epekeni 3pazku
1103WTUBHOTO KOHTPOJTIO, BHKOPUCTORYBANTHCA AK
NMO3UTUBHUIT KOHTPOIb.

AKoannx anoManbHUX KNIHIMHUX 3MiH TpH Oy 1b-
SKKMX /103aX He cnocTtepiranocs. Hiskol
CTATUCTHYHO 3HAYYILOT 3MIHHM MacH TiNa He
CrioCTepiTanocs B XKoAHIT rpymi, ska oTpHMyBaa
MAAA-1181a, nopiBHAHO 3 TPYNOIO HETATUBHOTO
koHTpomo. CTaTucTuuHo 3Havyule 301bUIeHHS
kinbkocTi MNIE cniocrepiranocs npu no3i

E0,0S MT/KT TMOPIBHAHO 3 TPYTIOK HEraTHBHOTO
xKoHTpomo. He cnocrepiranocs cratucTHano
3HAYYLIOT 3MIHK yacTkn 1E B skonniit rpymi

CHCTEMI.




Binnoeiadicts suMoram HIIT: Tak

4) KanueporeHticrs

Binnosiano ao ICHS6 R(1) 1 ICHSY, a takowx na
OCHOBI MEXAHIIMY JUT HHTOTOKCHYHOT PEUOBHHIL
VLOCTTIJBKEHHSA KaHLEPOTEHHOCT He NPOBOIMIINCE |
BBA/KAIOTHLCH HENOTPIOHUMEI U5 1IET rpyiin
NaticHTIB.

UIOBFOCTPOKOBI IOCTIIKEHHA

H/3

KOPOTKOCTPOKOBI LOCIIDKEHHS
a00 JIOCHIKEHHS cepeinboi TPUBANOCTI

H/3

UIOAaTKOBI JJOCIDKEHHS

5) PenpoayKTHBHA TOKCHUYHICTL Ta TOKCHYHMIH
BMJIMB Ha PO3BHUTOK MOTOMCTBA.

BiJNOBIIHO J10 TAY3€BUX CTAHJAPTIB | BUMOT
[CHSO6R(1), ICHS5R(3) ta ICHS9. nocaimkenns
PENPOAYKTUBHOT TOKCUYHOCTI Ta TOKCHYHOTO
BIUIMBY HAa PO3BUTOK IMOTOMCTBA HE MPOBOAMINCE |
He BBaXAHThCA HEOOXIAHUMU. OCKIIBKI METOIOM
aHali3y KOPUCHOrO HABAHTAKEHHS € BU3HAUCHHS
LLIUTOTOKCUYHOCTI Npenapaty Juts KJiThH, 110
AKTUBHO JIIATHCA, TO BBAXKACTLCA, 110 EHrepry
0yiie penpoTOTOKCHUHUM De3 HeOOXIAHOCTI
MPOBEACHHA THATBEPIKYOUUX AOCTIKEHb.

BILIMB H (pepTHIBLHICTL | paHHiii

H/3 — nuB. BuLe

eMOPIOTOKCHYHICTH

H/3 — nqus. BuIIE

NnpeHaTanbHa | MOCTHATAIbHA TOKCUMYHICTh

H/3 — auB. BuL1E

UVTOCTIJIKEHHSE, TIPH IKHX NPEnapaT YROAUThCA
MOTOMCTRY (HECTATCBO3PINIMM TBapHUHAM )
ra/abo ouiHKOETLCA BijUtanena gis

H/3

6) Micuera rnepeHOCHMICTE

JlocnimkeHHst MicUeBol nepeHocHMocCT He
poBoMINCchL. MiclieBe opasHEeHHs Tcs B/B
BeefeHHa DS 8201a oninioBanocs B nocniaxenti
TOKCHYHOCTI IHTEPBAIBHOT 1031 B OCHOBHOMY
lmocnizkeHHi Ha MaBnax BuAy Makaka kpaboinnnii
(i B HEOCHOBHMX JIOCTIKEHHAX Ha 1y pax). Y
pPE3yNbLTATI MAKPO- Ta MIKPOCKOTHHHUX
IOCTTJIKEHE Y MICHAX TPOBCACHHS i1 CKILi, He
Oy110 BUARIEHO JKOJIHUX Pe3VIILTATIB, NOB A3aHNX
i3 DS-8201a, axi 6 cBinuunm npo noapaznusy 1ito
npenapary rpu 3acTocyBaHHi HABUILMX PIBHIB
BUITPOOYBaHOT 1031,

7) JlonaTKoBl QOCHIKEHHS TOKCUYHOCTI;

AHTUTEHHICTL (YTBOPEHHS aHTUTIN) H/3
IMYHOTOKCHYHICTE H/3
NOCII/UKEHHS MeXaHizMiB ail /3
MKAPChKa 3aNeKHICTD H/3
TOKCHYHICTB MeTabosIiTIR H/3
TOKCHYHICTh JIOMITIOK H/3
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1H1Ie

ITepexpecna peakTHBHICTL TKAHHH

Hazea/nomep gocnikedns: JlocnijukeHHs

nepexpecHol peaktusHocri DS-8201a 3

TKaHHHaM i JroauHn 20064734

[Toreniiiiny TKaHUHHY NEPEXPECHY PEAKTHBHICTh
DS-8201a ouinroBany 3a 10NOMOrow naseni
SBUYAHUX TKAHWH JIIOJMHN (38 TKaHum).

DS-8201a ado moaceknii IgG 1k (KoHTpOIh
130THITY) HAHOCWITN HA TIOBHY TNaHeTb HOPMAJIBHUX
IHOACKKUX TKAHWH HoHAaiMeHIe 3 OKpeMHX
IHAMBIAYYMIB v 2 KoHuenTpawiax (1 i 10 mxr/mmn) i
IMYHOICTOXIMIMHO BHABJISIN 33 0MOMOTO0
DIOTHHINBLOBAHOTO METOJLY NONEPEAHLOr0
Komnnekcy npoti IgG noanHn.
Kcenorpancrnantat knitun NCI-N87 (pak
LTYHKA JIF0JIMHI) BHKOPUCTORYBAIN AK 3pa30K
MO3UTHBHOTO KOHTPOJII0, @ KCEHOTPaHCIIIaHTaT
kniTiH MDA-MB-468 (aneHokapumHomu
MOJIOHMHOT 3271034 J10AMHN) BUKOPUCTOBYBAIIN K
3Pa30K HEraTHBHOIO KOHTPOIIO.

Creundiiune Gpapdysanus DS-8201a
criocTepiranocs B untonnaimi ta/abo KIiTHHHAIN
MeMOpani CHHIMTIOTPogoOIacTIB | AeUnLyallbHUX
KIITHH Y nauenti npu | Mxr/min abo Ginbine.
Crieundivune GapdyBaHHs TaKOXK CHIOCTEPITaiocs B
LMTONJIA3MI eniTe/lianbHUX KITHH Y DaraThox
FKaHUHAX JIOJAMHH, BKIHOYAKUH MOJIOYHY 3aJ103Y,
WIHITKY MaTKW, TOBCTY KHIIKY, MaTkoBy TpyOy,
HIUPKH, BOJIIOKHA KPHIITATNKA, TANITYHKOBY
327103y, NAPaMTORUANY 3a1103y, Tinodis,
NPOCTATY, CAUHHI 3aJ1031, WKIPY, TOHKUIT
KHIIEYHHK, IIYHOK, THMYC, ILIHTOBHAHY 3a03Y,
MUTAQJIHHI, CEUOBIIL, CEHOBUIT MIXYDP | eHloMeTpii
MaTku. OJiHak DI0JIOTIMHA 3HAYYULICTD
(hapdyBaHHs LUTONNAZMH € HU3BKOIO, OCKITTbKH
AHTUTIIIO0 He Mae JIOCTYITY DesnocepeHbo J10
HUTONIAZMATHYHOTO KOMIIAPTMEHTY i1 vivo.

Binnosianicrs sumoram HJITT: Tak

Hassa/Homep Jlociiskenns: Jlocijukenns

nepexpecHol peakTHeHOCTI TKanud DS-8201a 3

TKannHaMi MaBn BAV Makaka kpadoiaunii \

20069107

TToTeH1iiiHyY TKAHUHHY NEPEeXPecHy peakTHRHICTL
DS-8201a ouintoBany 3 BUKOPHCTaHHAM
BiNIOpaHux TKanun Mapn puay Makaka
KpadoiIHNii (KICTKOBHTT MO30K, MO30K, Cepile,
KHLIEYHIK, HUPKH, NeYiHKa, JIereHl, mKipa,
celle3lHKa Ta 964Ka).

DS-8201a ado 1gG 1k noaunm (KOUTPOITL i30THITY)
HAHOCHIM HA TKaHHHM MABIH BiJl 3 OKpeMUX
ocodun y 2 konuentpawisx (11 10 mxr/mn) Ta
IMYHOPICTOXIMIYMHO BH3HAYAIN 3@ JIOTIOMOTO0
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Kcenorpancnnanrar knitun NCI-N87
BIKOPHCTOBYBAIH AK 3Pa3oK MO3UTHBHOTO
KOHTPOI10, a KCeHoTpaHennanTat KT MDA-
MB-468 BHKOPHCTORYRAIN AK 3pa30K HEraTHBHOTO
KOHTPO.I10.

Hi MemOpantoro, Hi LMTONAA3MATHIHOTO
(hapOyBanns B L0CHIKYBAHUX TKAHUHAX MaBIl
BI11Y Makaka kpaboinnnii BuaBIeHo He Oyno.
Bincyrnicts apdysanns kiitunnoi Mmemopanu y
BHOpaHNX TKAHWHAX MABI He BiANoOBinana
pe3yjabTaTtaM, OTPUMaHUM Ul BIANOBIAHKUX
TKAHWUH JIFOJIMHU.

Biymosianictes BuMoram HJITT: Tak
(DOTOTOKCHYHICTh
Hasga/HoMmep pochijukeHus: [n vitro JociizKeHHs

(dororokcnanocti 3T3 NRU 3 MAAA-1181
a\SBL.315-101

[Morenuiiiny gororokcnunicrs MAAA-1181a
OLLIHFOBAIN 3 BHKOPHCTAHHAM MULLIAYMX
(hiopobnacris Balb/c 3T3 in vitro. Ha ochogi
PE3YLTATIB TECTY BU3HAUCHHS ana3oHy 103,
Oy10 BU3HAYEHO, 1110 HAHBHIIA KOHLIEHTpallisd
cknanana 25 Mkr/mn; Oyno nepesipeHo 8§
koHtenTpauiit MAAA-1181a B jlianazoni Bij
0,195 Mkr/mMn no 25 mMxr/mn. JIns ouinkn
(pOTOTOKCHYHOCTI, KINITHHH NiJIaBAJIN BIVIMBY
yinbrpagionerosoro A (UVA) onpomiHeHHs v /103
5 JI/cM”, 3aCTOCOBYIOUN 1715l LIbOTO COHSYHI
namrn (1,70 MB1/cm? nipotsirom 50 XBuiuy).
XNoprpoMasuHy riipoxXnopua BUKOPUCTOBY BTN
SIK TTO3UTHBHUH KOHTPOITb.

YV kniTHHax, 00poblieHNX JOCIIAKYBAHOIO
PEeYOBHHOIO, MOJIOBUHY MakcHMasbHOT iHribytouol
konuenTpauii (IC50) s KNUTTE3AATHOCTI KILITHH
He MOKHA OYJI0 BU3HAYUTH 3@ BIICYTHOCTI
ornpominenns, a 3navennd 1C50 Oyno Bu3HaveHo
ik 2,356 MKP/MIT 33 HASIBHOCTI ONIPOMIHEHHS,
TakuM ynHOM, dakTop doTonoapazHeHHs
PO3paxyBaTH HEMOKITUBO.

MAAA-1181a Oyno BijtHeceHo no kareropii
(OTOTOKCUUHIX, OCKINTLKN cepeltiiil hoToedexT
ctanoBuB 0,432, 1110 NEPEBUILYBANIO NO3UTHBHMIA
kpurepiit 0,15.

V nigcymky, MAAA-1181a BBaskacThes
()OTOTOKCHYHUM 32 YMOB UbOTO JOCTIIFKEHHS.

Bianosianicts Bumoram HJITT: Tak
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Hazea/vomep nocnipkenns: Jlocniskenns
DOTOTOKCHYHOCTI OAHOPA30BOT 1031 M
NIrMEHTOBAHUX LLVPIB, AKHUM B/B BBOIN MAAA-

1181a\ SBL.315-450

[Torenuiitny dgororoxcuunicts MAAA-1181a
OLLIHIOBAIN B JIOCHBKEHHI (POTOTORCHUHOCTI /17
Vive 3 BHKOPUCTAHHAM CaMUIB NITMCHTOBAHUX
utypie lar: Long-Evans (5 uwypis Ha rpyvny).
Bucoknit pieHb 1031 OyI10 BCTAHOBIEHO Ha PiBHI
3 MI/KT, IpH AKOMY ICHYBaB JlocTaTHiii 3anac
CKCITO3ULIT NOPIBHAHO 3 OHIKYBAHOIO KITHIHHOIO
no3ot0. Monoriapat MAAA-1181a Beoannu B/B
thiTorokenunnum jgozax 0. 113 Mr/kr
(pospaxoBanux sk MAAA-11814a) 3 noaainbuinm
oanopazosum onpominennam UVA (10 Jix/cm”)
yepes 0,5 roaMHn nicas BBeeHHA. [BapuHu rpynu
MO3HTHUBHOIO KOHTPOIIIO OTPUMYBain 8-
METOKCUIICOPANIEH TTEPOPAIILHO, HePes 30HIL Y 103
20 mr/kr. TBapuHH Ipynu HEraTHBHOIO KOHTPOJIIO
OTPUMYBaTH (Di3I0I0TIHHNI PO3UNH TaK caMo, AK i
nocniKyBaHuii npenapar. B 101aTKOBI rpyin
(4 urypu Ha rpyny) Oyau cTBOpEHI JUTd OLIHKH
piBHiB KoHUeHTpaii MAAA-1181a B nuazmi
uepes 0,5 roMHK nicns BBEACHHA 1034 (Ha
nouatky UV A-onpominenns). 3a rsapuHamu
CrocTepiranu 3a KNHIMHUMK O3HAKAMI T
MPOBOJVIIN TaKi JOCHIJIKEHHs: BUMIPIOBAHHS Mach
Tija, MAKPOCKOMIYHI JIOCTIIKEHHS WKIPHHX
peakiliii, BUMipIOBAHHS TOBLUMHN BYLIHOT
PAKOBMHH Ta MAKPOCKOMIYHI JIOCHIKCHHS 0veii.

'Y rpyni HeraTMBHOTO KOHTPOIIH0, (POTOTOKCHYHOT
peakuii He OyJI0 BIAMIYEHO B JKOAHOMY 3
nocnipkers. [porsrom 3-aeHnoro nepioay
CTIOCTEPEKEHHA, HE CIIOCTEPITATIOCH KOIHHUX,
NoB’A3aHMX 3 JlikyBaHHaM MAAA-1181a,
AHOMANii KIHHIYHAX 03HaK 200 3MiHK MacH Tina.
[Tpy MAKPOCKOMIUHHMX AOCHIKEHHAN WIKIPHUN
peakiliil, BUMIpIOBaHHI TOBUIMHN BYIHOT
pPaKoBUHH ab0 MaKPOCKOTIMHIX J0CIIIKEHHAX
OuYeil, He CocTepiranocs Ko/AHNX BIAXWICHb,

o’ g3aHuX i3 nikyBanuam MAAA-1181ata UVA
~onpomineHHaM. OuiHKa piBHIB KOHICHTpauil B
[1a3Mi OKasaja, uo Uy py ajaekBaTho
nepenocutn MAAA-1T181a nig vac sromey UVA.
Haiisuia nosza (3 mr/xr) 3adesnevysaia
KoHuenTpauiio MAAA-1181a B nnasmi

(90,5 Hr/mn), 3a AKOT IcHYBaB JAOCTaTHIIT 3anac
exenoznit (mpudimuzno 13) NopisHAHO 3
PEKOMEHZIOBAHOIO KIITHIMHOIO 103010
(nocnimkenna DS8201-A-U201). makcimanbha
KoHleHTpawia B niaasMi [Cua] npn 5.4 mr/kr:

7,2 ur/Mim). Y rpymi No3suTHBHOIO KOHTPOIIO,
criocTepiranycs 4iTki 03HaKh GOTOTOKCHIHOCTI B
KJITHIMHHUX 03HAKaX, MAKPOCKOTYHHX
VLOCIIZKEHHAX WKIPHUX peakuiii.
TOBLIMHK BYIIHOT PAKOBNHN Ta M
ITOCTIIKSHHAX OUCH.
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Y nincymky. MAAA-118]a He maB
(DOTOTOKCHUHOTO NOTEHLIANY ¥ NIFMEHTOBAHUX
HIVPIB 332 YMOB UbOTO JIOCTIIKEHHA.

Binnosianicts Bunoram HIITT: Tak

| 5. BUCHOBKH 1110J10 JIOKITTHIYHOTO BUBUEHHSA

BUCHOBOK: Ha KIITHHAX. 110 aKTHBHO JINATLCA, Y
(hapMakonoriuHO peneBaHTHUX MaBmn BULy Makaka
kpadoianuii. DS-8201/Enrepry npojemMoHeTpyBas
ouiKYBaHUIT NpodiaL TOKCUTHOCTI iHTiBITOpa
(pepmenTty Tonoizomepasn 1. Tlpu 3acrocyBanni
HBOTO KIACY UNTOTOKCHYHUX 3ac0DiB, 3a3BUYai
MOBIAOMISANN PO 00OPOTHI FeMaTONOTHI
edexT Ta 3Minn y seukax. He crnioctepiranocs
BIUIMBY Ha %O0JHI (JapMakolorivHi napaMeTpu
Oesnekn, taki sk [IHC, cepueso-cyannna,
ytMxaibHa a00 HUPKOBA (PYHKLLISA.

Hezpaxaroun Ha BCTaHOBIeHHA Mex Oe3nexn Ta
MaKCHMaJILHOT 1031, KOTpa He BUKIHKAE
IWKIATMBOTO BNAKMBY Ha 310pos's (NOAEL), y
MagIl criocTepiraiacs ricTonarosoris JiereHs,
noaidHa 110 Tiel, 1o crnocrepiraetbes npu 1371,
Mpo 110 MOBIAOMIAIN nattieHTH. Buxoasun 3
MEXAHIZMY UUTOTOKCUUHOCTI KOPUCHOTO
HapanTaxkenus (MAAAL181a), DS-8201/Enrepry
BBAKACTHCH
penporoTokcHuHuM/emopioTokenunum. [pu
LLOMY, BIIMIMAETLCA OUEBUAHA NepeBara Hajl
PH3NKOM 3acTOCyBaHHA NpenapaTy IS MOmysiii,
chopMOBaHOT BIIMOBIIHO 10 MPU3HAYEHOTO
UIKYBAHHA paKy.

SasBHUK (BIACHWK

/mionuc/ 19 epyousn 2024 p.

peecTpauiiinoro
MOCBIAMEHHA)

(nianuc)

JDKEH I'APPIC (JAYNE HARRIS)

(I.1.b.)

{ITopadok donosnerio nosum Jlooamrxom 29 s2iono 3 Havazon Minicmepemesa oxoponil 300pog's
No [528 gio 27.06.2019 }
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Annex 30

o the Procedure for Conducting Expert
vahiation of Registration Materials
ertinent to Medicinal Products
ubmitted for the State Registration (Ra-
gistration) and for Expert Exaluation
f Matenals about Introduction of
hanges to Registration Matenals

ing the Validity Period of
gistration Carfificate (item 4 section
V)

Clinical study report No. 1

1. Name of medicinal product Enhertu® (Traztuzumab Deruxtecan)
(registration certificate N2, if available)
2. Applicant AstraZeneca UK Limited

1 Francis Crick Avenue, Cambridge
Biomedical Campus, Cambridge, CB2 JAA,
United Kingdom

3. Manufacturer Batch release

Secondary packaging, labeling, and batch
release (certification) of finished product

Daiichi Sankyo Europe GmbH

Luitpeldstrasse 1, 85276 Pfaffenhofen,
Germany

4. Studies conducted: ®yes Tno, please justify

1) type of medicinal product, which has [Medicinal product with complete dossier
been or will be registered (stand-alone dossier). Other medicinal
product. New active substance

5. Title of clinical trial, code number of |A Phase 2, Multicenter, Open-Label, 2-
clinical trial Cohort Study of Trastuzumab Deruxtecan
(DS-8201a), an Anti-HER2 Antibody Drug
Conjugate (ADC), for HER2-Over-
Expressing or -Mutated, Unresectable
and/or Metastatic Non-Small Cell Lung
ICancer (NSCLC} [DESTINY-Lung01]

6. Phase of clinical trial Phase 2

7. Period of clinical trial From 30 May 2018 (first subject enrolled)
till 09 Dec 2020 {last subject enrolled
before the primary analysis CSR)

8. Countries, where clinical trial has + Japan

been conducted « USA
+ MNetherlands

» France




« Spain

9. Number of trial subjects

planned: 170
actual: 181

10. Objective and secondary endpoints
of clinical trial

[Primary objective(s):

The primary objective was to evaluate the
IORR of T-DXd in HER2-overexpressing
and/or HERZ-mutant advanced NSCLC
subjects.

iSecondary objective(s):

s To evaluate duration of response
(DoR), DCR, PFS, and 0S

» To further evaluate the safety of T-
DXd

* To determine the PK of T-DXd

Exploratory objective(s):

* To evaluate time to response (TTR)
and best percent change in the sum
of the diameters for all target
lesions

* To evaluate potential biomarkers

» Toevaluate exposure-responss
relationships for efficacy and safety
endpoints

11. Clinical trial design

[This was a multicenter, open-label,
nonrandomized, 2-cohort, Phase 2 study
to investigate the safety and efficacy of T-
DXd in HERZ-overexpressing (IHC 3+ or
IHC 2+) or HERZ2-mutant NSCLC subjects.

The study was conducted in North
America, Japan, and Europe. Eligible
subjects were assigned to one of 3
cohorts:

* Cohort 1 enrolled subjects with
unresectable and/or metastatic
HER2-overexpressing NSCLC
(defined as IHC 3+ or IHC 2+;
determined prospectively by central
testing) treated with a 6.4 mg/kg
dose Q3W

* Cohort 1a enrolled subjects with
unresectable and/or metastati

HERZ-overexpressing NSCL

O




{defined as IHC 3+ or IHC 2+,
determined prospectively by central
testing) treated with a 5.4 mg/kg
diose Q3W

* Cohort 2 enrolled subjects with
unresectable and/or metastatic
HERZ-mutant NSCLC (determined
by local testing) treated with a 6.4
mg/kg dose Q3W.

A total of 181 subjects were enrolled: 49 in
(Cohort 1,41 in Cohort 18, and 91 in Cohort
2. T-DXd was administered as a sterile
fintravenous (1V) solution.

T-DXd was continued according to the
dosing criteria o derive clinical benefit in
the absence of withdrawal of subject
consent, progressive disease (PD), or
unacceptable toxicity. if T-DXd was
delayed »28 days from the planned date of
administration, the subject was withdrawn
from T-DXd treatment.

Following a screening period of up 1o 28
days after signing the main ICF, subjects
entered the treatment phase. Each cycle
of treatment of T-DXd was every 21 days.
The number of treatment cycles was not
fixed. Regardless of reason for
idiscontinuation from T-DXd, all subjects
were to be contacted for follow-up every 3
menths (£14 days) from the dste of the
40-Day (+7 days) Follow-up Visit until
ideath, withdrawal of consent, lost to
follow-up, or study closure, whichever
occurred first, or until follow-up data
collection was no longer of scientific value
or otherwise needed {at the Sponsor's
discretion), to cbtain information about
[subsequent treatment and survival status.

12. Main inclusion critena

»  Must have provided informed
consent for study participation
before performence of any study-
specific procedure or test.

*  Age =20 vears of age in Japan, =18
years of age in other countries.

* Pathologically documented
unresectable and/or metastatic
nonsquamous NSCLC.




* Had relapsed from or was
refractory to standard treatment of
for which no standard treatment
was available.

s For Cohort 1 and Cohort 1a only:
HER2-overexpressing status had to
be assessed and confirmed by
Clinical Laboratory Improvement
Amendments (CLIA}certified
laboratory or equivelent, from an
archival tumor tissue sample.

* For Cohort 2 only: subject had any
known documented activating
HER2 mutation from an archival
tumor tissue sample.

» Presence of at least one
measurable lesion assesszed by the
investigator based on Response
Evaluation Criteria in Solid Tumors
(RECIST) v1.1.

+ Was willing and able to provide an
adequate archival tumoer tissue
sample and to undergo a tissue
biopsy, taken after the completion
of the most recent treatment
regimen.

» Had Eastern Cooperative Oncology
Group Performance Status (ECOG
PS)ofOto 1.

* Had adequate organ function within
14 days before enrollment.

13. Investigational medicinal product,
mode of administration and strength

T-D¥d is an ADC of an anti-HERZ
monoclonal antibody conjugated to a
drug-linker, deruxtecan. The drug-linker is
composed of a cleavable maleimide
tetrapeptide and the released drug, DXd.
DXd is a potent topoisomerase | inhibitor.
On average, the drug-to-antibody ratio of
T-DXd is approximately 8. T-DXd is
expected to inhibit tumor growth on the
basis of the following reasons: it exhibits
tibody-dependent cell-mediated

toxicity activities and Akt
hospharylation inhibition similar to those
f trastuzumab when it binds to HERZ2; the
DXd that is released from T-DXd after the
nternalization induces apoptosis by
nhibiting topoisomerase |.




T-D¥d was sdministered at 6.4 mg/kg
03W or 5.4 mg/kg Q3W.

T-DXd {100 mg lyophilized drug product)
for iniection was provided as a lyophilized
powder containing 100 mg of T-DXd in a
glass vial. Each single-use giass vial was
to be reconstituted with 5 mL water for
injection to a concentration of 20 mg/mL
and was not to be used to treat > 1 subject.
T-D¥d was administered with 5% dextrose
las an 1V infusion.

14, Reference product, dose, mede of
administration and strength

Mot applicable

15. Concomitant therapy

The following concomitant therapies were
allowed: hematopoietic growth factor for
prophylaxis or reatment of AEs, dietary
supplements, prophylactic or supportive
treatment of T-DXd-induced AE. Bazed on
the currently available clinical safety data,
it was recommended that subjects receive
iprophylactic antiemetic agents prior to
infusion of T-DXd and on subseguent
idays.

The following medications and products
were prohibited during the treatment
period: other anticancer therapy, other
investigational therapeutic agents,
radiotherapy (except for palliative), chronic
systemic corticosteroids or other
immunosuppressive medications except
for managing AEs.

16. Criteria for evaluation efficacy

Primary efficacy endpoint:

The primary efficacy endpoint was ORR,
defined as the propertion of subjects who
achieved best overall response of
complete response (CR) or PR as
assessed by ICR based on RECIST ¥1.1.
Confirmation of CR/PR by ICR was
required for this study.

Secondary efficacy endpoints:

» DoR, defined as the time from initial
response (CR or PR} that was
subsequently confirmed, until
documented tumor progression or
death from any cause. DoR was
only defined for subjects who

achieved confirmed CR or PR. DoR




was calculated based on ICR
assessments, and as a separate
variable of DoR based on
investigator assessments.

* DCR, defined as the propertion of
subjects who achieved a best
overall response of CR, PR, or 5D
during study treatment. DCH was
calculated based on ICR
assessments, and as a separate
variable of DCR based on
investigator assessments.

*  PFS, defined as the time from date
of enroliment until first obhjective
rediographic tumor progression or
death due to any cause. The
disease progression was
determined based on RECIST v1.1.
PFS was calculated based on ICR
assessmems, and as a separate
variable of PFS based on
investigator assessments.

= 05, defined as the time imerval
between the date of enroliment and
the date of death due 10 any cause,
if death was not reported for a
subject before the data cut-off
{DCO) for the 0S5 analysis, 0S was
censored at the last contact date at
which the subject was known 10 be
alive.

* (RH, based on investigator
BSSESSMENt,

17. Criteria for evalustion safety isafety endpoints included the following:

»  TEAE=s were categorized according
to the Medical Dictionary for
Regulatory Activities (MedDRA)
¥23.0 and graded according to
CTCAE v5.0

* Serious adverse events (SAEs)
Standard clinical laboratory
parameters

* Vital sign measurements

» ECG parameters
Physical examination findings
{including ECOG PS)

» Echocardiogram
{ECHO)/multigated acquisition
{MUGA]) findings




s Ophthalmelogic findings

18. Statistical methods

\Analysis Sets
Full Analysis Set

The Full Analysis Set (FAS) included all
subjects who signed the main ICF and
enrolled in the study. A subject was
considered enrolled in the study upon the
linvestigator or designee obtaining a
signed main ICF from the subject at the
time of Screening and upon determination
that all inclusion and exclusion criteria had
been satisfied.

Response-evaluable Set

The RES included sll enrolled subjects who
received at least 1 dose of study drug and
had measurable disease at Baseline per
ICR.

iSafety Analysis Set

The Safety Analysis Set included all
enrolled subjects who received at least 1
dose of study drug.

iPharmacokinetic Analysis Set

The PK Analysis Set included all subjects
who received at least 1 dose of study drug
land had measurable serum concentration
iof study drug.

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

The median age of the subjects was 63.0
(37, 85), 62.0 (31, 76) and 60,0 (29, 88)
vears in Cohorts 1, 1a and 2, respectively.

ubjects were male (61.2% and 53.7%,
espectively), while 65.9% of the subjects
in Cohort 2 were female.

Esn Cohorts 1 and 1a, the majority of

The majority of subjects were of White
race (63.3%, 75.6% and 44%, in Cohonts 1,
1a and 2, respectively). Asian subjects

corresponded to 26.5%, 9.8% and 34.1% in
Cohorts 1, 1a and 2, respectively.

20. Efficacy results

with T-DXd 6.4 ma/kg (Cohort 2), ORR

based on ICR was 54.9%, with 1 (1.1%

In subjects with HER2 mutation treated * p




subject achieving confirmed CR and 49
(53.8%) achieving confirmed PR (Table
8.1).

In subjects with HER2-overexpression,
ORR based on ICR was similar between
subjects treated with T-DXd 6.4 mg/kg
(26.5%; Cohort 1) and subjects treated
with T-DXd 5.4 mg/kg (29.3%; Cohort 1a).

21. Safety results

In subjects with HER2 mutation treated
with T-DXd 6.4 mg/kg (Cohort 2), all
subjects reported TEAES, 63 (69.2%)
subjects reported =Grade 3 TEAEs and 42
(46.2%) subjects reported drug-related
TEAEs. Serious TEAEs were reported in 39
(42.9%) subjects and TEAEs associated
with an outcome of death in 13 (14.3%)
subjects. TEAEs associated with study
drug discontinuation, study drug
interruption, and dose reduction were
reported in 34 (37.4%) subjects, 44
(48.4%) subjects and 32 (35.2%) subjects,
respectively.

In subjects with HER2-overexpression, all
rsubjects treated with T-DXd 6.4 mg/kg
(Cohort 1) and all subjects treated with T-
DXd 5.4 mg/kg (Cohort 1a) reported
TEAEs. The proportions of subjects with
TEAESs regardless of type were generally
lower in subjects treated with T-DXd 5.4
'mag/kg than subjects treated with T-DXd
6.4 mg/kg.

22. Conclusion (summary)

The efficacy and safety findings of this
study demonstrated the favorable benefit-
risk balance of T-DXd for subjects with
unresectable and/or metastatic HER2-
mutant and -overexpressing NSCLC.

Applicant (registration certificate
holder)

(signature)

{full name)

[ Procedure amended by new annex 30 according 1o Moll Ukraine Order No 1528 of 27.06.2019 }




Jloparok 30

1o [TopsiiKy npoBeIcHHS eKCIEePTH3H
peecTpauiiinux mMarepiaip Ha JiKapChKi
3acO0M, 110 MOJAAIOTLCSA HA JICPIKaBHY
peecTpaitiio (nepepeecTpaiiio), a Takox
EKCIepTH3H MaTepiasiB Mpo BHECEHHs
BMiH /10 peecTpaliiHuX MaTepianis
MPOTArOM Iii peecTpauiiHoro
MOCBIIYEHHS

(nyukt 4 posainy IV)

3BIT npo kainiune Bunpodysanns Nel

1. Hasga nikapcekoro 3aco0y (3a HasBHOCTI -
HOMEp peecTpalliiiHOro MocBiueHHs)

Enxepry (TpacTy3ymad JepyKCTeKaH)

2. 3aBHUK

Acrpa3eneka IOK Jlimiten (AstraZeneca UK Limited)

1 ®pencic Kpik Asenio, Kemopuk biomenikan
Kamnyc, Kemopuuk, CB2 0AA, Benuka bpuranis

(1 Francis Crick Avenue, Cambridge Biomedical
Campus, Cambridge, CB2 0AA, United Kingdom)

3. BupoOuuk

Bunyck cepiit

BropuHHe naKyBaHHs, MapKyBaHHs Ta BUICK cepil
(ceprrdikaltist) rOTOBOro JiKapchbKoro 3acody

Jlaiui Caukio IOpon 'm6X (Daiichi Sankyo Europe
GmbH)

Ulyitnonsaurrpacee 1, 85276 INdaddenxoden,
Himeuunna

(Luitpoldstrasse 1, 85276 Pfaffenhofen, Germany)

4. [IpoBeieHi J10CHIJKEHHS:

®TaKk OHI  SKUO Hi, 0OrpyHTYBaTH

1) Tun aikapchKoro 3acoly, 3a AKUM
npoBo/uiacs abo MIaHyeThCs peecTpatis

JlikapcbKuii 3aci6 3a MOBHUM J10Che (ABTOHOMHE
nocke). Tnmit nikapeskuit 3aci6. Hopa niroua
peuoBHHA

5. [ToBHa Ha3Ba KJIiHIYHOTO BUIIPOOYBaHHS,
KOJIOBAHMH HOMEP KJIIHIYHOTrO BUIIPOOYBaHHs

BaraToLeHTpoBe, BiIKpUTE, 2-KOTOPTHE JOCIKEHHS
pasu 2 s ouiHKK TpacTy3ymaly aepykerekany (DS-
8201a), kon 1orary antutinio 1o HER2-nikapeekuid
3aci6 (ADC), npu ikyBaHHi Hepe3eKTabenbHOro
Ta/abo MeTacTaTHYHOro HeAPIOHOKII THHHOTO PakKy

nerens (HJIKPJT) 3 nagekcnpecieio abo myTauiﬂMﬁ

NMEPEKJNAL
BIPHO

& <«

™



reHa pelenTopa emnigepmanbHoro gakropa pocty
moaunu 2 (HER2) [DESTINY-Lung01]

6. ®aza kiiHiuHOrO BUNpOoOyBaHH

daza 2

7. [lepion npoBeeHHs KIiHIYHOTO
BUMPOOYBaHHS

3 30 Tpasus 2018 p. (3apaxyBaHHs NEPLUIOro y4acHUKa)
o 9 rpyaus 2020 p. (3apaxyBaHHs OCTaHHBOI'O
ly4aCHHMKa repe/l YKIaAaHHAM 3BITY MpO KIiHiuHe
ocnipkenns (3K]1) 3a pesynbsrataMu nepBHHHOTO
aHasizy)

8. Kpaiuu, jie npoBOIMIIOCS KIIIHIYHE
BUIPOOYBaHHS

o Snonis

g ClIA

. Hinepnanan
. @panuis

. [cnanis

0. KinbKicTb JOCIIKYBaHUX

sarianosana; 170
pakTruna: 181

10. Mera Ta BTOpUHHI i KIIHIYHOTO
BUTTPOOYBaHHA

MeTa:

Meta noasrajia B TOMy, 100 OLIHMTH 4acTOTY

00’ exTuBHOT Bianosiai (YOB) Ha Tpactyzymab
nepykcTekaH y nauientis 3 nommpenum HIKPIT i3
naaekcnpeciero HER2 ta/a6o myraunismu rena HER2.

Bropuuni miji:

. Ouinury Tpusanicts Bianosiai (TB), yacrora
koHTpoo 3axsopioBants (UK3), BuxuBaHicTs Ge3
nporpecysants (BBIT) ta saransHy BHKMBaHICTE (3B).

. JloaatkoBo oUiHUTH Oe3neKy Tpactysymaly
nepyKCcTeKany
. Busnauntu gapmarokinetuky (PK)

rpacTy3ymaly JepyKCTeKaHy
MeTa 10caiAzKeHHs:

. OuinuTy yac o Hacrauss ianosiai (YHB) Ta
HaliKkpallly BiICOTKOBY 3MiHY CYyMH JliaMeTpiB yCix
[[IJILOBUX YPAXKEHb.

. JloaaTKOBO OLIHWTH MOTEHLiHHI OioMapKepy

. OLHUTH B3aEMO3B’ 30K «BIUTMB — PeaKiis»

74 KiHIEBMX TOUOK e(peKTUBHOCTI Ta Oe3NEKH.

et

NEPEKIIAL
BIPHO

A =S




11. JInzaiin kjaiHiuHOTO BUMPOOYBaHHA

Lle 6ys0 GaraToleHTpOBe, BiAKpUTE, HEPAHJOMi30BaHE,
2-KOropTHe AociikeHHs da3u 2 uid OUiHKKM Ge3neku
ra e()eKTUBHOCTI TpacTy3ymaly JiepyKCTeKany B
yuacHuki 3 HIIKPJI 3 napexcnpeciero HER2 (IHC 3+
a6o THC 2+) abo myrauismu rena HER2.

TTocaipkenns mpoBoaunu B [liBHiunii Amepuii,
SInonii Ta €spormi. Ocobu, 1110 BiANOBiAAIN KPUTEPIIM
yuacTi, Oyau BiZiHECEH] 10 OJIHI€T 3 TPHLOX KOTOPT:

. VY koropry 1 Gynu BKIIOYEH] YUACHUKH 3
HepesekTabensHUM Ta/abo metactaruunum HIKPJL 3
naexcnpeciero HER2 (IHC 3+ a6o IHC 2+;
BH3HAYAJIM TIPOCTIEKTHBHO LIJIAXOM aHali3y B
LleHTpasIbHii TabopaTopii), 110 OTpUMyBanu 103y 6,4
MT/KI KOKHI 3 THXKHI.

. ¥ koropry la Oyiu BKIIOYEH] yJaCHUKH 3
nepesekTabenpHuM Ta/a6o MetactaruunuM HIKPJI 3
najekcnpeciero HER2 (IHC 3+ a6o IHC 2+,
BU3HAUAIM [TPOCIIEKTHBHO HITAXOM aHali3zy B
LEHTpaJILHIN TabopaTopil), 10 OTPUMYBaIH 103y 3,4
MI/KI KOJKHI 3 THOKHIL

. V¥ koropry 2 Oynu BKJIKOUEHI YYaCHUKH 3
nepesekrabenpuuM Ta/abo meracratuunum HJIKPJI 3
myTanismu rena HER2 (Bu3navanu rmpocrnekTHBHO
LTSXOM aHani3y B Micueiit naboparopif), ski
OTPUMYBAJIU 103y 6,4 MI/KI KOXKHI

3 THIKHI.
Veworo 6yno 3apaxoBaHo 181 yyacHuKa:

49 y xoropty 1, 41 y xoropry la Ta 91 y xoropty 2.
TpacTy3ymal nepyKcTeKaH BBOJMIIM Y BUIJISL
CTepPHIBLHOrO PO3YMHY JUISl BHYTPilIHLOBEHHOTO (B/B)
BBEJICHHSL.

UlikyBaHHs TpacTy3yMaboM JIepyKCTEKaHOM TPHBAJIO
Bi/IMOBIHO JI0 BUMOT I0/I0 OTPUMaHHA KJIiHiYHOT
kopHcTi abo J10 BIAKIMKAHHSA 3roJ1 Y4aCHUKOM,
nporpecyBanHs 3axBopioBaHus (I13) un HenpUAHATHHX
TOKCHYHMX eeKTiB. KO BBEIGHH: J0CIiKYBAHOTO
ITiKyBaHHs 3aTpUMyBasIocs Ol Hisk Ha 28 AHIB i3
3angaHOBAHOT JIaTH BBEJIEHHS, JIIKYBAHHS TIPUITUHSIIN.

[Ticist CKPUHIHTOBOIO Nepioy TpUBaNicTio 10 28 AHiB
nicias nianucanus ocHoBHOT hopmu iHpopMOBaHOT
sroau (PI3) ydacHUKH PO3MOUYMHAIM €Tall JIIKYBaHH.
KoseH LMK JTIIKYBaHHS TpacTy3ymabom
nepykcrekanom TpuBas 21 neHb. KinbKicTb LukiiB
nikyBanus He Gy1a dikcoanolo. Hesanexno Bif

NPUUYNHK TIPUITMHEHHS 3aCTOCY BAHHSA TpacTy3ymaby
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1epyKcTekany, Uil OTpUMaHHs iHdopmarii npo
MoJasiblie JIIKyBaHHs Ta CTaTyC BUKUBAHOCTI BCIiX
YYaCHMKIB 3arpollyBajii Ha BI3UTH A/ N0JAJbLIOTO
criocTepeskeHHs KoxkHi 3 micsui (£14 nniB) 3 naru 40-
nerHoro (+7 AHiB) Bi3UTY MOAATBILOTO CHOCTEPEIKEHH
710 CMEpTi, MPUITMHEeHHS JIiKYBaHHS, BIJKIMKaHHA
3r0jiM, BTPATH KOHTAKTY 3 MALiCHTOM JUIs MOAANIbIIOro
criocTepexeHHs a00 3aKPUTTS JOCIIDKEHHS, 3aJIEKHO
Bij TOTO, 1110 BifOYyJI0Cs pauie, abo 1oxu 30ip JaHuX
LIS TIOAJIBIIOrO CIIOCTePEeKEHHS He BTPayaB HayKOBOI
niHHocTi a60 cTaBaB HENMOTPIOHUM 3 IHIIMX MPUYUH (HA)
po3cya CrnoHcopa).

12. OcHOBHI KpUTEpii BKIIOYEHHS

. [Tepen BuKOHAHHAM Oy AB-AKOI MpoLeLypH abo
aHasi3y B MeKax JAOCi/KEHHs YYacCHUKY MaJlk HaJlaTH
inopMoBaHy 3rojly Ha y4acTh Y JOCJ]iUKEHH.

. Bik >20 pokiB y fAnonii, >18 pokis
B IHIIMX KpaiHax.

o [TaromopdonoriuHo niarBepIKeHni
HepesekTabenbHUi Ta/abo MeTacTaTUUHUIA
nexnituaamii HJIKPJL

. Peryue uu pe)pakTepHICTD 10 CTAHAAPTHOIO
niKyBaHHs B aHamHe3i abo BiACYTHICTb CTaHJAPTHOTO
iKyBaHHS.

. Tineku s koropr 1 Ta la: Cratyc
nanekcrnpecii HER2 ouintobana

Ta nigTBep/KyBaia rabopatopis, ceprudikoBana
signosiaHo o [Tonpasok g0 3akony CILIA «I1Ipo
B/IOCKOHAJIEHHS KJiHiuHMX naboparopiit» Big 1988 p.
(CLIA), abo ekBiBanenTHa labopaTopis Ha mijcrasi
ApXiBHOTO 3pa3Ka MyXJIMHHOT TKAHUHH.

. Tinbku s Koropt 2: Y4acHUK NOBUHEH OyB
MaTH BiJIOMY JOKYMEHTAJIbHO MiJATBEPKEHY
axTuBylody myTatito rena HER2 nHa mincrasi
apXiBHOTO 3pa3ka MyXJMHHOT TKAHHHH.

. HasigricTb xo4a 6 0JHOr0 BUMipIOBAHOIO
BOTHMIIA 3a OLLHKOIO JIOCi/IHMKOM Ha OCHOBI
KpurepiiB BiANOBI/I COMIJAHUX IMYXIMH Ha JIiKy BAHHSI
(RECIST) v1.1.

. ["OTOBHICTH i CIIPOMOYKHICTh HAJIATH HAJIEXKHUI
3pa3oK apXiBHOT MyXJIMHHOT TKAHWHH Ta POMTH
GiOMNCito TKAHWHH TTiC/s 3aBepPIICHHSI OCTAHHBOT CXEMH
NTiKYBaHHS. Ty
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o dyukuionansHuil cratyc 3a mkonoro Cxianol
06’ ¢anano’ onkosoriuboi rpynu (®C 3a ECOG) 0 abo
1.

o Hanesxna QyHkuis opranis npotarom 14 nnis
nepesi 3apaxyBaHHAM.

sacTocyBaHHS, cuia Ail

13. JlocniazkyBaHwii JlikapebKuii 3aci6, crnoci6

Tpactysymab aepykcrekan sapise coboo ADC y
BUIAI MOHOKJIOHAJIBHOTO anturina no HER2,
KOH’FOrOBAHOIO 3 JIIHKEPOM JTiKapehkoro 3acoly
nepykcrekanom. JliHkep nikapchkoro 3acoly
CKJIAJA€ThCs 3 PO3LICIUTIOBAHOTO MasieiMiHOro
TeTpanernTy Ta BUBIILHEHOIO Npenapary
epykcTekany. JlepyKeTekaH € NoTyKHUM iHribitopom
ronoizomepasu I. Y cepeiHbOMY CITiBBIIHOLIEHHS
nikapcbKkoro 3acofy Ta aHTHTLN B CKJIajli TpacTy3ymaly
nepykcTeKaHy cTaHOBHTH npubimsuo 8. Ovikysanocs,
o Tpacty3ymal JepyKcTekaH inribysaTume pict
[TyXJIMHH 3 TAKUX TIPUYMH: BiH BUABIISE
AHTUTII03aJIEXKHY KIIITHHHO-0MOCEPEKOBAHY
LMTOTOKCHUHICTD Ta iHri0yBanHs GocdopuntoBants
Akt, moniGHo 110 TpacTy3ymaldy, KOJIM BiH 3B’ A3Y€ThLCS 3
HER2; nepyKcTekaH, sKnii BUBIILHACTLCA 3
TpacTy3yMaly JepyKcTeKaHy Ticis inTepHanisauii,
iHJyKy€ anornTo3 IUISXOM iHri0yBaHHs TONoi3oMepasu
.

TpacTysymal AepyKcTeKaH BBOJMIIHN y 1031 6,4 Mr/kr
KO3KHI 3 THIKHI 200 5,4 MIV/KI KO3KHI 3 THXKHI.

Tpactysymab nepykcrekany (100 mr niodinizoBaHoro
nikapcekoro 3aco0y) juist iH’exuii aBisas co6oko
imioginizosanuii mopouok, no 100 Mr Tpacry3ymady
epyKCTeKaHy B CKIsiHOMY (akoni. Koxen
0/1HO1030BHH cKsHuit d1akoH moTpibHo OyJ0
BiJHOBHTH 3a JIOMIOMOTOIO 5 MJI BOAHM U iH’ €Kit 10
konteHTpauii 20 Mr/mit; ofMH QIakoH He MOKHA 6y 110
BUKOPMCTOBYBATH JUIA JTiKyBaHHs >1 yyacHHKa.
Tpacty3yma0 fepyKcTeKaH BBOJMIIH 3 5% JIEKCTPO30I0
y BUrTIsAAL B/B iHY3ii.

14. Ipenapar nopiBHAHHA, 1034, CMOCIO
BacTocyBaHHs, cuna Jii

He 3acToCOBY€ETHCS

15. CynyTHs Teparnis

JTo3Bonsinaca Taka CyMmyTHs Teparnis: reMonoeTHYHIHI
daxTop pocty s mpodinakTHKK abo JiKyBaHHS
no6iunux asuil (IT51), gietuuni nobasky,
npodinakTiune abo miaTpumyBabue Jikysans [1,
CripruMHEHUX TpacTy3ymabom aepykerekanom. Ha
MificTaBi HASBHAX AAHKMX TPO KJiHiuHy Gesnexy 6yio
peKOMEHI0BaHo, 1100 y4acHUKH HpriMani ‘
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npodinakTHuHi MpoTUOIIOBOTHI 3ac00H nepen
indysiero Tpacty3symaly AepyKcTeKaHy i y HacTyIHi
JIHI.

V nepion nikyBauHs Oyu 3a00pOHEH] Taki Jikapehbki
3aco0M Ta NPOJAYKTH: iHIIA MPOTHPAKOBA Tepartis, iHui
10CTi Ky BaHi JlikapebKi 3aco0u, poMeHeBa Tepartis
(kpiM maniaTMBHOT), TPUBaNa Teparis CUCTEMHUMHU
KOpTUKOCTEpOifaMu abo iHIIi iMyHOJenpecHBHi
rpenapaTi, 3a BAHATKOM IPU3HAYEHHUX JUIA JIIKyBaHHA
[151.

16. Kpurepii oriHku e(peKTHBHOCTI

IMepeuHHA KiHIEBA TOYKA e(peKTHBHOCTI:

[TepBUHHOO KiHLIEBOIO TOYKOIO edekTHBHOCTI Oyna
OB, 1o BM3Hauaacs K 4acTKa YYacHHKIB, fAKi
TOCATIIM HAWKpaIol 3aranbHOT BiJNOBI y BUIIIA
nosHoi Bianosiai (ITB) aGo yactkoroi Bixnoiai (UB),
Ha OCHOBI He3anexHoT LeHTpanbHoi ouinku (HLIO) 3
BuKopucTaHHaM KpurepiiB BiANnoBiai cOMaHUX MyX/JIHH
na nikysanus (RECIST) epcii 1.1. lns uporo
nocnimkerns 6yno norpidno niarsepkenns [1B/YB 3
6oky HILIO.

BropunHi KiHeBi TOUKH eeKTUBHOCTI:

o TB — Bu3Hauanacs K yac BiJl MOYATKOBOI
signosiai (IB aGo UB), sika 6yna 3rogom
MiATBEpIKEHa, 10 JAOKYMEHTAIBLHO MiATBEPKEHOr0
porpecyBaHHs MyXJIUMHH abo cMepTi 3 Oy Ab-AKOT
npuuund. TB BU3HAYANM TIILKK 1718 yYaCHHUKIB, AK
nocarau nigreepmkeHoi [1B abo UB. TB
po3spaxoByBain Ha ocHosi ouinok HI1O Ta sk oxpemy
3minny TB Ha OCHOBI OLIIHOK JOCIiTHHKIB.

. YK3 — Bu3HAYANACs AK 4acTKa YYaCHHKIB, fAKI
nocArIM HaMKpaoi 3arainsHOT BIANOBIAlL y BUNIAL
[1B, UB a6o cra6Ginizauii 3axsoproanns (C3) mij yac
nlocstikyBaHoro Jikyeanns. YK3 pospaxoBysanu Ha
ocHogi ouinok HIIO Ta sik okpemy 3minna UK3 Ha
OCHOBI OLITHOK JIOCHTiIHUKA.

o BBIT — Bu3Hauanacs siK 4ac BiJi JaTH
3apaxyBaHHS B I0C/iUKEHHS JI0 TIEpPLIOro

00’ €KTUBHOTO PEHTI€HOJIOTIYHOTO MPOrpecyBaHHs
[y XJuHU a00 cMepTi 3 Oy ab-AKOT IPHUMHA.
[TporpecyBaHHS 3aXBOPIOBAHHS BU3HAYAIIM 3
pukopuctanusm kpurepiiB RECIST v1.1. BbII
pospaxosyBaiy Ha ocHOBI oniHok HLIO Ta sk okpemy
sminna BBIT Ha OCHOBI OLIIHOK JIOCIHUKA.

. 3B — BU3Hauanacs K 4aCOBHMH iHTEpBa MiK
1aToO 3apaxyBaHHs Ta JAaTo0 CMEPTI 3 6y 1b-5KOT,,

npuuuHy. SIKI0 CMePTh YYaCHHKA HEe PeecTpyBaiH 10
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nati npununenns 36opy aanux (JI3J1) ans ananisy
| 3B, 3B LieH3ypyBajiu Ha JaTy OCTAHHLOIO KOHTAKTY,
‘ KOJIK OYJI0 BiJIOMO, 1110 YUACHHK KUBHIA.
|

|

|

i

|

|

:

. YOB 3a OL[IHKOIO JOCIiIHHKA.
17. Kpurepil ollinkn Ge3neku Inii KiHieBi TOYKH BKJIIOYAIH TAKe:
. [151, wo BuHuKkIM nijg yac nikysanus (ILABJI),

PO3MOJLIAIN Ha KaTeropii BiANoBiaHo 10 MeanuuHoro
CJIOBHMKA TEPMiHiB HOPMATHBHO-TIPABOBOI Jifl/ILHOCTI
(MedDRA) Bepcii 23.0 Ta knacudikyBaiu BiANOBiIHO
110 3aranbHUX KPUTEPITB TePMiHOIOTIT 171 MO3HAYEHHS
no6iunux asuul (CTCAE) Bepcii 5.0.

; " . ' .

‘ . Cepiiosni no6iuni aeuma (CITH)

| . CranjapTHi K1iHiuHi 1abopaTopHi napamMeTpu
. [ToKa3HUKM KUTTEBO BAXUIUBUX QYHKIIIH

. Pesynbrati (i3HKaIbHOrO ONIAY (BKIHOYHO 3
OC 3a ECOG)

. PesynbraTi exokapaiorpadii
(ExoKI')/panioizoronuoi Benrpukynorpadii (MUGA).

i
1 . [Tapamerpu EKI”
|
|

. [TapameTpu 0)TaIBMONOTIYHOIO 0OCTEKEHH

18. CraTHCTHYHI METOIH Bubipku st anaaisy 6e3nexH
IMoena Bubipka nauienTis s ananisy (FAS)

Y nosHy BUGipKy natieHTiB ais ananisy (FAS) Oy
BKTIOUEH] Bci ocoOu, ki nianucanu ocHoHy I3 Ta
Gynu 3apaxoBaHi B IOCIiUKEHHs. Y YaCHHK BBaXKaBCs
3apaxoBaHWM Y JOC/IIUKEHHS Mic/isi OTPUMAHHA
MoCaiAHMKOM ab0 YIIOBHOBAXKEHO 0C00010
nignucanol ocHosHoT P13 Bix yyacHuKa Imijl yac
CKPUHIHTY Ta Mic/1s BUSHAYEHHS TOTO, 110 BCi KpHTEPT
BKJIFOUEHHS Ta HEBKJIIOUEHHs OyJIH 3a/10BOJIEHI.

Bubipka, mo nigracrses oninui (RES)

V RES Gyu BKIIOUEH] BCi 3apaxoBaHi y4acHMKH, sKi
oTpuUMai npUHaiMHI 1 103y 10C/IUKYBaHOTO
nikapcbKoro 3acofy it Manu BUMipiOBaHe
3aXBOPIOBaHHA Ha BUXigHOMY piBHi Ha ocHoBi HI1O.

Bubipka aist ananisy 6esnexku

V BuGipKy Ana ananizy Gesneku Gy BKIOYEH] BCi
3apaxoBaHi yuacHNKH, AKi OTPUMaH NpuHaiMHi 1
1103y JIOCiKYBAHOTO JIIKapeChKOro3acody. -

NEPEKNAL
BIPHO

e

-—




Bubipka aias GapMakoKiHETHIHOI0 aHAJI3Y

Y Bubipky juis ®K-ananizy Oy BKoueHi Bei
YUaCHMKH, AKi OTpUMaIK npuHaiMHi 1 103y
10CITJKY BAHOTO JTIKapChKOro 3aco0y Ta Maiu
BHMipIOBaAHY CHPOBATKOBY KOHLEHTpALIil0
ITOCITiKY BAHOTO JTIKapChKOro 3acoly.

19. JlemorpadiuHi NOKa3HUKH JOCHTIAKYBAHOT
nonyJsiii (cTaTh, BiK, paca, TOIIO)

Menianuuii Bik yuacHukis craHoBus 63,0 (37, 85),
62,0 (31, 76) Ta 60,0 (29, 88) poky BiANOBiAHO B
koroprax 1, laTa2.

V koroprax 1 i la GinbliicTh yUaCHUKIB CTAHOBHIIN
yonosiku (61,2% i 53,7% BiANOBiAHO), TOMI AK y
koropTi 2 65,9% yJacHHUKIB CTAHOBHJIM HIHKH.

BiAbINICTE YUaCHUKIB OYJIM NpeACcTaBHUKAMU
esporneoiHoi pacu (63,3%, 75,6% Ta 44% BiJIOBiIHO
B koroprax 1, la ta 2). [IpecTaBHUKH MOHTONOTAHOT
pacu craHoBUIH 26,5%, 9,8% Ta 34,1% BI/IMIOBIJIHO B
koroptax 1, laTa 2.

20. Pesynbrati eheKTHBHOCTI

B yuacnukis 3 myrauismu HER2, sxi orpumyBaiu
TpacTy3ymal AepyKcTeKaH y no3i 6,4 mr/kr (rpyna 2),
OB na ocnosi HI{O cranosuna 54,9%, npu 1iLomy B
1 yuacuuka (1,1%) 6yn0 R0CATHYTO MiATBEP/UKEHY
[1B, a B 49 (53,8%) — nigreepkeny UB (Tabnuus
8.1).

B yuachukiB 3 nagexcnpecicio HER2 YOB ua ocHoBi
HILIO 6yna nopiGHO0 MiX y4aCHUKaMH, 110
OTpUMYBaIM TpacTy3ymab nepykcrekan y n03i 6,4
Mr/Kkr (26,5%; koropra 1), 1 ydacHUKaMmH, 110
OTpUMYyBaHM TpacTy3ymal aepykcrekaH y 103i 5,4
mr/kr (29,3%, koropra la).

21. Pesynbraru Oe3neku

V Bcix yuacnukis 3 myTanismu HER2, ski
OTpUMYBaIM TpacTy3ymab nepyKcTekaH y 103i 6,4
mr/kr (rpyna 2), 6yno sapeectposano [TABJL: y 63
(69,2%) yuacHukis 6yio 3apeectpopano [TSBJI 23
crynens Ta B 42 (46,2%) y4acHuKiB Oyn10
sapeectpoao [15BJI, nop’s3aui 3 JIiKapchbKUM
saco6oM. Cepitosni TTSIBJI Gynu 3apeectposani y 39
(42,9%) nauientis, a [1ABJI, nos’s3aHi 3i
cMepTensHUMK HacTiakamy, y 13 (14,3%) nauienTis.
[1SIBJ1, roB’si3aHi 3i cKacyBaHHAM JOCIIiIXKyBaHOTO
nikapchbKoro 3aco0y, NPUITUHEHHAM 3aCTOCY BaHHA
0C1i Ky BAHOTO JTIKApChKOro 3ac00y Ta 3HHKECHHAM
1030, Gy 3apeccTpoBaHi BiamoBiaHoO B 34.(37,4%), 44
(48,4%) Ta 32 (35,2%) y4acHuKiB. '
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B ycix yuyacHukis 3 Hagexcnpeciero HER2, sxi
OTpUMYBaJIM TpacTy3ymMald IepyKcTekaH y 103i 6,4
Mr/kr (rpyna 1), i BCiX y4acHHKIB 3 HaIEKCIIpecieio
HER2, siKi OTpUMYBaJId TPACcTy3yMab AepyKCTEKaH y
no3i 5,4 mr/kr (rpyna 1 a), 6yn0 3apeecTpoBaHO
[15IBJ1. Yacrtka yyacuukis 3 [15IBJI nesanexHo Bij
THITY TIepeBaskHO Oyna HUIKYOKO Cepell THX, XTO
OTpUMyBaB TpacTy3ymab JepyKcTekaH y 03i 5,4 Mr/kr,
HiX cepejl THX, XTO OTPUMYBAB TpacTy3ymal
nepyKcTeKaH y 103i 6,4 MI/KT.

22. BUCHOBOK (3aKJIIOUEHHH)

PesynbTaTi LBOro JOCiKeHHS epeKTUBHOCTI Ta
GesneKy NpoIeMOHCTPYBallU CIPUATIMBHI OanaHc
CITiBBiIHOIIEHHS KOPUCTE/PU3HK TpacTy3ymaly
NlepyKCTeKaHy Juisl MaLieHTIB 3 Hepe3eKTadeIbHIM
ra/a6o meractarnuaum HIIKPJI 3 Hapekcnpeciero abo
myTauismu HER2.

3asBHUK (BJIACHUK

peECTPALifHOTO MOCBiAYCHHS)

(mignuc)
Kanine [Tepeiipa (Kaline Pereira)

(1.L.B)
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iﬁﬁﬁex 30

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

Clinical study report No.2

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

Enhertu® (Traztuzumab Deruxtecan)

2. Applicant

AstraZeneca UK Limited

1 Francis Crick Avenue, Cambridge
Biomedical Campus, Cambridge, CB2 DAA,
United Kingdom

3. Manufacturer

Batch release

Secondary packaging, tabeling, and batch
release (certification) of finished product

Daiichi Sankyo Europe GmbH

Luitpoldstrasse 1, 85276 Pfaffenhofen,
Germany

4. Studies conducted:

Kyes [Ino, please justify

1) type of medicinal p;oaﬁct, which has
been or will be registered

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

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

A Phase 3, Multicenter, Randomized,
Open-label, Active-controlled Study of
Trastuzumab Deruxtecan (DS-8201a), an
Anti-HERZ-antibody Drug Conjugate,
versus Trastuzumah Emtansine (T-DM1)
for HER2-positive, Unresectable and/or
Metastatic Breast Cancer Subjects
Previously Treated with Trastuzumab and
Taxane (DESTINY-Breast03)

6. Phase of clinical trial

Phase 3

7. Period of clinical trial

from 09Aug2018till __

8. Countries, where clinical trial has
been conducted

Australia, Belgium, Brazil, Canada, China,
France, Hong Kong, Italy, Japan, Republic
of Korea, Spain, Taiwan, United Kingdom,

United States




9. Number of trial subjects

planned: approximately 500 subjects (250
in each treatment arm)

actual: 524 subjects (261 T-DXd, 263 T-
DM1)

10. Objective and secondary endpoints
of clinical trial

Primary objective

To compare the progression-free survival
(PFS) benefit of trastuzumab deruxtecan
(T-DXd) to T-DM1 in subjects with human
epidermal growth factor receptor 2
(HER2)-positive, unresectable and/or
metastatic breast cancer (BC)
previously treated with trastuzumab and
taxane.

Key secondary objective

® To compare the overall survival (0S)
benefit of T-DXd to T-DM1.

Other secondary objectives

® To evaluate efficacy of T-DXd
compared to T-DM1 using the
following endpoints:

- Confirmed objective response rate
(ORR)

- Duration of response (DoR)

- PFS based on investigator
assessment

® To further determine the
pharmacokinetics (PK) of T-DXd

® To further evaluate the safety of T-DXd
compared with T-DM1

|® To evaluate the Health Economic and

Outcomes Research (HEOR) endpoints

for T-DXd compared with T-DM1.

11. Clinical trial design

This was a randomized, 2-arm, Phase 3,
open-label, multicenter study designed to
compare the safety and efficacy of T-DXd
vs. T-DM1 in subjects with HER2-positive
unresectable and/or metastatic BC
previously treated with trastuzumab and
taxane.

T-DXd for injection, 100 mg, was
administered as a sterile intravenous (IV)
solution at a starting dose of 5.4 mg/kg
every 3 weeks (Q3W).

12. Main inclusion criteria

1. Was competent and able to
comprehend, sign, and date an




Institutional Review Board (IRB)- or
Ethics Committee (EC)-approved
informed consent form before
performance of any study-specific
procedures or tests.
2. Was an adult =18 years old (followed
local regulatory requirements if the
legal age of consent for study
participation was >18 years old)
3. Had pathologically documented BC
that:
a. was unresectable or metastatic.
b. had confirmed HER2-positive
expression as determined according
to American Society of Clinical
Oncology - College of American
Pathologists ASCO-CAP) guidelines
evaluated at a central laboratory
c. was previously treated with
trastuzumab and taxane in the
advanced/ metastatic setting or
progressed within 6 months after
neocadjuvant or adjuvant treatment
involving a regimen including
trastuzumab and taxane
4. Had documented radiologic
progression (during or after most
recent treatment or within 6 months
after completing adjuvant therapy).
5. Tumor was HER2-positive, as
confirmed by central laboratory
assessment of most recent tumor
tissue sample available. If archived
tissue was not available, a fresh
biopsy was required.
6. Presence of at least 1 measurable
lesion per modified Response
Evaluation Criteria in Solid Tumors
(modified RECIST version 1.1
[mRECIST v1.1])
Brain lesions were considered as non-
target lesions only

13. Investigational medicinal product, [T-DXd for injection, was administered IV at
mode of administration and strength  |a starting does of 5.4 mg/kg supplied as a
lyophilized powder.. Each single-use
amber glass vial contained 100 mg of
lyophilized powder drug product
reconstituted to a concentration of 20
mg/mL.




14, Refe'ren'céh'(b}'ct)&'déf, dose, mode of
administration and strength

T-DM1 for injection was a lyophilized
powder in single-use vials. The starting
dose of T-DM1 was 3.6 mg/kg.

15. Concomitant therapy

NA

16. Criteria for evaluation effiéacy

The primary efficacy endpoint was PFS as
determined by blinded independent central
review (BICR).

17. Criteria for evaluation safety

The safety endpoints included: serious
adverse events (SAEs), treatment-
mergent adverse events (TEAEs) graded
ccording to the National Cancer Institute
{NCI) Common Terminology Criteria for
dverse Events (CTCAE) version 5.0;
adverse events of special interest (AESIs:
adjudicated drug-related ILD/pneumonitis
and LV dysfunction); TEAEs associated
ith dose reduction, study drug
interruptions, or discontinuation of study
reatment; physical examination findings
(including ECOG PS); vital sign
easurements; standard clinical
laboratory parameters; ECG parameters;
chocardiogram (ECHO)/multigated
acquisition scan (MUGA) findings; and
ADA.

18. Statistical methods

Analysis Sets

i® Full Analysis Set (FAS)

The FAS included all randomized subjects.
Following the intent-to-treat principle,
subjects were analyzed according to the
treatments and strata to which they were
:assigned at randomization.

® Safety Analysis Set

The Safety Analysis Set included all
randomized subjects who received at least
1 dose of study treatment. Subjects were
summarized according to treatment they
actually received.

® Per-protocol Analysis Set (PPS)

The PPS included all subjects from the
FAS who complied sufficiently with the
protocol with respect to exposure to study
treatment, availability of tumor
assessments, and absence of major
protocol deviations likely to affect the
efficacy outcome.

® Pharmacokinetic Analysis Set

The PK Analysis Set included all subjects
who received at least 1 dose of T-DXd and

had any




measurable post-dose serum
concentrations of T-DXd, total anti-HER2
antibody, and/or DXd.

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

The baseline demographic characteristics
were similar in the 2 treatment arms, with
the exception that a higher proportion of
subjects in the T-DXd arm were former
smokers (50 [19.2%] vs. 20 [7.6%]). Only 2
male subjects were enrolled. The median
age of the subjects was 54.3 years in the
IT-DXd arm and 54.2 in the T-DM1 arm. The
majority of subjects were of Asian race
(314 subjects, 59.9%) followed by White
race (143 subjects, 27.3%).

20. Efficacy results

At DCO (25 Jul 2022), the median overall
study duration was 28.0 months (range:
0.0 to 46.9): 28.4 months (range: 0.0 to
46.9) in the trastuzumab deruxtecan (T-
DXd) arm and 26.5 months (range: 0.0 to
45.0) in the trastuzumab emtansine (T-
DM1) arm.

The median PFS based on BICR estimated
by the KM method was 28.8 months (95%
confidence interval [Cl]: 22.4, 37.9) in the
T-DXd arm and 6.8 months (95% Cl: 5.6,
8.2) in the T-DM1 arm (hazard ratio [HR]:
0.33 [0.26, 0.43]) and stratified log-rank
nominal P-value <0.000001. This is
consistent with the results from PFS
interim analysis, where PFS was shown to
be significantly longer in the T-DXd arm
than in the T-DM1 arm (HR: 0.28 [0.17,
0.37]) and stratified log-rank test P-value
<0.000001 at PFS interim analysis.

At the time of the OS second interim
analysis, 72 (27.6%) subjects in the T-DXd
arm had 0OS events compared with 97
(36.9%) subjects in the T-DM1 arm; 189
(72.4%) subjects without events in the T-
DXd arm and 166 (63.1%) subjects in the
T-DM1 arm without events were censored
for the OS second interim analysis. The
stratified HR was 0.64 (95% CI: 0.47, 0.87),
and the P-value of 0.0037 from the
stratified log-rank test crossed the
efficacy boundary of 0.013, which was
calculated based on the actual number of
0S events at the first and second OS

interim analyses, and thus, the results




were statistically significant. The median
0S was not estimable in either arm.

21. Safety results

The median treatment duration was 18.23
imonths (range: 0.7 to 44.0) for T-DXd
compared with 6.90 months (range: 0.7 to
39.3) for T-DM1.

Overall, TEAEs were mostly Grade 1 or
Grade 2, occurred more frequently at Cycle
1 than any other cycle, and were generally
manageable through routine clinical
practice.

TEAEs =Grade 3 were reported in 145
(56.4%) subjects in the T-DXd arm and 135
(51.7%) subjects in the T-DM1 arm. A total
of 55 (21.4%) subjects in the T-DXd arm
land 24 (9.2%) subjects in the T-DM1 arm
had TEAEs associated with study drug
discontinuation; 15 (5.8%) subjects in the
T-DXd arm and 18 (6.9%) subjects in the T-
DM1 arm had >Grade 3 TEAEs associated
with study drug discontinuation. A total of
83 (32.3%) subjects in the T-DXd arm and
141 (15.7%) subjects in the T-DM1 arm had
2Grade 3 TEAEs associated with study
drug interruption.

The majority of the most commonly
reported drug-related TEAEs in the T-DXd
and T-DM1 arms were Gl or hematologic
AES.

On-study deaths were reported in 72
(28.0%) subjects in the T-DXd arm and 97
(37.2%) subjects in the T-DM1 arm, with
disease progression as the most common
primary cause of death in each treatment
larm. TEAEs associated with an outcome
of death were reported in 6 (2.3%)
subjects in each treatment arm. None of
these events was considered by the
investigator to be related to the study
drug.

A total of 65 (25.3%) subjects in the T-DXd
arm and 58 (22.2%) subjects in the T-DM1
arm had serious TEAEs, and 33 (12.8%)
subjects in the T-DXd arm and 20 (7.7%)
subjects in the T-DM1 arm had drug-
related serious TEAEs.




The rate of adjudicated drug-related ILD
events was >10 pp in the T-DXd arm (39
[15.2%] subjects) than in the T-DM1 arm (8
[3.1%) subjects). The rate of adjudicated
drug-related ILD events was increased
(10.5% to 15.2%) compared with the
primary analysis. Despite longer treatment
duration, there continued to be no Grade 4
or Grade 5 adjudicated drug-related ILD
events observed in the T-DXd arm.

The rate of LV dysfunction events was
slightly greater in the T-DXd arm (10 [3.9%)]
subjects) than the T-DM1 arm (3 [1.1%]
subjects).

The safety profile of T-DXd in the target
population was generally manageable and
tolerable.

22. Conclusion (summary)

This was a Phase 3, multicenter,
randomized, open-label, 2-arm, study
designed to compare the safety and
efficacy of T-DXd vs T-DM1 in subjects
with human epidermal growth factor
receptor 2 (HER2)-positive, unresectable
and/or metastatic BC that had been
previously treated with trastuzumab and
taxane in the advanced/metastatic setting
or had progressed within 6 months after
neoadjuvant or adjuvant treatment
involving a regimen including trastuzumab
and taxane.

T-DXd 5.4 mg/kg continued to
demonstrate clinically meaningful
improvement in PFS compared with T-
DM1. T-DXd demonstrated a statistically
significant and clinically meaningful
improvement in 0S vs T-DM1. Other
efficacy assessments also yielded
continued evidence for the clinically
meaningful and durable antitumor effects
of T-DXd as compared with T-DM1.

The incidence of drug-related TEAEs was
higher in the T-DXd arm. Overall, the safety
profile in the T-DXd arm in this study was
consistent with the established safety
profile of T-DXd, with the most common
TEAESs (including =Grade 3 TEAES) being
Gl or hematologic and infrequently

resulted in study drug discontinuation.




dverse events remained tolerable and

ere manageable by dose modification
and routine clinical practice in the majority
of subjects. No new safety signals were
observed.

ILD/pneumnonitis is an important identified
risk of T-DXd. Most events of adjudicated
drug-related ILD events reported on T-DXd
ere Grade 1 or Grade 2 and manageable
y dose modification and established ILD
uidelines. No Grade 4 or Grade 5 events
f adjudicated drug-related ILD occurred in
ither treatment arm.

In conclusion, with longer duration of
reatment, the results of this study
emonstrated a positive benefit/risk

profile for T-DXd for the treatment of

subjects with unresectable and/or
metastatic HER2-positive BC previously
reated with trastuzumab and taxane.

Applicant (registration certificate
holder)

G it

ignature)

i

{Gerold Meinhardt)

{Procedure amended by new annex 30 acco}’ding to MoH Ukraine Order Ne 1528 0f 27.06.2019 }
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Jlonarox 30

1o Iopsaaky npoBeaeHHs eKClepTH3U
peecTpaliiiHMX MaTepialiB Ha JiKapchKi
3aco0u, 110 NOJAKTHCS HA JIEPIKaBHY
peecrpaliio (repepeecTpailito), a TAaKOK
eKCMepTH3U MaTepialliB PO BHECEHHS
3BMiH JI0 peecTpalliiHuX MaTepialis
MpoTArom Jiii peecTpaiiifHoro
MOCBiAYEHHS

(nyHKT 4 po3ainy IV)

3BIT npo kainiune BunpodyBanns Ne2 |

1. Ha3sa nikapcbkoro 3aco0y (3a HassBHOCTI -
HOMEp peecTpaLifHOro NOCBiI4eHHs)

Enxepry (Tpacty3ymal JepyKCTeKaH)

2. 3a89BHUK

Acrpa3eneka FOK Jlimiten (AstraZeneca UK Limited)

1 dpencic Kpix Asenio, KemOpuok biomeikan
Kamnyc, Kem6pumx, CB2 0AA, Benvka Bpuranis

(1 Francis Crick Avenue, Cambridge Biomedical
Campus, Cambridge, CB2 0AA, United Kingdom)

3. BupoOHuk

Bunyck cepiii

Bropunne nakyBaHHs, MapKyBaHHs Ta BUIYCK cepil
(ceprudikaltist) rOTOBOIO JIiKapchKOro 3acoly

Jlaiui Canxio FOpon 'M6X (Daiichi Sankyo Europe
GmbH)

Ulyitnonsamrpacce 1, 85276 [paddenxoden,
Himeyuuna

(Luitpoldstrasse 1, 85276 Pfaffenhofen, Germany)

4. I1poBeeHi AoCiKeHHS:

R Tak DOHI  AKWO Hi, OOrpyHTYBaTH

1) Tun nikapebkoro 3acofy, 3a IKUM
npoBoauacs ado MIaHyeThCs peecTpatllis

Jlikapcekuii 3aci0 3a MOBHUM J0CHE (AaBTOHOMHE
ocke). [Hmumii nikapeekuii 3aci6. Hoea pitoua
peuoBHHA

5. [ToBHa Ha3Ba KJiHIYHOTO BUIIPoOyBaHHS,
KOJIOBaHUit HOMEp KJIIHIYHOTO BUITPOOYBaHHs

bararoleHTpoBe, paH10Mi30BaHe, BiKpUTe,
KOHTPOJILOBAHE 332 AKTHBHUM MPENapaToM MOpPiBHIHHS
nocipkeHHs (a3u 3 s OLIHKM TpacTy3ymaly
nepykcrekany (DS-8201a), koH’roraTy aHTMTija 10
HER?2 peuenropa 3 jlikapcbkuM 3acoboM, i
rpacTy3ymaly emtan3uHy B HER2-no3uTHBHUX
MaIli€HTiB 3 Hepe3eKTabeIbHIM Ta/ab0 MeTacTaATHIHIM

NMEPEKINAL
BIPHO
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pakoMm MOJIOYHOT 3aJ103H, AIKi paHille OTpUMYBaJll
ikyBaHHs TpacTy3ymaboMm i TakcanoM (DESTINY-

Breast03)
6. ®asa kiiHiYHOrO BUNPOOYBaHHS dasza 3
7. Ilepioa npoBeieHHs KJIIHIYHOIO 3 09.08.2018 no (aocni/KeHHs TpUBac)
BUMPOOYBaHHSA
8. Kpainu, Jie npoBOAMI0CS KIliHIUHE Asctpanisi, benbris, Bpazunis, Kanana, Kuraii,
BUITPOOYBaHHS ®panuis, ["onkownr, Itanis, Snowis, PecrniyGnika Kopes,
Icnanis, TaiiBanb, Benuka bpuranis, CILIA
0. KinbKicTh J0CIIKYBAHUX sannanosana: npubin3no 500 ocib (mo 250 y koxHii
rpyni JiKyBaHHS)
(daktruna: 524 ocobu (261 B rpymi Tpactysymaly
nepykcrekany, 263 B rpyni Tpacty3ymaly eMTaH3MHY)
10. Mera Ta BTOpUHHI LiJ1 KIiHIYHOTO Merta
BUITPOOYBAHHS

[TopiBHATH MepeBark 10 BUKUBaHOCTI O6e3 nporpecit
(BBIT) Tpacty3ymaly nepyKcTekaHy Ta TpacTy3ymaly
eMTaH3MHY B NALli€HTOK 3 MO3UTHBHUM 3a PELIENTOPOM
eriiepmansHoro akropa pocty moauuu 2 (HER2),
HepesekTabebHUM Ta/abo MeTacTaTHYHUM PaKkoM
Mos104HOT 3a103u (PM3), ki paHile oTpumMyBaiu

1Ky BaHHS TpacTy3ymMaOoM i TaKCaHOM.

(CHOBHA BTOPHHHA LB

e [lopiBHATH 3arajibHy BHKUBaHicTh (3B) npu
3aCTOCYBaHHI TpacTy3ymMaldy AepyKCcTekaHy Ta
Tpacty3ymaly eMTaH3HHY.

Iui BTOpuHHi i

e  OuiHuTH e(peKTHBHICTL TpacTy3ymaby
JIepyKCTeKaHy B MOPiBHAHHI 3 TpacTy3ymaly
eMTAH3UHOM 32 TAKMMH KiHLIEBUMH TOUKAMH:

- [TinTBep,ukeHa yactora 06’ exrusHol Binosiai (YOB)
- Tpusanicts Bignosini (TB)
- BBI1 3a o1iHKOI0 I0CHiIHUKA

e [loaanblie BU3Ha4YeHHs (papMaKOKIHETHKH
(®K) Tpactyzymaly epyKcTeKkaHy

e [lojaneiua oninka Ge3neku Tpactysymady
JIepyKCTeKaHy B MOPiBHAHHI 3 TpacTy3ymaly
eMTaH3UHOM

e Oulinka KiHUEBUX TOUYOK Jlochiprenns
eKOHOMIYHHMX MOKA3HHUKIB i pe3yJIbTaTiB

NMEPEKNAL, |
BIPHO | ‘
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nikysanns (HEOR) ansa tpactysymaby
JIEPYKCTEKaHy B MOPIiBHAHHI 3 TpacTy3ymaly
E€MTaH3UHOM.

11. luzaity kniHivHoro BUNpoOyBaHHA

Lle Oyno panjomisoBaHe, 2-rpynose, Bi/IKpUTe,
GaraToleHTpoBe JIocHiKeHHs Pa3u 3, npuzHaueHe U
nopisHsiHHs Ge3neku i epeKTUBHOCTI TpacTy3ymaly
epyKcTekaHy i TpacTy3ymaly eMTaH3WHY B NallieHTiB
3 HER2-no3uTHBHUM HepesekTabenbHUM Ta/abo
meractaTiyHuM PM3, ski paniiie orpumyBaiu
UTiKyBaHHs TpacTy3yMaboM i TaKCaHOM.

Tpacrysymad aepykcrekaH ajist in’exuii, no 100 mr,
BBOJIMJTH Y BUTJISILI CTEPUIIBHOTO PO3UUHY JUIs
BHYTPILIHEOBEHHOTO (B/B) BBE/ICHHS B MOYATKOBIM /1031
5,4 MI/KT KOXHI 3 THIKHI.

12. OcHOBHI KpuTepil BKIIOYEHHS

L, Jlie3paTHICTh 1 CIPOMOXMKHICTD 3PO3YMITH,
Mijinucary ta gatysat popmy indopmoBaHOT 3ro/iH,
3aTBep/DKEeHY eKCrnepTHOIO panoio opradizaiii (EPO)
aGo komiciero 3 nutanb eTuku (KE), nepen
BUKOHAHHAM Oy/1b-SKUX npoueayp abo aHanisiB y
MeXKax JIOCIiJIKEHHS.

2. Jopocai Bikom >18 pokis (Skio
BCTAHOBJICHHMH 3aKOHOM BIiK 3r0/JIM HA Y4acTh Y
nocipkeHHi craHoBuB >18 pokis, norpibuo Gyno
JIOTPUMYBATHCA HAlLlIOHAIBLHUX HOPMATHBHUX BUMOT').

3. [Maromopdonoriubo migreepakenuii PM3,
KW XapakTepru3yeThCs TAKHM:

a. HepesekrabenbHHE a00 MeTacTaTUYHUIA;

b. miaTBepIKEHA MO3UTHBHA EKCITPECis pelenTopa
HER2, Bu3HaueHa BiiNOBI/IHO JI0 HACTAHOBU
IAMEpPHKaHCBEKOTO TOBAPUCTBA 3 KITHIYHOT OHKOIOTIT
(ASCO)-Konerii amepukancbkux rnaromopgororis
(CAP) 3a oLiHKOIO B LIGHTpaNbHil 1aboparopii;

C. MalieHTH paHille OTPUMYBAJIH JIIKyBaHHsA
TpacTy3ymMaboMm i TaKcaHOM ISt JTiKyBaHHA
MOMIMPEHOT0/METACTATUHUHOTO 3aXBOPIOBaHHA abo
3apikcOBAHO MPOrpecyBaHHs MPOTAroM 6 MicALiB
nic/as Heoa 1’ wBaHTHOT abo a1’ 1oBaHTHOT Teparii 3a
IOTNIOMOTOK) CXEM, 110 BKJIIOYAIH TpacTy3ymad i
TaKCaH.

4. JIOKYMEHTAJIBHO MiATBep/UKEHE pajliooriuHe
nporpecyBanss (mia yac ado nicyis 0CTaHHBOTO KypCy
nikyBaHHs abo MpOTAroM 6 MicAIB Mic/a 3aBePLICHHS
a1’ FOBaHTHOT Teparii).

NEPEKSIZ,
BIPHO




3. HER2-nmo3uTHBHA Iy XJIMHA, 1O MiATBEPKEHO
LIEHTPAIbHUM JJab0paTOPHUM J0CITiJUKEHHAM
OCTAHHBOIO HASBHOTO 3pa3Ka MyXJMHHOT TKAHUHH, Y
pasi BiJICyTHOCTI apXiBHOI MyXJMHHOT TKAHUHH
BuMaranaca 6ioncis HOBOT NYXJIMHHOT TKAHUHH.

6. HasigHicTh npuHaiiMii 1 BuMiproBaHoro
BOTHUII@A YPaKEHHS 3TiZHO 3 MOAN(IKOBAHUMH
KpurepisiMu BiANOBII CONIHMX MyXJIMH HA JiKYyBaHHA
(Moaudikosani kputepii RECIST Bepcii 1.1
[mRECIST v1.1]).

Boruuii@a B roJJloBHOMY MO3KY pPO3IJIAJaiucs TiIbKU AK
HEeLLIJILOBI Y pasKeHHSI.

13. JlocnimkyBaHuii nikapcbKuii 3acid, crocid
BacToCyBaHHs, cuaa aif

Tpacty3zymal aepykcTekaH JUisl iH’ €Kil BBOAWIH B/B B
M0YaTKOBii 1031 5,4 MI/Kr y BUIIIAl AiodinizosaHoro
nopotuky. KoxxeH oHopa3oBuit (y1akoH 3i ckia
OypuTrHOBOrO Konbopy mictus 100 Mr
Tiodini3oBaHOTO MOPOLIKY JiKapehbKoro 3acoly,
BiIHOBJICHOTO /10 KOHUeHTpauii 20 Mr/mi.

14. I1penapat nopiBHAHHA, 1034, c110cid
3aCTOCYBaHHA, CHla il

TpacTy3zymab emran3uH Juis iH’ekuiit AB1aB co60io
nioginizoBaHuii MOPOIIOK B 0ZHOPA30BUX (IlaKoHaX.
[MouaTkoBa 103a TpacTy3ymaly eMTaH3UHY CTAHOBHIIA
3,6 MI/KT.

15. CynyTHs Teparis

H/3

16. Kpurepii oliHKu epeKTHBHOCTI

[TepBuHHOIO KiHIIeBOIO TOuKo Oyna BBII Ha ocHOBI
HEe3aJIeKHOT LEHTPAIBHOT OLIIHKH B CJITIOMY peKUMi
(BICR).

17. Kpurepii oulinku Ge3nexku

KiHuesi Touku Ge3neky OXOMoBaiu: cepiosHi
no6iuni aeuma (CIT5), nobiuni sBuINa, MO0 BUHUKIN
ninx vac nikysauus (I151BJI), knacudikosani
Bi/IMOBIHO /10 3araJbHUX KPUTEPITB TEPMiHOJIOTIT JUIs
nosHauenHs no6iynux seuin (CTCAE) HanionansHoro
inctutyty paky CLUIA (NCI) Bepcii 5.0; noGiuni
ABMIIA, 1110 CTAHOBIATE ocobnuBuii intepec (I1A0I:
MiATBep/KEHe MeIMKaMEHTO3HE IHTepCTUIlialbHe
saxsoproas Jerenb (13J1)/mueBmoniT

i nucdynkuis JILL); T15, no’a3aHi 31 3HMIKEHHAM
103H, TIepepPUBAHHSAM JIiKyBaHHs a00 NPUITMHEHHAM
JIiKyBaHHS; pe3yJibTaTi (PI3MKANLHOrO OrJIsiLy
(BKJIHOYHO 3 (PYHKILIOHAJIBHUM CTATYCOM 3@ IIKOJIO
Cxianoi 06’ eananoi onkonoriunoi rpynu (OC 3a
ECOG)); NOKa3HUKK JKUTTEBO BAKIMBUX QYHKILIH;
craHzapTHi KiiHiuHi 1abopaTopHi HapameTpH;
napamerpu EKT'; pesynbratn exokapaiorpadii

NEPEKNAL |
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(ExoKI") / papionyknianoi anriorpadii (MUGA) Ta
QHTHTINIA 10 JTikapcbkux 3acobis (AJI3).

18. CrarucTiuHi METOIH

BuGipku ans ananizy 6esneku
o [losHa BuGipka nauienTis ans aHanizy (FAS)

FAS BkJtOuUana BCixX paH0Mi30BaHUX MALIEHTIB.
3riHO 3 NPUHLMIIOM «IPU3HAYEHOT0 JIiKYBaHHA»
(Intent-to-Treat), yaacHUKH OyJM npoaHaizoBaHi
Bi/IMOBIIHO 710 JIIKYBaHHA Ta IPyI, A0 AKUX BOHU OyJin
BiZIHECEHI B XO/1i paH1oMi3aLii.

e Bubipka ans ananizy 6esnexu

Y BuOipKy ans aHanizy 6e3nexu OyJH BKIIOYEHI BCi
paHZOMi30BaHi y4aCHUKH, IKi OTpUMaH npuHaiimMHi 1
103y JiKyBaHHs B MeXkax Jocnifkenns. [lani
y4aCHHKIB aHaNli3yBaTH 3TiHO 3 JIKYBaHHAM, KE BOHH
(haKTHUHO OTPUMYBAJIH.

e Bubipka Bcix nauieHtis 6e3 nopyueHs
nporokony (PPS)

YV PPS 6yau Bkmoueni Bei ocobu 3 Bubipku FAS, ski
I0CTATHBO JOTPUMYBAIUCS IIPOTOKOITY 100
3aCTOCYBAHHSA JOCII/KYBAHOTO JIiIKapehKoro 3acofy,
MPOXO/KEHHS OLIHKM MyXJIMHU Ta BiJICYTHOCTI
Cepiio3HUX MOPYIIEHb MPOTOKOJY, AKI MO 6
BIJIMHYTH Ha pe3ybTaT eheKTHBHOCTI.

e Bubipka ans ¢apMakoKiHETUUHOrO aHai3y

V BuGipky nias ®K-ananizy Gynu BKIIOYEH BCi
yYaCHUKH, SIKI OTpUMaH npuHaiiMui 1 no3y
rpacTy3yMaly IepyKCTeKaHy Ta Majli BUMiplOBaHi
ICMPOBATKOBI KOHLIEHTpaLlii TpacTy3ymaly
epyKcTekany, 3araabHol Kinekocti antutin 10 HER2
ra JIepyKCTeKaHy.

nomnysuii (craTs, BiK, paca, TOLI10)

19. Jlemorpadiuni MokazHUKH JOCIIIZKY BAHOT

Buxiani gemorpadiuHi xapakrepucTHku Oyu
noaiGHUMHK y 2 rpynax JIiKyBaHHs, 32 BHHATKOM TOT0,
1o Ginblia YacTKa NalieHTiB y rpyri Tpactysymaly
niepykerekany Oynu konriHiMK Kypuamu (50 [19,2%]
npotu 20 [7,6%]). ¥V nocnimxenns O6yno 3apaxoBaHo
e 2 yonoBiku. Bik nauientis craHoBuB 54,3 poky B
rpyni T-DXd ta 54,2 poky B rpyni Tpacty3ymady
eMTaH3uHY. BiablicTh y4acHUKIB Oy MOHTOJIOTIHOT
pacu (314 oci6, 59,9%); na apyromy micui Oyin
npecTaBHUKH eBponeoinHoi pacu (143 ocobwu, 27,3%).

Ha momeHT aatu npunuHenns 36opy aanux (AI13/1)

(25 nunua 2022 p.) MeiaHa 3arajibHOT TPHBAIOCTI

\
|
20. PesynbTaTit e(h)eKTHBHOCTI
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mocnijkeHHs cranoBuaa 28,0 micsus (aianaszon 0,0—
46,9); 28,4 micaus (nianason 0,0-46,9) y rpyni
rpacty3ymaly sepyKcrekaHy (TpacTy3ymaly
nepykcrekany) Ta 26,5 micaug (nianazon 0,0-45,0) y
rpymi TpacTy3ymMady eMTaH3HHY.

Mejiiana BBIT na ocnoBi BICR, po3paxoBaHa 3a
metogom Karnana — Meepa, craHosua 28,8 micaus
(95% nosipuwuii inrepsan [1]; 22,4, 37,9) B rpymi
Tpacty3ymaly aepykcrekany Ta 6,8 micaus (95% JII;
5,6, 8,2) B rpymi TpacTy3yMaly eMTaH3HHY
(Bignomenus pusukis [BP]: 0,33 [0,26, 0,43]) i P-
3HAUEHHS CTPATU(IKOBAHOTO JIOTPAHTOBOTO KPUTEPIIO
<(0,000001. Lle y3roaKyeTncs 3 pe3yabTaraMu
npomixknoro ananisy BBII, ne 6yno nmokasano, o
BBIT Gysia 3Ha4HO JIOBIIOIO B rpyMi TpacTy3ymaby
iepyKcTeKany, HDK y rpyni TpacTy3ymaly eMTaH3uHY
(BP; 0,28 [0,17, 0,37]), a P-3HaueHHA
cTpatH(iKOBaHOTO JIOIPAHIOBOrO KPUTEPIIO CTAHOBHIIO
<0,000001 npu npomixkHoMy anani3i BBII.

Ha MOMEHT MpoBeJeHHs APYTrOro NMpoOMiKHOIO aHai3y
3B 72 (27,6%) nauieHTH B rpyni Tpacty3ymady
nepykctekaHy jpocsiriu 3B B nopiBHaHHI 3 97 (36,9%)
nanieHTamMM B rpyIi Tpacty3symady emTaHsuny; 189
(72,4%) nauienTis 6e3 3B B rpyni Tpactysymaly
nepykcrekany i 166 (63,1%) nauientis 6e3 3B B rpyni
Tpacty3yMaly AepyKcTeKaHy OyJiu LeH3ypoBaHi 1uis
npyroro npomixkHoro ananizy 3B. Crpatudikopane
BiHOIEeHHs pusuKiB (BP) cranosuino 0,64 (95% /I
0,47, 0,87), a P-3nauenns 0,0037 crparudikoBaHoro
JIOrPaHrOBOTO KPHTEPIKO NEPETHYIO MEXKY
edexTusHocti 0,013, po3paxoBaHy Ha OCHOBI
(daxTuuHol KinbKocTi BUNaskie 3B nij vyac nepuroro ta
Jpyroro npoMixkHUX ananisis 3B, i, Takum YnHOM,
pe3yILTaTH OYIIM CTATUCTUYHO 3HAYYy UMK, Meniana
3B He niggaBanacs OLIHLI B KOJAHIH 3 rpyIn.

Meniana TpMBaIOCTI JIIKyBaHHs CTaHOBUIIA
21. Pesynbraty Gesnexu 18,23 micaua (nianazon: 0,7-44,0) B rpymni
rpacTy3ymaly JepyKcTeKaHy B IOPiBHAHHI 3
6,90 micaus (nianazon: 0,7-39,3) B rpyni
TpacTy3yMaly JepyKCTeKaHy.

Baranom, [IABJI 3peGineioro 6ynu 1 abo 2 crynens,
BMHMKAJIM yacTime mij vac 1 uukiy, Hixk mijg yac 0y ib-
SIKOrO 1HINOrOo, Ta 3arajoM MoskHa 6yso KepyBaTtH 3a
TOTTOMOTrO0 KJIIHIYHOT TPaKTHKH.

[151BJI > 3 crynens OyJio 3apeecTpoBaHo B 145
(56,4%) NallieHTiB y rpymni TpacTy3ymaoy
jlepyKCeTeKaHy Ta 135 (51,7%) nauieHriB y rpymi
pacTy3ymaly emTaH3KHy. 3arajioM y 55 (21,4%)
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nauieHTiB y rpyni rpacty3ymaly AepykcTekaHy Ta 24
(9,2%) nauieHTiB y rpyni Tpacty3yMaby eMTaH3uHY
punukau [1SBJI, nos’s3ani 3 npunuHeHHAM
nikyBanHs; y 15 (5,8%) nauienris y rpyni
rpacTysymaly iepyKeTekany Ta 18 (6,9%) nauieHTiB y
rpyni TpaCTy3yma6y emTaH3uHy BuHuKau [TABJI = 3
CTyMeHs, OB’ s3aHi 3 MPUITMHEHHAM JIiKyBaHHS.
Baranom y 83 (32,3%) nauienTiB y rpyni Tpacty3ymaly
nepykcrekany Ta B 41 (15,7%) nauienra y rpyni
rpacty3ymaly eMTan3uny BUHUKIM [TABJI > 3
CTyTeHs, OB’ A3aHi 3 NepepuBaHHAM JIiKyBaHHS.

BibicTh HAMMOIKUPEHIIMX MEJIMKAMEHTO3ZHUX
[151BJI B rpynax Tpacty3ymaly AepyKCTeKaHy Ta
rpacTy3ymaly eMTaH3uHy OyJIH IITyHKOBO-
KMIIKOBUMH ab0 reMaTosorYyHuMH.,

Bunaaku cMepTi iz yac AociikeHHs 0yau
sadikcoBani B 72 (28,0%) nauieHTiB y rpymi
rpacty3ymaly nepykcrexany ta B 97 (37,2%)
naiieHTiB y rpymni Tpacty3ymaly eMTaH3uHYy, IPHIOMY
[porpecyBaHHs 3aXBOproBaHHsA 6y10
HAMMOIKMPEHILIOI0 MTEPBUHHOIO MPHYUHOIO CMEPTi B
koxHil rpyni mikyBanus. [TABJI, nos’sa3ani 3
BUMajgKaMu cMepTi, Oyo 3apeectpoBao B 6 (2,3%)
NalieHTiB y KOXKHIi rpyni nikyBaHHa. XKoane 3 1ux
SIBMII HE PO3MIIAAANOCA J0CHIIHUKOM fK IOB’ A3aHe 3
UIOCITIIKY BAHMM JIIKApPChbKUM 3ac000M.

3aranom y 65 (25,3%) nauieHtis y rpyni Tpacty3ymaly
nepykcrekany Ta 58 (22,2%) nauieHTiB y rpyni
Tpacty3yMaly eMTaH3uHY BUHUKIM cepiiosHi [TABJI, a
B 33 (12,8%) nauieHTiB y rpyri Tpacty3ymady
nepykcrekany ta 20 (7,7%) nauieHTiB y rpyni
rpacTy3ymMaly eMTaH3MHY BUHUKIIN Cepiio3Hi
meukamentosui [TABJL.

YactoTa niATBepUKEHUX BUITA/IKIB MEIMKAMEHTO3HOTO
[3J1 6yna na >10 B.11. BUILOKO Y TPy TpacTy3ymaly
nepykcrekany (39 [15,2%)] nauieHTiB), Hixk y rpymi
rpacty3ymaby emransuny (8 [3,1%] nauienris).
UacToTa MiITBEpPIKEHUX BUNA/IKIB MEIMKAMEHTO3HOIO
13J1 36inbinnacs (3 10,5% no 15,2%) B nopiBHAHHI 3
nepBUHHUM aHanizoM. [Torpu Ginbiny TpUBamicTh
TikyBaHHs, He 0yJ10 3aiKCOBaHO YKOJAHOTO BHIA/IKY
[151 4 crynens abo 5 cryneHs, MoxaMBUX noii 13J1,
MOBA3aHMX i3 3aCTOCY BAHHAM JIIKAPCHKUX 3ac00iB, fAKi
criocTepiranucs y rpyni Tpacty3ymaly JepyKCTeKaHy.

YacroTa po3BHTKY NOpyeHb ¢yukuii JILU 6yna aemo
Bnmmo B rpyni Tpacty3ymaby AepyKcTeKaHy

(10 [3,9%] nauienTis), Hix y rpymni Tpacty3ymaly
emransuny (3 [1,1%] nauieHTis).
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[Tpodins Gesnexn TpacTyzymaldy aepyKcTeKaHy B
LiNBOBIN monyJsLil 3arajom OyB KepoBaHUM i
MEePeHOCHUM.

22. BucHoBOK (3aK/H04YeHHs )

[le 6yn0 GaraToneHTpOBE, paHIOMi30BaHE, BIIKPHTE,
2-rpynose aocnipkeHHs dasu 3, npuzHayeHe s
nopiBHAHHA Oe3neky i eGeKTHBHOCTI TpacTy3ymaly
JlepyKcTeKaHy Ta TpacTy3ymaly eMTaH3MHY B
Mali€HTIB 3 MO3UTHBHUM 3a PELIENTOPOM
enigepmanbHoro ¢akropa pocry moauuu 2 (HER2),
HepesekTabenbHUM Ta/abo MetactatuyHum PM3, sxi
paHile OTPUMYBAJIH JIIKyBaHHSA TpacTy3yMabom i
TAKCAHOM ISl JIIKY BaHHS
nowupeHoro/MeracraruuHoro PM3 a6o
nporpecytouoro PM3 Bripo/1oBik 6 MicsLiB nicis
Heoa/ 1’ toBaHTHOT ab0 a1’ IOBaHTHOI Teparii 3a
I0TIOMOTOI0 CXeM, 110 BK/TIOYanu Tpacty3ymab i
TaKcaH.

Tpacty3ymalb aepykcrekaH y 103i 5,4 Mr/kr
MPOIOBIKYBAB AEMOHCTPYBATH KIiHIUHO 3HAUYIIE
nokpaients BBI1 B nopisHsHHI 3 TpacTy3ymaly
emTaH3uHOM. TpacTy3ymal nepykcrexaHn
MPOJEMOHCTPYBAB CTATHCTHYHO i KJIIHIYHO 3HAUYIIE
nokpatients 3B B nopiBHAHHI 3 TpacTy3ymaly
leMTaH3uHOM. [HII MOKa3HUKH e(DEKTUBHOCTI TAaKOXK
HaJIaJIM TIOCTIMHI J0Ka3| KJAIHIYHO 3HA4YYIOro Ta
CTIKOTO NMPOTHITYXJIMHHOTO eeKTy TpacTy3ymady
IepyKCcTeKaHy B MOpiBHAHHI 3 TpacTy3ymaly
eMTaH3UHOM.

Yacrora meaukamenTosuux [TABJI 6yna suioro B
rpyni Tpacty3ymaly aepykcTekaHy. 3aranom, npodins
Oesnexu TpacTy3yMaly JiepyKCTeKaHy B LIbOMY
TOCTIIKEHH] BIANOBIAAB BCTaHOBIEHOMY npodifio
Oesneku, npuuoMy Hainomupenimumu [TABJI
(BxmouHo 3 [TABJI >3 crynens) 6yiu nulyHKOBO-
KUIIKOBI @00 reMaTo/ioriuHi it BOHM HEYacTo
MPHU3BOANIIN JI0 NPUITMHEHHS JTiKyBaHHA. Y GinbuocTi
lY4aCHHKIB J0CTipKeHHA no0iuHi sBuma Oynm
MepeHOCHUMH Ta I1iJ1aBaJINCS JIIKYBaHHIO 32
10MOMOT0I0 3MiHH JIO3M i CTAHJapTHOT KJIiHIYHOT
npakTiku. JKoaHNX HOBUX CUrHaNIB Ge3MeKH BHABJICHO
He OyJ0.

[3J1/MHEBMOHIT € BaXIMBUM ileHTHDIKOBaHUM
PU3MKOM TpacTy3ymaly AepykcTekany. binbuicts
MiJATBEpUKEHUX BUMAKiB MeuKkamenTosHoro 131,
3ad)ikcOBaHMX NPH 3aCTOCYBaHHI TpacTy3ymaly
nepykcrekany, Oynu 1 abo 2 cryneHs Ta minaaBanncs
JTiKyBAHHIO 32 JJOTIOMOTOIO 3MiHH /1034 Ta

BCTAHOBJIEHMX peKOMeH1alliit mono nikyBauus [3J1. ¥V
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DKOZIHIH 3 rpyr JlikyBaHHs He OyJ10 3apeecTpoBaHo
BUNaAKiB meaukamenToszHoro I13J1 4 abo 5 crynens.

Takum 4uHOM, TpH OLIbLIIH TPUBAJIOCTI JIIKYBaHHS
PE3YJILTATH LBOTO JOCHIPKEHHS MPOJIEMOHCTPYBaIH
MO3UTHBHUI MPO(iIb KOPUCTE/PU3UK JUIs
rpacTy3ymaly AepyKcTeKaHy JJ1sl JTiKyBaHHA Malli€HTiB
3 HepesekTabenbHUM Ta/abo MetactaTnunum HER2-
no3uTUBHUM PM3, siKi paHilue oTpUMyBasH JIiKyBaHHS
TpacTy3yMaboM i TaKcaHOM.

y

3asBHUK (BIACHHUK
peecTpaliifHoOro nocBigueHHs)

/mianuc/

(minrmc)
eponba Meitnxapat (Gerold Meinhardt)

(1. I. B.)

NEPEKNAL
BIPHO




nnex 30

1o the Procedure for Conducting
Expert Evaluation of Registration
Materials Pertinent to Medicinal
Products Submitted for the State
heglstratlon Re-Registration) and
for Expert Evaluation of Materials
labout Introduction of Changes to
Registration Materials during the

Validity Period of Registration

Centificate (item 4 section V)

Clinical study report No. 3

1. Name of medicinal product

(registration certificate N?, if available)

Enhertu® (Traztuzumab Deruxtecan)

2. Applicant

AstraZeneca UK Limited

1 Francis Crick Avenue, Cambridge
Biomedical Campus, Cambridge, CB2 0AA,
United Kingdom

3. Manufacturer

Batch release

Secondary packaging, labeling, and batch
release (certification) of finished product

Daiichi Sankyo Europe GmbH

Luitpoldstrasse 1, 85276 Pfaffenhofen,
Germany

4. Studies conducted:

Hyes [Ino, please justify

been or will be registered

1) type of medicinal product, which has

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

clinical trial

5. Title of clinical trial, code number of

A Phase 3, Multicenter, Randomized, Open
label, Active-Controlled Trial Of
'Trastuzumab Deruxtecan (T-Dxd), An
Antiher2-Antibody Drug Conjugate (Adc),
Versus Treatment Of Physician’s Choice
For Her2-Low, Unresectable And/Or
Metastatic Breast Cancer Subjects

6. Phase of clinical trial

Phase 3

7. Period of clinical trial

from 21Dec2018 till 11Jan2022

8. Countries, where clinical trial has
been conducted

North America (US, Canada), Europe
(Austria, Belgium, France, Greece,
Hungary, Italy, Portugal, Russia, Spain,
Sweden, Switzerland, and the United
Kingdom), Israel, and Asia (China, Japan,
Republic of Korea, and Taiwan).

-
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of clinical trial

9. Number of trial subjects iplanned: 540
actual:557
10. Objective and secondary endpoints |[Primary Objective:

» To compare the progression-free
survival (PFS) benefit of T-DXd to
physician's choice in HER2-low,
hormone receptor (HR)-positive

breast cancer, based on blinded
independent central review (BICR)

Key Secondary Objectives:

e To compare the PFS benefit of T-DXd
to physician’s choice in all

randomized subjects (HER2-low, HR-
positive, and HR-negative

breast cancer), based on BICR

e To compare the overall survival (0OS)
benefit of T-DXd to physician’s choice
in HER2-low, HR-positive breast cancer
e To compare the OS benefit of T-DXd to
physician's choice in all randomized
-subjects

11. Clinical trial design

This is a randomized, 2-arm, Phase 3,
open-label, multicenter study to compare
the safety and efficacy of T-DXd versus
the physician’'s choice in HER2-low,
unresectable and/or metastatic breast
cancer subjects.

T-DXd for injection, 100 mg, will be
administered IV at a dose of 5.4 mg/kg
every 3 weeks.

'The comparator for this study is called
physician’s choice. Approximately 540
subjects will be randomized in a 2:1 ratio
to T-DXd or 1 of the following physician’s
choice treatments:

e Capecitabine

Eribulin

Gemcitabine

Paclitaxel

Nab-paclitaxel

® © @ o

Randomization will be stratified by:

» HER2 IHC status of tissue samples
assessed by a central laboratory: HER2
IHC 1+ vs, HER2 IHC 2+/ISH-

e Number of prior lines of chemotherapy:
Tvs. 2

s HR/CDK status: HR-positive with prior
CDK4/6 inhibitor treatment vs. HR-
positive without prior CDK4/6 inhibitor
treatment vs. HR-negative

PR
-




The study treatment will be continued
according to the dosing criteria in the
absence of withdrawal of subject consent,
progressive disease (PD), or unacceptable
toxicity.

If the study treatment is delayed more
than 28 days from the planned date of
administration, the subject will be
withdrawn from the study treatment.

12. Main inclusion criteria

1. Must be competent and able to
comprehend, sign, and date an
Institutional Review Boar(IRB) or
Institutional Ethics Committee (IEC)
approved ICF before performance of
any study-specific procedures or tests.

2. Men or women 218 years old.

3. Pathologically doecumented breast

cancer that:

a. Is unresectable or metastatic.

b. Has a history of low HER2 expression,

defined as IHC 2+/ISH- or IHC 1+ (ISH- or

untested)

c. Assessed as low HER2 expression,

defined as IHC 2+/ISH- or IHC 1+

according to ASCO-CAP 2018 HER2
testing guidelines (adapted by Daiichi

Sankyo Inc. and Ventana) evaluated at a

central laboratory.

d. Is HR-positive or HR-negative.

Approximately 60 HR-negative subjects

are to be enrolled, the remaining subjects

will be HR-positive (positive for estrogen
receptor or progesterone receptor if
finding of 1% of tumor cell nuclei are
immunoreactive).

e. If HR-positive, is documented refractory

to endocrine therapy, defined as having

progressed on at least 1 endocrine
therapy and determined by the

Investigator that subject would no longer

benefit from further treatment with

endocrine therapy.

f. If HR-positive, has or has not been

treated with a CDK4/6 inhibitor. Not more

than 240 HR-positive subjects who have
not had prior therapy with a CDK4/6
inhibitor and at least 240 HR-positive

subjects who have had prior therapy with a

CDK4/6 inhibitor will be enrolled.

g. Has been treated with at least 1 and at

most 2 prior lines of chemotherapy in the




recurrent or metastatic setting. If
recurrence occurred within 6 months of
(neo)adjuvant chemotherapy,
(neo)adjuvant therapy would count as 1
line of

chemotherapy. Targeted agents (such as
mTOR inhibitors, PARP inhibitors, PD-L
inhibitors, PD-L1 inhibitors, histone
deacetylase inhibitors, or CDK4/6
inhibitors) and endocrine therapies on
their own do not contribute to the count of
prior lines of chemotherapy, although
regimens with such agents in combination
with chemotherapy would still count as 1
line of chemotherapy.

h. Was never previously HER2-positive
(IHC 3+ or IHC2+/ISH+) on prior pathology
testing (per ASCO-CAP guidelines) or was
historically HER2 IHC O only.

i. Was never previously treated with anti-
HER2 therapy.

4. Documented radiologic progression
(during or after most recent treatment).

5. Must have an adequate archival tumor
tissue sample available for assessment of
HER?2 status by central laboratory (based
on most recent available tumor tissue
sample). If archival tumor tissue is not
available, a fresh tumor tissue biopsy is
required.

6. All subjects must have a recent tumor
tissue sample after the most recent
treatment regimen or agree to undergo a
tissue biopsy prior to randomization.

13. Investigational medicinal product,
mode of administration and strength

Lyophilized powder (Lyo-DP)T-DXd for
linjection 100 mg Lyo-DP will be provided
as a lyophilized powder containing 100 mg
lof T-DXd in a glass vial. Each glass vial
should be reconstituted to a concentration
of 20 mg/mL.

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

Lyophilized powder (Lyo-DP)T-DXd for
injection 100 mg Lyo-DP will be provided
as a lyophilized powder containing 100 mg
iof T-DXd in a glass vial. Each glass vial
should be reconstituted to a concentration
of 20 mg/mL.

15. Concomitant therapy

NA

16. Criteria for evaluation efficacy

The primary endpoint of this study is PFS
based on mRECIST version 1.1, which will
be determined by independent review of
baseline and follow-up assessments




obtained every 6 weeks from
randomization date.

17. Criteria for evaluation safety

o Adverse events (AEs)/Serious AEs
(SAEs)

e+ Adverse events of special interest

(AESI): ILD/Pneumonitis, LVEF

decrease.

Laboratory evaluations

Electrocardiograms

Vital signs

Cardiac assessments

Pulmonary assessments

® & @ e o

18. Statistical methods

Analysis Sets

e Full Analysis Set

The FAS will include all subjects
randomized into the study, including those
who did not receive

a dose of study treatment. Subjects will be
analyzed according to the treatments
assigned at

randomization.

» Safety Analysis Set

The Safety Analysis Set will include all
randomized subjects who received at least
1 dose of study treatment. Subjects will be
summarized according to treatment
actually received.

s Per-protocol Analysis Set

The PPS will include all subjects in the
FAS who complied with the protocol
sufficiently with

respect to exposure to study treatment,
lavailability of tumor assessment, and
absence of major protocol violations likely
to impact efficacy outcome.

s+ Pharmacokinetic Analysis Set

The PK Analysis Set will include all
subjects who received at least 1 dose of T+
DXd and had

measurable serum concentrations of T-
DXd, total anti-HER2 antibody, and MAAA-
1181a.

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

Overall, the median age of the subjects
treated with Enhertu in the HR+ cohort
was 56.8 years (range: 31.5 to 80.2 years).
Of the 331 randomized subjects on
Enhertu, 329 (99.4%) were females and 2
(0.6%) were male. The majority of subjects
were of White race (156 subjects, 47.1%)

followed by Asian race (131 subjects,




39.6%) and of "Non Hispanic or Latino’
ethnicity (267 subjects, 80.7%).

Overall, the median age of the subjects
treated with Enhertu in the FAS was 57.5
years (range: 31.5 to 80.2 years). Of the
373 randomized subjects on Enhertu, 371
(99.5%) were females and 2 (0.5%) were
male. The majority of subjects were of
White race (176 subjects, 47.2%) followed
by Asian race (151 subjects, 40.5%) and of
‘Non Hispanic or Latino’ ethnicity (308
subjects, 82.6%).

20. Efficacy results

In the hormone receptor-positive cohort,
treatment with T-DXd resulted in a
statistically significant and clinically
meaningful improvement in BICR-
assessed PFS compared with TPC.

The stratified HR was 0.51 (95% CI: 0.40,
0.64) in favor of the T-DXd arm, with a P-
value of <0.0001. The median PFS based
on BICR, , was 10.1 months (95% CI: 9.5,
11.5) in the T-DXd arm vs. 5.4 months
(95% Cl: 4.4,7.1) in the TPC arm.

There was a statistically significant and
clinically meaningful improvement in 0S in
the T-DXd arm compared with the TPC
arm: the HR was 0.64 (95% CI: 0.48, 0.86)
with a P-value of 0.0028, that crossed the
prespecified |A efficacy stopping
boundary of 0.00748. Median OS was 23.9
months (95% CI: 20.8, 24.8) in the T-DXd
arm vs. 17.5 months (95% CI: 15.2, 22.4) in
he TPC arm.

Results in the FAS were consistent with
those in the hormone receptor-positive
cohort, with a

statistically significant and clinically
meaningful improvement in BICR-
assessed PFS compared

with TPC. The stratified HR for the T-DXd
arm vs. the TPC arm was 0.50 (95% ClI:
0.40, 0.63)

with a 2-sided log-rank P-value <0.0001.
The median PFS by BICR in the FAS was
9.9 months

(95% Cl:9.0,11.3) in the T-DXd arm vs. 5.1

months (95% Cl: 4.2, 6.8) in the TPC arm.
Median OS in the FAS was 23.4 months




(95% Cl: 20.0, 24.8) in the T-DXd arm vs.
16.8 months (95% ClI: 14.5, 20.0) in the
TPC arm. (HR: 0.64 [95% CI: 0.49, 0.84];
stratified log-rank P-value = 0.0010 that
crossed the pre-specified IA efficacy
stopping boundary of 0.00748).

21. Safety results

The observed safety profile of T-DXd in the
target population was generally
manageable and tolerable. The median
treatment duration was longer in the T-
DXd arm than in the TPC arm: 8.2 months
(range: 0.2 to 33.3) and 3.5 months

(range: 0.3 to 17.6), respectively. A total of
42.0% of subjects in the T-DXd arm and
9.3% of subjects in the TPC arm received
>9 months of treatment.

[The most commonly reported (220% of
subjects) Gl and hematologic TEAEs in the
T-DXd arm were nausea, vomiting,
iconstipation, diarrhoea, anemia,
neutropenia, thrombocytopenia, and
leukopenia. These TEAEs were mostly
Grade 1 or Grade 2, occurred more
frequently at Cycle 1 than any other cycle,
and were manageable under routine
clinical practice, with the majority of
events not associated with study drug
discontinuation.

IAdjudicated drug-related ILD was reported
in a higher proportion of subjects in the T-
DXd arm than in the TPC arm: 45 (12.1%)
subjects and 1 (0.6%) subject,
respectively. The majority of cases in the
T-DXd arm were Grade 1 (13 [3.5%]) or
Grade 2 (24 [6.5%)), with Grade 3 events in
5 (1.3%) subjects and Grade 5 events in 3
(0.8%) subjects. Most events were
manageable by following dose
modification and established treatment
quidelines, which included monitoring
signs and symptoms of ILD and
proactively managing events with early
intervention.

Overall, T-DXd 5.4 mg/kg Q3W was
tolerable in subjects in the target
population. In the majority of subjects,
TEAEs were manageable by dose

modification and routine clinical practice.
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22. Conclusion (summary)

Treatment with T-DXd 5.4 mg/kg
demonstrated a statistically significant
land clinically meaningful improvement in
the primary endpoint of BICR-assessed
PFS compared to TPC in subjects with
unresectable or metastatic HER2-low BC
previously treated with chemotherapy in
the hormone receptor-positive cohort and
FAS.

Overall, the safety profile in the T-DXd arm
in this study was consistent with the
established safety profile of T-DXd, with
the most common TEAESs (including
>Grade 3 TEAESs) being Gl or hematologic.

Applicant (registration certificate
holder)

| 7\’%’ (3 -Aug- 1514
(signature) !
§)S¢530x§ Genabayye |

(fuII name)

{ Procedure amended b'. new annex 30 nr(‘ordmg to MoH Ukraine Order Ne 1528 of 27.06.2019 /



Jlomatok 30
o TTopsiaky npoBeeHHS eKCIIepTH3H
peecTpalifHUX MaTepialliB Ha JTiKapchbKi
3aco0M, 110 MOJAI0THCA HA JIEPXKABHY
peecTpalliio (nepepeecTpailito), a Takox
EKCTIEPTU3M MaTepiaiiB PO BHECEHHS
3MiH JI0 peecTpalifHuX MaTepianis
MpOTAroM Aii peecTpaLiitHoro
MOCBIAYEHHS

(nmyHkT 4 posainy IV)

3BIT npo kainiune BunpodyBanns Ne3

1. HasBa nikapcbkoro 3aco0y (3a HassBHOCTI -
HOMEpP PeeCTpallifHOro MocBiA4eHHs)

Enxepry (TpacTy3ymad aepyKcTeKaH)

2. 3asBHUK

Acrpa3eneka FOK Jlimiten (AstraZeneca UK Limited)

1 ®pencic Kpik Apento, KemOpux biomeaikan
Kamnyc, KemOpumx, CB2 0AA, Benuka bpuranis

(1 Francis Crick Avenue, Cambridge Biomedical
Campus, Cambridge, CB2 0AA, United Kingdom)

3. BupoOHuk

\Bunyck cepiii

BropuHHe naKkyBaHHs, MApKyBaHHS Ta BUITYCK cepil
(cepTudikallisi) rOTOBOIO JIiKapchKoro 3acody

JTaiui Cankio FOpon I'm6X (Daiichi Sankyo Europe
GmbH)

Jlyitnonsamrpacce 1, 85276 Idaddenxoden,
Himeuunna

(Luitpoldstrasse 1, 85276 Pfaffenhofen, Germany)

4. [TpoBeneHi AoCHiKEHHSA:

®Tak 0O Hi  SAKIIO Hi, OOIPYHTYBaTH

1) Tin nikapceKoro 3acody, 3a SKUM
npoBojiMiacs abo MIaHyeThes peecTpartis

JlikapchKuii 3aci0 3a MOBHUM J0ChE (ABTOHOMHE
ytocke). Inwumii nikapebkuit 3aci6. Hosa xiroua
pe4yoBUHA

5. [ToBHa Ha3Ba KJIiHIYHOTO BUMIPOOYBaHHA,
KOJI0BaHUI HOMEp KJITHIYHOTO BUNPOOYBaHHA

baraToueHTpose, paHJoMi30BaHe, BiIKPHTE,
KOHTPOJILOBAHE 32 AaKTUBHUM Tpenaparom
nocnimkeHHs ¢gasu 3 Tpacty3zymaly JepyKCTeKaHy,
KoH’torary antutino 1o HER2-nikapcbkuii 3aci6
(ADC), y nopiBHsiHHI 3 Tepanieto Ha BUOIp Jlikaps
(TBJI) B naiieHTOK 3 Hepe3ekTabelbHUM Ta/abo

NEPEKNAQL
BIPHO

./C Lo




METACTATUYHUM PAKOM MOJIOYHOT 3a/1031 3 HU3BKHUM
piBHEeM eKcrmpecii peLienTopa enijepmanbHoro pakropa
pocty moaunu 2 (HER2)

6. Daza KiIiHIYHOro BUINpoOyBaHHs

Daza 3

7. [lepio npoBeieHHs KJIIHIYHOTO
BUIPOOYBaHHA

3 27 rpyans 2018 p. no 31 rpyans 2021 p.

8. Kpainu, 1e npoBoaMI0Cs KIiHIYHE
BUNPOOYBaHHA

[Tisniuna Amepuka (CLLA, Kanana), €C (ABetpis,
benbris, ®@panuis, ['peuis, Yropmuna, Itanis,
[Mopryranis, Pocis, Icnanis, [11Benis ta Benuka
Bpuranis [lseiinapis), [3paine, Ta Asia (Kuraii,
SInonis, Pecniy6nika Kopes, TaiiBans).

0. KinbKicTb fOCTiKYBaHUX

sarraHoBada; 540

(akTHuHa: 557

10. MeTa Ta BTOPHHHI L KJIIHIYHOTO
BUMNPOOYBaHHS

MeTa:

. [TopiBHsiTH MepeBary y BUKMBAHOCTI Ge3
nporpecysanus (BBIT) npu 3actocyBanHi
TpacTy3ymaly JepyKcTeKaHy 3 Teparnieto Ha Bubip
nikaps npu ropmon-peuenrop (HR)-nosutusHOMy
paKy MOJIOUHOT 321031 3 HU3BKUM piBHEM eKcrpecii
HER2 Ha 0CHOBI JaHMX HE3aJIeKHOT KOHTPOJILOBAHOT
owuiHkH B ciainomy pexumi (HLIOCP).

Bropunsi miji:

. [TopiBHATH KOPUCTE TpacTy3ymaby
nepykcrekany misi BBIT 3 Tepamnieto Ha BuOip nikaps
(TBJI) y BCcix panjomizoBaHux yyacHHKiB (PM3 i3
HU3bKUM piBHeM ekcripecii HER2, HR-nosutuBHuii Ta
HR-nerarusuuii PM3), na ocrnosi HIIOCP

. [TopiBHsTH 3araibHy BHKHBaHicTL (3B) mpu
sacTocyBaHHi TpacTy3ymaby nepykcrexany 3 TBJI npu
HR-[103UTUBHOMY PaKy MOJIOUHOT 3aJ103H i3 HU3bKHUM
piBHeMm excripecii HER2.

. [TopiBHATH KOPUCTH TpacTy3ymaly
nlepyKcTeKaHy juis 3aranbHol BuxkuBanocti (3B) 3 TBJI
y BCiX paHIOMi30BaHMX YYaCHMKIB.

11. Mu3aitn kniHi4HOrO BUNpoOYBaHHA

[ le Oysi0 paHjoMi3oBaHe, 2-rpynose, BiAKpUTe
GaraToleHTPOBE A0CTiKeHHA (Ga3zu 3 115 NopiBHAHHA
Gesneku i epekTUBHOCTI TpacTy3ymMaly JAepyKcTeKaHy

3 TBJI y nauieHTis 3 HepesekTabenbHUM Ta/abo




METacTaTUYHUM PAKOM MOJIOYHOT 3271031 3 HU3BKUM
pisnem excnpecii HER2.

Tpactysymal nepykcrekany s in’exuiid, mo 100 mr,
BBOJIMJIM BHYTPIIIHBOBEHHO (B/B) B 1031 5,4 MI/Kr
KOXHI 3 THXKHI.

[TpenapaTom MopiBHAHHSA B LILOMY JOCIimKenHs Oyna
TBJI. ITpubauzno 540 yyacHukis Oy 1yTh
paH0Mi30BaHi B criBBiAHOIIEHH] 2:1 B rpymny
TpacTy3ymaly AepykcTekaHy abo OHOTO i3 HaBeJeHUX
HIKYEe METO/IIB JIiKyBaHHsA Ha BUOIp Jikaps:

J Kaneuurabin

. EpiOynin

o [emuuTadin

o [TakniTakcen

o Hab-naxnitakcen

Panjomizauis Oyze crparudikopana 3a:

o Imynoricroximiunum (IHC) cratycom HER2
3pa3KiB TKAHMH 32 OL[IHKOK B LEEHTPaJIbHIH
naboparopii: HER2 THC 1+ nporu HER2 IHC 2+/ISH-

. KinpkicTio nonepeanix jiuiii repanii: 1y
MopiBHAHHI i3 2.

o HR-cratycom/anamHe3oM 3actocyBanHsa CDK:
HR-no3urueHuit PM3 3 nonepeaHim 3acTocyBaHHAM
inribiropa CDK4/6, HR-no3urusuuit PM3 6e3
nornepeaHLoro 3actocyBaHHs inriditopa CDK4/6 abo
HR-neratusuuii PM3

JlocninzyBaHe JiKyBaHHs TPUBAJIO BiAMOBIAHO 10
BaBepLIEHH: JOCIiKeHHs ab0 10 BiIKIMKAHHS 3r0/H
lY4aCHUKOM, rporpecyBanHs 3axsopioBanus (I13) uu
HACTaHHs HEMPUIUHATHUX TOKCUUHMX €(eKTiB.

SIKITI0 BBEJICHHST JIOCITIJKYBAHOTO JTIKYBaHHS
RaTpUMyBaiocs Okl Hidk Ha 28 AHIB i3 3amIaHOBaHOT
1aTH BBEJEHHS, JIIKYBAHHS IIPUITHHSAJIN,

12. OcHoBHi KpuTepil BKIIOYEHHS

E Jlie3aaTHIiCTh i CIPOMOXKHICTB 3pO3YMITH,
nignucaty ta aarysati dopmy iHGopMOBaHOT 3roiH,
3aTBepAKEHY eKCIepTHOIo pajoio opranizauil (EPO)
abo komicieto 3 nuranb eTuku (KE), nepen
BHUKOHAHHAM Oy 1b-AKHX npouexyp abo ananisis y
MeXKax JOCIiIKeHHS.

2. Yonosiku abo »xiHKKM BikoM >18 pokiB.
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3. [latomopdonoriuHo MiATBEPKEHHI paK MOIOYHOT
3251030, IKMIl XapaKTepU3yEThCsA TaKUM:

a. HepesekTaGebH1il 41 METACTATHYHUIA PaK.

b. HasBHIiCTh B AHAMHE31 HU3BKOTO PiBHA eKcrpecii
HER2, wo eusnavaerses sk IHC 2+/ISH- abo IHC 1+
(3a pesysbTaTaMy riGpuaM3auii in situ (ISH) abo ne
MpOBE/ICHHs TAKOro JIarHOCTHYHOTO JOCIKEHHS)

c. Husbkuii pisens excnpecis HER2, 1110 BU3HA4a€THCA
ak IHC 2+/ISH- a6o [HC 1+ BianosigHO 10 OHOBJIEHOT
HACTAHOBY AMEPHKAHCHKOrO TOBApHCTBA 3 KIIHIYHOT
onkosorii (ASCO)-Koserii aMmepruKaHChKHX
naromopdonoris (CAP) 2018 poky 110710
inrepriperanii gocnimpkenns HER2 npu paky MOJIOYHOT
sanosu (azantopanux kommnanismu Jlaiui Cankio Ink.
(Daiichi Sankyo Inc.) Ta Benrana (Ventana)) 3a
OIIHKOIO B LIEHTpasIbHill naGopaTopii.

d. HR-nosutiBHMiT un HR-HeraTuBHUM pak.
[naHyBanocs 3apaxyBari NprOIH3HO 60 HR-
HeraTMBHUX YYaCHMKiB; IHIII y4acHUKM Manu OyTH
HR-no3UTHBHUMH (TTO3UTHBHICTH 38 PELENITOPOM
ectporety abo peLernTopoM NporecTepory OyJno
MiTBepIKEHO, AKINO =1% saep My XJIHHHAX KJTITHH
GynH iMyHOPEAKTUBHHM).

e. [Tpu HR-1no3uTHBHOMY pe3yJpTaTi BUMaranacs
IOKYMEHTAbHO MifATBep/UKeHa pedpakTepHicTb 10
eHIOKPUHHOT Teparii, 10 BU3HAYAETHCSA AK
nporpecyBaHHs MpH npuHaiivMui 1 1iHiT eHI0KpHHHOT
repartii, Ta BACHOBOK JIOCJIIAHUKA, 1110 [ToJaNbIIe
niKyBaHHs €HAOKPUHHOIO Tepartieio Oinbuie He
npHHece KOPUCTi MallieHTOBI.

f. [Ipu HR-1o3uTUBHOMY pe3yJbTaTi BUMarauocs
nonepesHe nikypauus inriciropom CDK4/6 uu iforo
BiZICYTHICTb. ¥ JOCTiKEHHS ILIIAaHYBAIOCs 3apaxyBaTH
He Ginpine Hix 240 HR-NO3UTHBHUX YYACHHKIB, AK
pauiile He MPOXO/MIIN Tepariio inri6itopom CDK4/6, i
monaiimenie 240 HR-103UTHBHUX yYaCHHKIB, sAKi
paHilIe TPOXO/NIIHM TEPAITito inriGitopom CDK4/6.

g. Ilonepe/ne NiKyBaHHs MOHAHMEHILE 1 Ta
moHaiGinbIIe 2 NinisMu XiMioTepanii B pasi peluauBy
460 METACTATHYHOrO ypaxeHHs. SKILOo pernauB
BinGyBscs nporarom 6 micsuis micns (neo)aj1’ tOBAaHTHOI
XimioTepariii, (Heo)an IOBaHTHA

h. Tepanis BBaXcanacs OJIHi€l0 JiHIEK ximioTeparii.
Tapretni npenapary (Taki Ak iHriGiropu mTOR,
inri6iropu PARP, inri6itopu PD-L, inriéiropu PD-L1,

inriGiTopu ricronjeaneruiasu abo iHridiropu
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CDK4/6) Ta eHI0KpHHHA Teparis cami no codi He
BKJIFOUAITHCSA 10 KiJIbKOCTI TIOTIepeiHiX JTiHif
xiMioTeparii, Xxoua CXeMH 3 TAKMMH NpernaparaMmu B
MoeAHaHHi 3 XiMioTeparielo BBaxanucs oJHI€r0 JiHI€
XiMioTepartii.

i. Bigcyrnicts HER2-nosurusHoro pesynsrary (IHC
3+ aGo IHC2+/ISH+) nipu nonepeiHbOMY
naTtoMopdoIoriuHOMy A0CHiPKeHHI (BiANOBIAHO /10
nacranoBu ASCO-CAP) a6o e HER2 IHC 0 B
MHHYJIOMY.

i. BincyThicTs nonepenHboro jikyanHs aHtu-HER2-
reparnieto.

4. 3a/I0KyMEHTOBAHE PEHTICHONOTIUHE MPOrpecy BaHH
(miz yac aGo micis OCTAHHBOTO JIIKYBAHHS).

5. HasiHicTh apXiBHOTO 3pa3Ka IyXJIMHHOT TKAHHHH B
KibKOCTI, focTaTHiil juist ouinku ctatycy HER2 B
LeHTpanbHiil naboparopii (Ha OCHOBI HAHOCTAHHILLOTO
B3STOrO 3paska MyX/JIUHHOT TKaHUHK). ¥ pasi
Bi/ICYTHOCTI apXiBHOI MyXJIMHHOT TKAHWHYM BUMArajacs
Giorncis HOBOT MYXJIMHHOT TKAHUHH,

6. Vei nauieHTy moBMHHI Oy HeaBHO 3/1aTH 3pasoK
My XJIMHHOT TKAHWUHU TTiC/Is OCTAHHBOT CXEeMH JKYBaHHSA
a0 MOroJANTHCH NPOHTH OIONCiF0 TKAHUHHM JI0
paHioMizaii.

13. JlochimKyBaHuii JikapebKuit 3aci6, crocid
3aCTOCYBAHH, CHa il

JTiodpinizosanuii mopowok (Lyo-DP) Tpacty3ymady
nepykcrexkany uis in’ekuii mo 100 mr. Ipenapart
nocTayapes y BUrIsiAL 1iodinizoBaHoro nopouiky, mo
MicTuTh 100 Mr TpacTy3ymaly JepyKcTeKaHy y
cknsHomy uiakoni. KoxeH cxknsHuii duiakon cnipg Oyno
BiHOBWTH 10 KOHIIEHTpalii 20 Mr/mil.

14. TIpenapat nopiBHAHHA, 1034, cnoci6
BacTOCYBaHHs, cuna Aaii

Kaneuura6in, epibyin, remuutalin, nakiirakcel,
naG-maksirakcen y Bianosianii ynaxkosui. Koxen
ckisHumit gaakon ciig 6y10 BiIHOBUTH J10
koHueHTpartii 20 Mmr/mi.

15. CynyTtHs Tepanis

H/3

16. Kputepii ouinku edeKTHBHOCTI

[TepBHHHOIO KiHLEBOIO TOYKOIO LLOTO JOCIILKEHHS
Gyuna BixuBanicTs 6e3 nporpecysanns (BBII) na
ocHOBI Mor(ikoBanux Kputepiis Binosiai conifHux
nyxnun Ha jiikyBanns (mRECIST) sepeii 1.1, sy
BU3HAYAJH LIITXOM HE3aJIe)KHOTO aHali3y BUXiJHUX

MOKA3HHMKIB i MOKA3HUKIB Y XO/1i NMOAAJIBIIOI0




CIIOCTEPEKEHHs, BAMIPSHHUX KOXKHI 6 THIKHIB 3 1aTH
panaomizanii.

17. Kpurepii ouinku Ge3nexu

. [ToGiuni asuia ([15)/cepiiozni IT5 (CITA)

. [ToGiuni ABUILIA, 110 CTAHOBIATE 0COOTUBHIA
intepec (IT5101): InrepeTrnianbHe 3aXBOPIOBAHHS
nerens (I3J1)/ITueBmonir, 3HmkeHHs @BJIIL

. JlaGopaTopHi MOKa3HUKH

. Enexrpokapaiorpamu

. TToKa3HUKM KUTTEBO BAKIUBHUX (QyHKLIH
. Ouinka ¢yHkuii cepus

. Ouinka QyHKILT 1ereHb

18. CTaTUCTHYHI METOIH

Bubipkn 17s ananizy 6esnexu

. IloBHa BuGipKa NanieHTIB ISl AHAI3Y
(FAS)

YV FAS Gynu BKJIIOYEH] BCi yYaCHHKH, PaH/0Mi30BaHi B
TOCTiPKEHHS, 30KpeMa Ti, XTO He OTPUMAB KOJHOT
1031 JIOCHiIKYBaHOTO JiKyBaHHs. JlaHi yuacHUKIB
aHaizyBajd 3riJHO 3 JIIKYBaHHAM, IPU3HAYCHUM TIpH
paHoMizarii.

o BuGipka nas anafniszy Gesnexn

YV BuGipky a5 ananizy Gesreku Oy BKJIKOYEH] BCI
paH0Mi30BaHi yHaCHUKH, AKi OTpUMaK NpuHaiMHi 1
1103y JIOCTiKYBaHOTO Jlikapcbkoro 3acoby. Jlaui
yuacHMKIB aHaJTi3yBaTH 3Ti/IHO 3 JIIKYBAHHAM, AKE BOHH
(paKTHYHO OTPUMYBAJIH.

. BuGipka Bcix nanieHTis 6e3 nopyumeHb
npotokoay (PPS)

YV PPS Gynu BkmoueHi Bei ocoGu 3 Bubipku FAS, ski
JIOCTATHBO JOTPUMY BAJIUCSH MPOTOKOIY OO0
3aCTOCYBAaHH A0CHIKYBaHOTO JiKapehKoro 3acody,
MPOXO/KEHHs OLHKH IyXJIMHY Ta BiICYTHOCTI
Cepito3HHX MOPYIEHb IPOTOKOITY, IKi MOTJIN 6
BIJIHHYTH Ha Pe3yabTaT eheKTHBHOCTI.

. Bubipka 115 GpapMaKoKiHeTHIHOTO aHAJII3Y

Y BuGipky ans ®K-ananisy Gymm BKIIOYEH] BCI
yuacHUKH, AKi OTPUMaNM NpuHaiimui 1 1o3y
rpacTy3ymaly JepyKCTeKaHy Ta Malii BUMipIOBaHi
CHpOBATKOBI KOHIIEHTpaLlil TpacTy3ymaly
lepyKcTeKaHy, 3araibHoi Kinbkocti antutin 1o HER2
a MAAA-1181a.
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19. Jlemorpadiuni NOKa3HUKH JOCIIKY BaHOT
rnormynsauii (cTare, BiK, paca, TOLL0)

3arajioM, MeiaHHMI BiK MaLi€HTIB, AKi OTPUMYBAJIHU
Enxepty B HR-103UTHBHIH KOropTi, CTaHOBUB 56,8
poky (niamason: 31,5-80,2 POKY).

3 331 yuacHuKa, panoMizoBaHoro B rpymy Exxepry
329 (99,4%) 6ynu xinkamu Ta 2 (0,6%) YOJIOBIKAMHU.
BibIIiCTh YYACHUMKIB HATEXKANH JI0 EBPOTICOIAHOT Pack
(156 yuacnukis, 47,1%), 32 HUMHU AILITH NPECTABHUKH
mourosoinHoi pacu (131 yuacuuk, 39,6%) Ta ocodwu,
1o He O6y/M iCIaHOMOBHMMHM YH JIATHHOAMEPUKAHLIAMH
(267 yuacHukiB, 80,7%).

3arajom, MeiaHHMH BiK NalieHTiB, AKi OTpUMYBAIH
Enxepry y FAS craHoBuB 57,5 poky (fianasoH: 31,5-
80,2 poky). 3 373 yuacHHKH, PaH/IOMi30BaHOTO B IpyIly
Euxepry 371 (99,5%) Gynu xinkamu Ta 2 (0,5%)
yoJI0BiKaMH. BilbIIiCTE YUaCHUKIB HajekKau 10
eponeoinHoi pack (176 y4acHUKIB, 47,2%), 3a HUMH
{iu npeacTaBHUKA MOHTOJI0TAHOT pacu (151
yuachuk, 40,5%) Ta 0coGH, o He 6yan
{CIIAHOMOBHHMMM 4M JaTHHOamepHKaHusaMu (308
yuacHuKiB, 82,6%).

20. PesynbraT eheKTHBHOCTI

Y rOpPMOH-PELIENTOP-NIO3UTUBHIH KOTOPTi JIIKYBaHHs
rpacTy3ymMaboM JepyKCTeKaHOM NpU3BeIo 110
CTATHCTHYHO Ta KJIIHIUHO 3HaYYLIOTr0 MOKpaleHHA
BBIT na ocxogi HLIOCP B nopisusauni 3 TBJL

CrparudikosaHe BiIHOMEHHS PU3NKIB (BP) cranoBuio
0,51 (95% JII: 0,40, 0,64) Ha KOPUCTB rpyNH
rpacTy3ymaly jiepyKcTeKaHy 3 P-3HaueHHAM <0,0001.
Meniana BBIT na ocnosi HIIOCP cranosunia 10,1
wicais (95% JII: 9,5, 11,5) B rpyni TpacTy3symaby
lepyKcTeKaHy B [OpPiBHAHHI 3 5,4 MicAUAMHY (95% Al
4.4, 7,1) y rpyni TBJL

CriocTepiranocs CTATUCTUYHO i KIIHIYHO 3HAYY1UE
noninmenns 3B B rpyni TpacTy3ymaly AepyKcTeKaHy
B nopisHsanHi 3 rpynoio TBJI: BP cranoBuio 0,64
(95% JI1: 0,48, 0,86) 3 P-3HauUeHHAM 0,0028, axe
nepeTHHANO 3a3/1a/ierijib BCTAHOBJIEHMI KpuTeEpiii
[epeIuacHoro 3aBepuICHHs 10CII/PKEHHS 3 IPHBOJLY
epeKTMBHOCTI B MEXKaX NPOMIKHOTO ananisy (ITA)
0,00748. Meniana 3B craHoBuna 23,9 micaug (95%
TUI: 20,8, 24,8) B rpyni TpacTy3ymaby AepyKCTEKaHy B
nopiBHAHHI 3 17,5 MicALAMHU (95% [I: 15,2,22,4) B
rpyni TBJL

Pesynbrati FAS Bifrnosifanu pesyibTaTam y ropMoH-
peLenTOpP-NO3UTHBHIH KOTOpTi, 31 CTATUCTUYHO H
Ki1iHigHO 3HauymuM nokpamentsm BbI1 na OCHOBI

HLIOCP B nopisusingi 3 TBJL Crparudikopane BP a5
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rpynu TpacTy3ymaly AepyKcTeKaHy B MOPIBHAHHI 3
rpynoto TBJI cranosusio 0,50 (95% nl: 0,40, 0,63) 3
BOCTOPOHHIM JiorpanroBuM P-3nauennsm <0,0001.
Meniana BBIT na ocnosi HLIOCP y FAS cranoBuna
9,9 micsus (95% JII: 9,0, 11,3) B rpyni Tpactysymaly
jlepykcrekany B nopiBHsHHI 3 5,1 micssamu (95% I
4.2, 6,8) B rpyni TBJI. Meniana 3B y FAS cranoBuna
23,4 micaua (95% I 20,0, 24,8) B rpymni
Tpacty3ymaly JepyKcTeKkaHy B nopisHsuHi 3 16,8
Micssmu (95% JII: 14,5, 20,0) B rpyni TBJL. (BP: 0,64
[95% JII: 0,49, 0,84]; cTparudikosane sorpanrose P-
suauenns = 0,0010, ke nepeTUHANO 3a3/1aNeriab
BCTAHOBJICHHMH KpUTEpiil NepeuacHoro 3aBeplueHHs:
ocikeH s 3 NpuBoy edexTHBHOCTI B Mexkax [TA
0,00748).

21. Pesynbraty 6e3nekn

3adikcopanuii ipodis Gesnexu TpacTyzymady
jlepykcTekaHy B LiIbOBiH monyisuii 3aranom Gys
KepOBAHMM i epeHOCHUM. MeJliaHHa TPHBATICTh
nikyBanns Gyna Gibwoio B rpyni Tpactysymady
epykeTekany, Hix y rpyni TBJI: 8,2 micsus
(niamason: 0,2-33,3) Ta 3,5 micaug (aianason: 0,3—
17,6) Bigmogiano. 3aranom 42,0% y4acHMKIB rpynu
rpactysymaly fepykcTexany i 9,3% y4acHHKIB rpynu
TBJI otpumaiu >9 MicsLiB JTiKyBaHH.

Haiinommpenimumu (>20% y4acHHKIB) LLTYHKOBO-
KMIIKOBMMHU Ta rematojioriunumu [151, o BHHAKIH
nin uac mikyeauus ([TSBJI), y rpyni Tpactysymaly
nepykcrekany Oy HynoTa, GiroBaHHs, 3aKper,
jniapes, aHeMisi, HelTpoNEHis, TpoMOOLITONEHis Ta
neitkonenis. L1i [TSIBJI nepesaxHo Oy 1 a6o 2
CTYMeHs TAKKOCTI, BUHUKAIH yacrime B 1-My LMK,
Hix y GyIb-1KOMY iHIIOMY, i iX MOJKHa GyI10
KOHTPOJIIOBATH 32 0TOMOTr0I0 CTaH/[APTHHX MEAHYHAX
3axoIiB; IPH LbOMY OLIBLIICTD sBULL He Oyna
MOB’s13aHa 31 CKacyBaHHIM JIOCIiIXKYBAHOTO
npenapary.

[Tixreepakene [3]1, no’s3axe i3 3aCTOCY BAHHS
npenapary, OyJio 3apeecTpoBaHO B GinbIIOT YaCTKH
y4acHUKIB y rpyIi TpacTy3ymaby JepyKCTeKaHy, Hik y
rpyni TBJI: 45 (12,1%) Ta 1 (0,6%) BIJUTOBIAHO.
BibIIicTh BUMAAKIB Y rpyni TpacTy3ymaly
epykerekany Gymu 1 (13 [3,5%]) abo 2 crynens
rsokkocti (24 [6,5%)); Bunaaku 3 crynens 6yio
sapeecTpoBato B 5 (1,3%) yuacHUKiB Ta 5 CTyNeH —
B 3 (0,8%) yuacHuKiB. BinbuicTs BUNaAKiB MOXKHA
6y 10 KOHTPOJOBATH LIAXOM KOPEKLT /031,
BCTAHOBJIEHHMX PEKOMEH /1ALl 11010 NiKyBaHHs, AKi

BKIIOYANM KOHTPONb 03HaK i cumnromis 131, i
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3aroBixHUX 3aX0/1iB, 1110 nepedaydann paHHe
BTPYYaHHS.

Barajiom, Tpacty3ymaly AepyKcTeKaH y 103i 5,4 MI/kr
KOKHi 3 THKHI OyB NEPEHOCHHM JUTA y4aCHUKIB
ninbosoi momynawii. ¥ Ginbuocti yuacuukis [TABJI
MO3KHA GYJI0 KOHTPOJIIOBATH HIIAXOM KOPEKLIi 1031 Ta
cTanapTHOT KJIIHIUHOT TIPAKTHKH.

2. BUCHOBOK (3aKJIFOUEHHS)

JTikyBaHHsS TPacTy3yMaboM JIepyKCTEKaHOM Y no3i 5,4
MI/KT [IPO/IEMOHCTPYBAJIO CTATHCTUYHO # KIIiHIYHO
3HAUYILIE MTOKPAIIeHHS l'[epBPIHHOl kinuesoi Touku BbI1
ta ocrosi HIIOCP y nopisusuui 3 TBJT y naiientis 3
HepezeKTaGeanHM abo meracratuuHum PM3 3
HU3LKUM pPiBHEM excnpecu HER2, siki paHiie
OTpUMYBaJIY XiMioTepanito, B ropMOH-peLenTop-
nosuruBHUiT Koropti Ta FAS.

3anBHUK (BJIACHUK
peecTpaiiiiHoro nocBiYeHHs)

/mianucl3.08.2024/
(nignuc)

Txipamk Tam6xip (Dhiraj Gambhire)

(I.1.B.)




e

nnex 30
o the Procedure for Conducting
xpert Evaluation of Registration

aterials Pertinent to Medicinal
roducts Submitted for the State
egistration {Re-Registration) and
or Expert Evaluation of Materials
bout Introduction of Changes to
egistration Materials during the
alidity Period of Registration
ertificate (item 4 section 1V)

Clinical study report No. 4

1. Name of medicinal product Enhertu® (Traztuzumab Deruxtecan)
(registration certificate N2, if

available )

2. Applicant AstraZeneca UK Limited

1 Francis Crick Avenue, Cambridge Biomedical
Campus, Cambridge, CB2 AA, United
Kingdom

3. Manufacturer Batch release

Secondary packaging, labeling, and batch
release {certification) of finished product

Daiichi Sahkyo Europe GmbH

Luitpoldstrasse 1, 85276 Piaffenhofen,

Germany
4, Studies conducted: Elyes [Ino, please justify
1} type of medicinal product, which | Medicinal product with complete dossier
has been or will be registered (stand-alone dossier). Other medicinal

product. New active substance

5. Title of clinical trial, code number|A Phase 2, open-label, single-arm trial of

of clinical trial trastuzumab deruxtecan (DS-8201a) in
HERZpositive, unresectable or metastatic
gastric or gastro-esophageal junction (GEJ)
adenocarcinoma subjects who have
progressed on or after & trastuzumab-
containing regimen. '

6. Phase of clinical trial Phase 2

7. Period of clinical trial From 26 Nov 2019 (first participent enrolled).
Study is estimated to be completed in Feb
2024,

8. Countries, where clinical trial has |United States, Belgium, Italy, Spain, United

been conducted Kingdom,

9. Number of trial subjects Planned: ~80
Actual: 79




10. Objective and secondary
endpoints of clinical trial

Primary objective: The primary objective of
thiz stucdy was to investigate the efficacy of T-
0Xd based on confirmed ORR, as assessed by
an independent central imaging facility review
using Response Evaluation Criteria in Solid
Tumors (RECIST) v1.1, in subjects with HER2-
positive unresectable or metastatic gastric or
GE.J adenocarcinoma that had progressed on
or after trastuzumab containing regimen.

Secondary endpoints: Overall survival, PFS by
investigator (RECIST 1.1), ORR by investigator
(RECIST 1.1), duration of response (DoR)
based on central reviewer and investigator,
safety, pK, anti-drug antibedies (ADA), HEOR
outComes.

11. Clinical trial design

This was an open-label, multicenter Phase 2
study to evaluate the efficacy and safety of T-
DXd in subjects with unresectable or
metastatic GC or GEJ adenocarcinoma
previpusly treated with a trastuzumab-
containing regimen. T-DXd was sdministered
as a sterile intravenous (1V) solution at a dose
of 6.4 mg/kg every 3 weeks (Q3W). Study drug
continued according to the dosing criteria until
the occurrence of progressive disease, clinical
progression, adverse event, withdrawal by
subject, among other reasons for
discontinuation of study drug.

12. Main inclusion criteria

Main inclusion Criteria
1. Men or women =18 years of age.

2. Had pathologically documented gastric or
GE.J cancer that was: Unresectable or
metastatic, and centrally confirmed HER2-
positive disease (IHC 3+ or IHC 2+ and
evidence of HER2 amplification by 15H) based
on a new tumeor biopsy obtained after
progression on or after a first-line
trastuzumab-containing regimen.

3. Experienced disease progression {based on
RECIST v1.1 criteria) during or after first-line
therapy with a trastuzumab-containing
regimen.

4. Had at l=ast 1 measurable lesion per RECIST
vi.1 as confirmed by the investigator review,




5. Eastern Cooperative Dnceology Group
performance status (ECOG PS) of D or 1.

6. Left ventricular ejection fraction (LVEF)
=50% within 28 days before first dose per
echocardiogram (ECHO)/multigated
acquisition (MUGA) scan.

7. Had adequate organ function within 14 days
before first dose

13. investigational medicinal
product, mode of administration
and strength

Trastuzumab deruxtecan IV Injection 100 mag,
provided as lyophilized powder.

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

MNA

15. Concomitant therapy

For all subjects the following medications and
products were prohibited: Other anticancer
therapy, including cytotoxics, targeted agents,
immunotherapy, antibodies, retinoid, or cancer
hormonal treatment; Other investigational
therapeutic agents; Radiotherapy {except for
palliative radiation); chrenic systemic
corticosteroids or other immunosuppressive;
chloroquine or hydroxychloroquine

16. Criteria for evaluation efficacy

Primary Endpoint: The primary efficacy

endpeint was confirmed ORR, defined as the
proportion of subjects who achieved a best
overall response (BOR) of confirmed complete
response (CR) or confirmed pantial response
(PR), as determined by ICR using RECIST v1.1.
The primary efficacy analysis was perfarmed
on the Full Analysis Set (FAS) defined as all
subjects who received at least 1 dose of the
study drug.

17. Criteria for evaluation safety

Safety endpoints included SAEs, TEAEs, AESI,
discontinuation due to AE, discontinuation due
to AESI, physical examination findings
(including ECOG PS), vital sign measurements,
standard clinical laboratory parameters, ECG
parameters, ECHO/MUGA findings. TEAEs
were graded according to NCI-CTCAE version
50

18. Statistical metheds

Primary efficacy analysis was performed for all
randomized subjects who received at least one
dose of the study treatment. The safety
analysis set included all the patients who
received at least one dose of the trial drug.

NN




-'-/

Pharmacokinetic analyses: included all
subjects who received at least 1 dose of T-DXd
and had measurable serum concentrations of
T-D¥d, total anti-HERZ antibody, and/or DXd.

HEOR analyses: HEOR endpoints (eg, EQ-5D-
5L, FACT-Ga, health care resource utilization)
were summarized based on the FAS,

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

The median age was 60.7 years (range: 20.3 to
77.8). The majority of subjects were male
(72.2%) and a majority were White (87.3%). A
total of 4/79 (5.1%) subjects were Asian.

20. Efficacy results

Primary efficacy endpoint:
The confirmed ORR based on ICR was 38.0%

(95% CI: 27.3, 49.6); 30/79 subjects had
confirmed BORs of CR (3/79 [3.8%] subject) or
PR (27/79 [34.2%] subjects). The unconfirmed
ORR based on ICR was 53.2% (95% Cl: 41.6,
64.5)

Secondary endpoints:

PFS: 44/75 (55.7%) subjects had PFS events
by ICR: 37/79 (46.8%) subjects had progressed
and 7/79 (8.9%) subjects had died without
disease progression. The median PFS based
on ICR was 5.5 months (95% CI: 4.2, 7.2).

08: 26/79 (32.9%) subjects had died. The
median OS was 12.1 months {(95% CI: 8.6, not
evalusble [NE]). The estimated 6- and 12-
menth survival rates were 75.9% and 52.3%,
respectively.

DoR: The median DoR for confirmed
responses was 8.1 months (95% Cl: 4.1, NE)

21. Safety results

- 180.0% subjects experienced at lesst 1 TEAE.

- 94,9% subjects had et least 1 study drug-
related TEAE

- 53.2% subjects experienced =Grade 3 TEAEs
and 27.8% subjects had at least 1 study drug-
[related =Grade 3 TEAE

+ 36.7% subjects experienced treatment-
emergent SAEs and 10.1% subjects had at
{least 1 study drug-related treatment-emergent
SAE

+ 15.2% subjects experienced TEAEs
associated with study drug discentinuation

e




land B.9% subjects had at least 1 study drug-

rofated TEAE associated with treatment

<21.5% subjects experienced TEAES
aseneiated with dose reduction and 17.7%
subjects had at least 1 study drug-related
TEAE associated with dose reduction

21.5% subjects experienced TEAES
associated with study drug interruption (or
dose delays) and 8.9% subjects had at mgst s
study drug-related TEAE associated with st
drug interruption (or delays)

- 12.7% subjects had TEAEs associated with an
outcome of death on treatment (defined as
ncourring between the start of treatment and
47 days after the last dose) 1.3% subject had
at least 1 study drug-related TEAE associated
with an outcome of death on treatment

22. Conclusion (summary)

T-DXd 6.4 mg/kg Q3W demonstrated a
clinically meaningful ORR, the responses weje
durable, and PFS demonstrated a favorabie
outcome compared to the current best SoC.
The ohserved safety profile in this study is
cansistent with the established safety profile
of T-DXd and the events were manageable by
dose modification and routine clinical practice.
The efficacy and safety findings of this study
support the positive benefit/risk profile of T-
DXd in subjects with unresectable or
metastatic HER2-positive gastric or GEJ
adenoccarcinoma that had progressed on or
after a trastuzumab-containing regimen.

Applicant (registration cerlificate
holder)

cONPU_D

(signature)
Indua Lal 3o0uLzozy

{Indu Lal)
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ojatok 30

1o Iopsiaky npoBeieHHs eKCIepTH3H

| peecTpauiifHuxX Marepianis Ha NiKapCbKi
‘ 3aco0M, 10 MOJATHCA Ha JePHKABHY
peectpauiio (nepepeecTpattiio), a TakoxK
EKCMEepTH3N MarepialiB Mpo BHECCHHS
BMiH JIO peecTpaliiHuX MaTepiais
NpoTAroM Ail peecTpaiiiHoro
MOCBITUEHHS

(nyHkT 4 po3ainy IV)

3BIT npo kiainiute Bunpoodysanns Ned

| 1. Ha3ga nikapcbkoro 3aco0y (3a HasgBHOCTI - |[EHXepry (Tpacty3ymal aepykcrekaH)
\ . .
HOMEP peecTpaLiifHOro MocBiueHHs)

2. 3agBHUK Actpa3enexa FOK Jlimiten (AstraZeneca UK Limited)

1 ®pencic Kpik Asento, KemOpux biomenikan
Kammyc, Kem6puk, CB2 0AA, Benuka Bpuranis

(1 Francis Crick Avenue, Cambridge Biomedical
Campus, Cambridge, CB2 0AA, United Kingdom)

3. BupoOuuk Bunyck cepiti

BropunHe nakyBaHHs, MapKyBaHHS Ta BUITYCK cepii
(cepTHikallis) rOTOBOrO JIKapchbKOro 3acody

Jlaiui Cankio HOpon I'm6X (Daiichi Sankyo Europe
GmbH)

Ulyitnonsawrpacce 1, 85276 [daddenxoden,
Himeuunna

| (Luitpoldstrasse 1, 85276 Pfaffenhofen, Germany)

4. Iposeeni 10CiKEHHS: ®Tak O HI SAIKIIO Hi, OOIPYHTYBaTH

1) Tun nikapebkoro 3aco0y, 3a AKMUM Ulikapcbkuii 3acib 3a NOBHUM J0CHE (ABTOHOMHE

nposojuaacs abo NniaaHyeTbes peecTparis yiocke). [numii nikapebkuii 3acio. Hosa airoua
pevyoBHHA

5. [loBHa Ha3Ba KiiHiuHOro BUNpoOyBaHHs,  [Biakpute, oHOrpynore JociiukeHHs Gpazu 2 s
KOJAOBaHHH HOMEp KJIIHIYHOTO BUNPOOYBaHHA [OLIIHKK TpacTy3ymaldy aepykcrekany (DS-8201a) B
nauientis 3 HER2-nosutusHo1o, Hepe3eKTabenbHOI0
a00 MeTacTaTHYHOIO a/ICHOKapPLUHOMOIO LITYHKa abo
ITYHKOBO-cTpaBoxiaHoro 3 eananus (LLIC3), y axux
criocrepirajocs mporpecyBanus mij yac abo mics
Tepartii, 110 BKJIKOYaa TpacTy3ymao.

NEPEKNAL
BIPHO

Car—




6. ®@aza KJIiHIYHOrO BUNMPOOYBaHHSA

daza 2

7. Ilepioa npoBeeHHs KIiHIYHOTO
BUNIPOOYBaHHS

3 26 nucronana 2019 p. (peectpautis nepuioro
yuacHuka). OuikyBaHa jara 3aBepUIeHHs A0CHTiKEHHS
— motuit 2024 p.

8. Kpainu, e npoBoauiocs KiliHiuHe
BHUNIPOOYBaHHA

CIUIA, benbris, Itanis, lcnanis, Benuka bpuranis,

9. KinbKicTb 10CiUKYBaHUX

sariaHosada; ~80

daxTHyna: 79

10. MeTa Ta BTOPMHHI 1iJ1i KAIHIYHOTO
BUNPOOYBaHHA

Mera: OCHOBHA MeTa 1[bOTO JIOCHiUKEHHS — BUBUHMTH
epeKTUBHICTL TpacTy3ymaly AepyKCTeKaHy Ha OCHOBI
niaATBepKeHOT yacToTH 00’ ekTUBHOT Bianosini (HOB),
3riIHO 3 OLIHKOIO, TPOBEAEHOI0 HE3aNeKHUM
LIEHTPAJILHUM LIEHTPOM Bi3yaJizallii 3 BAKOPUCTaHHAM
Kpurepiis BiArnosiai coniiHUX My XJIMH HA JIIKyBaHHS
(RECIST) Bepcii 1.1, y nauienris 3 HER2-
MO3UTHBHOI Hepe3eKkTabeabHOK ab0 MEeTacTaTHYHOIO
aneHoKapurMHoMOIO nutyHka ado IC3, y akux
criocTepiranocs nporpecyBaHHs 1ij yac abo micns
Tepanii, o BKJIKOYana TpacTy3ymad.

BropunHi wini: 3aransHa BuxuBaHicts (3B),
BUsKMBaHicTh 6e3 nporpecysants (BBIT) 3a ouinkoro
mocnianuka (RECIST 1.1), YOB 3a omuinkoro
nocnignuka (RECIST 1.1), tpuBanicts Bianosini (TB)
33 OLLIHKOKO LEHTPAJIBHOIO PEeLEH3eHTa Ta A0CIIHMKA,
Oesneka, papmakokineTnka (DPK), anrturina no
nikapcbkux 3aco0iB (AJI3), pesynbraTi JOCHiIPKeHHs
CKOHOMIYHHMX MOKA3HHUKIB Ta HACJIIKIB JIiIKyBaHHS
(HEOR).

11. Jluzaiin kniHiuHOTO BUMPOOYBaHHA

Lle 6yn0 BigkpuTe, 6araTolieHTpoOBE JOCHiKeHHS (a3u
2 11t OLiHKK e(peKTUBHOCTI Ta 6e3neku Tpacty3ymaly
NepyKCTEKaHy B Malli€HTIB 3 Hepe3eKTabenbHoIo abo
METacTaTHYHOK aJICHOKApLIMHOMOM LIUTYyHKa abo
LLIC3, ski paniie oTpUMyBau Tepariio, Lo BKIKYaa
rpacTy3ymab. Tpacty3ymal nepyKcTekaH BBOJMIHN Y
BUIJIA CTEPHIIBHOTO PO3YHHY A
BHYTPILIHBOBEHHOTO (B/B) BBEIEHH: Y 1031 6,4 Mr/KT
KoxHI 3 TiokHI. JlocnipkyBaHuii 3aci6 3acTOCOBYBAH
BiJMOBIZAHO 10 KPUTEPITB 103YBaHHS 10
[porpecyBaHHs 3aXBOPIOBaHHsA, KJIIHIYHOTO
nporpecyBaHHs, BAUHUKHEHH: M00iYHOro sABMIIA,
BiJIMOBHM MallieHTa BiJl JIKYBaHHS, @ TAKOXK 1HIIMX




MPUYKMH NPUITHHEHHS iKY BaHHS 10CITiUKYBaHUM
niKapcbKUM 3acob0oMm.

12. OcHOBHI KpUTEpil BKIIOYEHHS

OCHOBHI KpUTEpii BKJIOYECHHSA
1. Honosiku abo kiHKH BikoM =18 pokiB.

2. Ilatomopdonoriudo niaTBeppkeHni pak LuUlyHKa
abo 111C3, o xapakTepu3y€eThes TAaKUM:
HepesekrabenbHuit abo MeTacTaTHYHUH,
NiATBep/UKEHUH y LeHTpabHii naboparopii HER2-
no3utuBHUi (IHC 3+ abo THC 2+ Ta nokasu
amrutigikauii HER2 3a pesynbraramu ribpuaunsauii in
situ (ISH)) Ha miacrasi HoBoOT B1011CIT NYXJIMHHK,
BUKOHAHOT I1iCJIs POrpecyBaHHs 3aXBOPIOBAHHS IMiJ{
yac abo micid Tepanii nepuioi AiHiT 3a 10MOMOrok
CXEMH, 10 BKJIIOYAE TpacTy3ymal.

3. [IporpecyBanHs 3aXBOPIOBaHHSA (3a KpUTEPiAMH
RECIST v1.1) nmia yac abo nicas tepanii nepuoi aiHii
3a JIONIOMOTr0I0 CXEMH, 1110 BKITIOYAE TpacTy3ymal.

4. HasiBHicTh moHaiiMeHmie | BUMipIOBaHOTO BOTHHILIA
ypasenns 3a kputepismu RECIST v1.1, mo
MiATBEPHKEHO 00CTEIKEHHIM J0CIIiIHHKA.

5. @yHKUioHANBHUI cTaTyC 3a WKOJ010 CXiaHol
06’ eananol onkosoriunol rpynu (@C 3a ECOG) 0 abo
1.

6. ®paxkuis Bukuay nisoro uurynouka (O@BJIL) >50%
npoTsrom 28 JIHIB /10 3aCTOCY BaHH MepIIOT J03H 3a
nanuMu exokapaiorpadii (ExoKI)/panioizoronHor
senTprkynorpadii (MUGA).

7. Hanexxna dyHkuis opranis nporarom 14 aHis nepen
BBEJICHHAM MepUIOT 103U

13. JocnipkyBanuii likapeekuii 3aci6, crnoci6
BacTocyBaHHs, cuia aii

Tpactyzymal nepykcrexaH jist B/B in’ekuii no 100 mr,
1110 MOCTAYAEThCA Y BUTIISAL NiodinizoBaHoro
MOPOLIKY.

14. I1penapar nopiBHAHHA, 1034, cr1ocid
BacTOCYBaHHs, CHJIa il

H/3

15. CynyTHs Tepanis

'Ycim yuacHuKaM aociiakeHHs 0yno 3a00poHeHo
3aCTOCOBYBATH TaKi JlikapchKi 3ac00M Ta MPOAYKTH:
[HIIa NpoTHpaKoBa Tepartis, 30KpeMa LUTOTOKCHYHI
rnpenapaT, TapreTHi npenapary, iMyHoTeparis,
AHTHUTIIA, PETHHOIM a00 rOpMOHAIBHI MPOTHPAKOBI
npenapary; iHIi 10C/iKyBaHi JikapebKi 3aco0H,
npoMeHeBa Tepariisi (3a BUHSTKOM NaaiaTHBHOTO

ONpoMiHEHHS); TpUBAJIa Teparis CHCTEMHUMH




KOPTHKOCTEpoiaMu abo iHIIUMH IMYHOCY PECHBHUMH
3aco0aMi; XJIOPOXiH abo TiAPOKCUXIOPOXiH.

16. Kputepil o1iHk1 e(peKTHBHOCTI

[Mepsunna Kinuea Touka: [lepBHHHOIO KIHIEBOIO
roukoro eekrisHocTi Oyna nixreepmxena HOB, ska
BHU3HAUANACH K YacTKa MallieHTiB, AKi JOCITIH
naiikpauoi 3aranstoi Bianosiai (H3B) y surnsasi
niarepkeHoi nosuoi Bianosiai (IB) abo
nijreep/pkenol yactkoBoi Bixnosiai (UB), na ocHosi
HesanexkHol ueHTpaibhol ouinku (HLLO) 3
puKopucTaHHaM KputepiiB BiZAMOBIAI CONMIHMX My XJIMH
na nikysanus (RECIST) gepceii 1.1. Ileppunnuii ananis
epeKTHBHOCTI NPOBO/IMIIN HA MOBHii BUOIpLL NalieHTiB
s ananizy (FAS), o BKIIOUana Beix nauieHTis, Aki
OTpUMaITK MpUHAMHI 1 103y 10CHTI Ky BAHOTO
niKapchKoro 3aco0y.

17. Kpurepii oninku 6e3nexku

Kinlesi Touku Ge3rekn 0XonioBany cepiosHi nobivui
apuma (CI1ST), T151, mo BUHUKIIN i Yac JTiKyBaHHS
(TTABJI), T151, mo craHoBAATE OCOONMBHUI IHTEpEC
(I15101), npunuueHns nikyBanHs yepes [15,
npunuHenHs Jikysanns uepes [150I, pesynbrarti
(isuxansHoro ornsay (3okpema, @C 3a ECOG),
MOKA3HUKH JKUTTEBO BKAMBUX (PYHKLIH, cTaHAapTHI
Kkiniuni naGoparopHi nokasuuku, nokasuuku EKI,
pesynsrati ExoKI'/MUGA. TTSIBJI onintosasu
Bi/IMOBI/IHO 10 KPUTEPITB 3arajibHUX KpUTEpiiB
TEPMIHOJIOTIT /1/1sl [O3HAUSHHA NOOIYHHUX ABUILL
(CTCAE) Bepcii 5.0 HaujioHanbHOro iHCTUTYTY
oxoponu 310pos’s CHIA (NCI).

18. CraTUCTAYHI METOH

[Tepsunnuii ananis eeKTUBHOCTI TPOBOMIM /I BCIX
paHIOMi30BaHUX YYaCHHKIB, AKi OTPUMAH MPUHAAMHI
1 103y nociKyBaHoro Jlikapebkoro 3aco0y. B ananis
Gesnexu Gysv BKIIOYEH] BCi MALIEHTH, AKI OTPUMAITH
npuHaiiMHi 1 103y JAOCIIIKYBaHOTO JiKapChKOro
3acoby. ¥ (apmakokiHeTHuHi aHani3n 6yan BKIOYEH]
BCi YUaCHHKH, SIKi OTPUMANH 1oHaliMeHe 1 103y
Tpacty3ymaly JepyKeTeKaHy Ta Majlu BUMIipioBaHi
CHpOBATKOBI KOHLEHTpaLil TpacTy3ymaly
nepykcTekaHy, 3aranbHux antutin go HER2 ta/abo
IepyKCTeKany.

Ananiz HEOR: Kinuesi roukn HEOR (nanpuknaz, 3a
pe3y/ibTaTaMH OLIHKHM 3a JioroMoroio €Bponeiicbkoro
ONUTYBAJILHUKA JUIS OLLIHKM AKOCTI JKHUTTS Y 5
kareropisx 3a 5 pipaamu (EQ-5D-5L), OnutyBanbHuka
1 QYHKUIIOHAIBHOT OLLIHKYM Teparii paky s XBOPHX
na pak uutynka (FACT-Ga), BAKOPHCTaHHsA pecypeiB




CUCTEMH OXOPOHH 370poB’si) Oy y3arajibHeHi Ha
ocHoBi FAS.

19. IlemorpadiuHi MOKasHUKH AOCTIIKYBAHOT
nonynAiii (crars, BiK, paca, TOLLO)

MenianHuit Bik ydacHUKIB cTaHOBUB 60,7 poky
(nianmaszon: 20,3-77,8). binbiuicTh yuacHUKIB
nocnixeHHs Oynu yonosikamu (72,2%) ta
npejcraBHUKaMu eBponeoinnoi pacu (87,3%). 3aranom
4/79 (5,1%) yuacHukiB 6ynM npeAcTaBHUKAMU
MOHTOJIOIIHOT pacH.

20. Pesynbrati epeKTUBHOCTI

[lepBuHHA KiHIEeBa TOYKA ePeKTHBHOCTI:

[TinTBepmxena YOB na ocnosi HLIO cranosuna 38,0%
(95% JI: 27,3, 49,6); 30/79 nariieHTiB Mau
niareepkeny H3B y surmsai [1B (3/79 [3,8%)]
nauientis) abo UB (27/79 [34,2%] nauieHTiB).
Heninreepmkena YOB Ha ocHogi HLIO craHoBuia
53,2% (95% JIl: 41,6, 64,5)

Bropunni niji:

BBIT: 44/79 (55,7%) nauientiB nocsarnu BBIT na
ocHosi HILO: ¥V 37/79 (46,8%) naiieHTiB
3aXBOPIOBaHHs Mporpecysao, a 7/79 (8,9%) nauieHris
noMepnu 6e3 nporpecyBaHHs 3axBoptoBaHHs. Mejiana
BBIT na ocnosi HLIO cranoBuna 5,5 micsus (95% J11:
4.2:7.2).

3B: 26/79 (32,9%) nauientis nomepnu. Meniana 3B
cranoBuna 12,1 micsaus (95% II: 8,6, He ninaeTses
oninrosanHio[HITO]). Po3paxyHkoBa 6- Ta 12-Mics4yHa
BIKHBaHICTh cTaHoBMNA 75,9% Ta 52,3% BiAnoBimHO.

TB: Menianna TB nna nigrBepakeHuX BianoBiaei
ctanosuna 8,1 micsug (95% 1: 4,1, IOI)

21. Pesynbraru Oe3nexu

* ¥V 100,0% nauienTiB Oyj0 3apeecTpoBaHO
ionaiimente 1 TIABJL.

* YV 94,9% nauieHTiB 6y10 3apeecTpoBaHO
monHaiiMenine 1 [TABJI, nos’si3ane 3 nocniKyBaHUM
NiKapcbKUM 3ac000M

* YV 53,2% yuacHukiB Oyno 3apeectpopano [1ABJI > 3
crynens Ta y 27,8% y4yacHukiB OyJo 3apeecTpoBaHO
monaitMene 1 [TABJI > 3 crynens, nos’s3axe 3
JIOCITI/PKY BAHUM JTIKApCHKUM 3acob0oM

* ¥V 36,7% yuacuukis 6yno 3apeectposano CITA, mo
BHHHKJIO B XOJ1i JliKyBaHHs, i y 10,1% y4yacHUKIB —
mwonaiiMenine 1 CIT, 10 BUHUKIIO B XO/i JIIKYBaHHA,
noB’s3anHe 3 A0CHiKyBaHUM JIIKapChKUM 3acoboM

cl E%‘ﬁ;&ﬁ,
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» V 15,2% yuacuukis 6yno 3apeectposano [TABJI,
MoB’sA3aHe 3 NPUITMHEHHAM JIiKyBaHHs, ay 8,9% —
monaiimenme 1 TTSBJI, nos’a3ane 3 nikyBaHHAM
10CTIJPKY BAHUM JTIKAPCHKHUM 3aC000M.

» V 21,5% yuacuukis Gyno 3apeectposado [TABJI,
MoB’s3aHe 31 3MEHIIEHHAM 1034, a B 17,7% y4acHHKIB
- monaiimenwe 1 ITABJI, nos’si3ane 3i 3MEHILEHHAM
1031 JIOCIIJIZKY BAHOTO JIIKapehKoro 3acoly.

» V 21,5% yuacuukis Oyno 3apeectposano [TABJI,
MoB’si3aHe 3 epepuBaHHAM JiKyBaHHsA (abo
3aTPUMKOIO B 3aCTOCYBaHHi 103H), a 'y 8,9% yyacHHKIB
Oyno 3apeectposano moHaimenme 1 [T5BJI,
oB’s3aHe 3 NepepUBAHHAM 3aCTOCY BAHHSA
10CTi JKY BAHOTO JliKapehKoro 3acoly (abo 3aTpHMKOIO
B 3aCTOCYBaHHi J103H).

YV 12,7% yuachukis O6yio 3apeectposano IISIBJI y
BUIJISIIE CMepPTi 1ij1 yac NiKyBaHHA (BU3HAYaIMCA AK
BHUIIA/IKH, 1110 BiAOyIMCA MIXK MOYATKOM JIiKyBaHHA Ta
47-M JIHEM MicIs 3aCTOCY BAHHS OCTaHHBOT 103H). Y
1,3% yuacHukiB 0yJI0 3apeecTpoBaHoO LOHalMeHLIe 1
[T51BJ1, nor’si3ane 3 JOCHiIKYBAHUM JTiKapChKUM
3aco00M, 1110 MPH3BEJIO 0 CMEPTi Mijl Yac JiKyBaHHS.

22. BUCHOBOK (3aK/IHOUEHHA)

Tpactysymaly fepyKcTeKaH y J103i 6,4 MI/Kr KOXKHi 3
THIKHI TIPOJIEMOHCTPY BaB KiiHiuHo 3Hauymy YOB, a
Bi/MOBI/AbL HA NiKyBaHHA Oyna criiikoro. Pesynbraru
BBI1 Gyiu cripusSTAHBAMY B TOPIiBHAHHI 3
HalKpalllMMH1 HUHI HASBHUMM CTaHIapTHUMH
METOIaMH JIiKyBaHHsi. 3adikcoBanuii y upomy
nocaipkenni mpodins Gesnexku BiANoBigae
BcTaHOBJIEHOMY 1podinio Ge3nexku Tpacty3ymady
lepyKcTeKkaHy, a nobivHi seuia 6y KepoBaHUMH 3a
J10MOMOTOK0 KOPEKIT 1034 Ta CTaHapTHUX MEJMYHUX
3axo/1iB. PesyibraTi JocimKeH s epeKTHBHOCTI Ta
Oe3rneKH MiATBEPAXKYIOTh MO3UTHBHUI podink
CITiBBiIHOIIEHHS KOPUCTL/PU3HK TpacTy3ymalby
lepyKCcTeKaHy B MallieHTiB 3 HepesekTabenbHo abo
meractatiuHor HER2-nosutusHO0O
aJleHOKapLMHOMOIO 1utyHka abo [1C3, y akux
criocTepiraiocs nporpecyBaHHs Mij yac abo nicins
Tepartii, 110 BKIIOYana TpacTy3ymab.

3asBHUK (BIACHUK

peecTpauiifiHOro noceiueHHs)

/mianuc 30.07.2024/

(migmuc)

Inay Jlan (Indu Lal)

(I.1.B)
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o the Procedure for Conducting
xpert Evaluation of Registration

aterials Pertinent to Medicinal
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rtificate (item 4 section IV)

Clinical study report No. 5

1. Name of medicinal product Enhertu® (Traztuzumab Deruxtecan)
(registration certificate N2, if available )
2. Applicant AstraZeneca UK Limited

1 Francis Crick Avenue, Cambridge
Biomedical Campus, Cambridge, CB2 0AA,
United Kingdom

3. Manufacturer Batch release

Secondary packaging, lebeling, end batch
release (certification) of finished product

Daiichi Sankyo Europe GmbH

Luitpoldstrasse 1, 85276 Pfaffenhofen,
Germany

4, Studies conducted: FEyes Cno, please justify

1) type of medicinal product, which has |Medicinal product with complete dossier
been or will be registered (stand-alone dossier). Other medicinal
iproduct. New active substance

5. Title of clinical trial, code number of  [A Phase 2, Multicenter, Randomized Study
clinical trial lof Trastuzumab Deruxtecan in Subjects
with HER2-mutated Metastatic Non-Small
Cell Lung Cancer (NSCLC) [DESTINY-
Lung02]

6. Phase of clinical trial Phase 2

7. Period of clinical trial From 19 Mar 2021 (first subject enrolled)
till 23 Dec 2022 (Data Cut-Off for the
Primary Analysis)

8. Countries, where clinical trial has » Japan

been conducted +« USA
+» Canada

+ The Netherlands
» France

+ Spain

«  ltaly




»  Taiwan
+ Australia
« South Kores

9. Number of trial subjects

iplanned: 150
actual: 152

10. Objective and secondary endpoints
of clinical trial

Primary objective(s):

The primary objective of this study was to
evaluate confirmed ORR based on BICR of
T-DXd in HERZ-mutant NSCLC subjects
treated at 5.4 and 6.4 mg/kg doses.

ISecondary objective{s):

» Evaluate the clinical efficacy of T-
DXd at 5.4 and 6.4 mg/kag doses by
- Confirrned ORR by investigator
B5Sessment
- Duration of response (DoR)
Disease control rate (DCR)
Progression-free survival (PF3)
- Overall survival (08)
v Evaluste the safety of T-DXd at 5.4
and 6.4 mag/kg doses
» Evaluate the pharmacokinetics (PK)
and immunogenicity of T-DXd a1 5.4
and &.4 mg/kg doses
*  Assess symptoms, functioning, and
heaith-related quality of life
(HRQoL) in subjects treated with T-
DXd at 5.4 and 6.4 mg/kg doses

11. Clinical trial design

This was a randomized, 2-arm, Phase 2,
multicenter global study to evaluate the
safety and efficacy of T-DXdat S 4 or 6.4
mg/kg in HERZ-mutam NSCLO subjects
who had disease recurrence or
progression during/after at least one
regirmen of prior anticancer therapy
(second line or Ister) that must have
contained a platinum-based
chemotherapy drug in the
metastatic/locally advanced setting.

The study was designed to randomize
approximately 150 NSCLC subjects to one
lof the following two arms in a 21 ratio to
receive T-DXd at a dose of 5.4 mg/kg
every 3 weeks (Q3W) or 6.4 mg/kg Q3W,

respectively. Randomization was stratified




by (i) subjects who received prior anti-
rogrammed cell death protein 1 (PD-1)
and/or anti-programmed cell death ligand
1 (PD-L1) treatment and (i) those who
received neither.

he treatment assignment remained
linded to study subjects, investigators,
tudy site personnel (except the unblinded
pharmacist and other unblinded staff
members as deemed necessary for site
perations to maintain the blind), central
imaging readers, and the ILD AC. The
Sponsor and the CRO were not blinded to
he treatment assignment of subjects.

total of 152 subjects were enrolled: 102
were randomized to receive the dose of
5.4 mg/kg and 50 to receive the dose of
.4 mg/kg. T-DXd was administered as a
terile intravenous (V) solution.

Participation of a subject in the study was
divided into 3 periods: Screening,
Tregtment, and Follow-up (which included
the 40-day Follow-up [40-D FUP] and the
ong-term survival follow-up [LTSFU]). The
Screening Period was 8 maximum of 28
days after the ICF was signed. Subjects
ere randomized once considered eligible
and entered the Treatment Period. A
maximum of 7 days was allowed between
randomization and the first dose of the
reatment in the study. Subjects were to
undergo radiographic assessment of the
isease status every 6 weeks +7 days
from the first dose of study drug until
isease progression, start of new therapy,
eath, loss to follow-up, or withdrawal of
onsent. The subjects remained on
reatment unless they met the criteria for
reatment discontinuation. The Follow-up
Period was to begin upon discontinuation
from study drug, regardless of reason.
fter completion of the 40-D FUP Visit,
subsequent LTSFU visits occurred every 3
months to assess survival and collect
information on anticancer treatments.

12. Main inclusion criteria

»  Must have provided informed
consent for study participation

R




before performance of any study-
specific procedure or test,

* Men or women =18 years old.
{Please follow local regulatory
requirements if the legal age of
consent for study participation is
>18 years old).

» Pathologically documented
metastatic NSCLC with a known
activating HERZ mutation.

+ Subjects who had previous
treatment including platinum
therapy in the metastatic/locally
advanced setting and not amenshie
to curative surgery or radiation. The
subject must have progressed
during or after the last treatment
regimen or discontinued because of
unscceptable toxicity.

s  Presence of at least 1 measurable
lesion confirmed by BICR based on
RECIST wersion 1.1.

» Iz willing and able to provide an
adequate archival tumor tissue
sample. A fresh biopsy is required if
an archival tumor tissue sample
cannot be supplied.

Has ECOG PSofOto .

» Has left ventricular ejection fraction
{LVEF) = 50% within 28 days before
randomization.

= Has adeguate organ function within
14 days before randomization.

13. Investigational medicinal product,
made of sdministration and strength

T-DXd is an ADC of an anti-HER2
monoclonal antibody conjugated to a
idrug-linker, deruxtecan. The drug-linker is
lcomposed of a cleavable maleimide
tetrapeptide and the released drug, DXd.
DXd is a potent topoisomerase | inhibitor.
IOn average, the drug-to-antibody ratio of
T-DXd is approximately 8. T-DXd is
expected to inhibit tumor growth on the
basis of the following reasons: it exhibits
antibody-dependent cell-mediated
cytotoxicity activities and Akt
phosphorylation inhibition similar to those
of trastuzumab when it binds to HERZ; the
DxXd thet is released from T-DXd after the

=




internalization induces apoptosis by
inhibiting topoisomerase |,

T-DXd was administered at 5.4 mg/kg
13W or 6.4 mo/kg Q3W.

T-DXd (100 mg lyophilized drug product)
for injection was provided as a lyophilized
ipowder containing 100 mg of T-DXd in a
jglass vial. Each single-use glass vial was
to be reconstituted with 5 mL water for
injection to a concentration of 20 mag/mL
land was not to be used to treat »1 subject.
T-DXd was administerad with 5% dextrose
as an 1V infusion.

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

Mot applicable

15. Concomitant therapy

The following concomitant therapies were
allowed: hematopoietic growth factor for
prophylaxis or treatment of AEs, dietary
supplements, prophylactic or supportive
treatment of T-DXd-induced AE. Based on
the currently available clinical safety data,
it was recommended that subjects receive
iprophylactic antiemetic agents prior to
linfusion of T-DXd and on subsequent
days.

The following medications and products
were prehibited during the treatment
period: other anticancer therapy, other
linvestigational therapeutic agents,
radiotherapy (except for pallistive), chronic
systemic corticosteroids or other
immunosuppressive medications except
for managing AEs, chloroquine or
hydroxychloroquine.

16. Criteria for evaluation efficacy

Primary efficacy endpoint:

The primary efficacy endpaint was
confirmed ORR, defined as the proportion
of subjects with CR or PR, assessed by
BICR based on RECIST version 1.1.

|{Secondary efficacy endpoints:

* Confirmed ORR as indicated above
assessed by investigator
assessment based on RECIST v.1.1,

* DoR, defined as the time from initial
response (CR or PR) that was
subsequently confirmed, until

\)\



documented tumor progression or
death from any cause.

* DCR, defined as the proportion of
subjects who achieved CR, PR, or
5D during study treatment. DCR
based on BICR and DCR based on
investigator assessments will both
be determined.

+ PFS, defined as the time from date
of randomization until first
objective radiographic tumar
progression or death from any
cause, based on BICR and
investigator assessment.

» (S, defined as the time from date
of randomization until death from
any cause.

17. Criteria for evaluation safety

|Safety endpoints included the following:

» AEsincluding TEAEs, SAEs, and
AESIs that were graded according
to the CTCAE Version 5.0

+ Physical examination findings that
included ECOG PS, vital sign
measurements, ophthalmologic
findings, standard clinical
laboratory parameters, ECG
parameters, echocardiogram
(ECHO)/MUGA findings.

18. Statistical methods

Analysis Sets
Full Analysis Set

The Full Analysis Set (FAS) included all
subjects for whom study treatment has
been assigned by randomization.
Following the Intent-to-Treat principle,
subjects were analyzed according to the
treatment and strata they have been
assigned 1o during the randomization
process.

[Response-evaluable Set

The RES included all subjects in FAS who
received at least one dose of study
treatment and had measurable target
esions as assessed by BICR at baseline,

Safety Analysis Set

e




The Safety Analysis Set (SAS) included all
subjects who received at least one dose of
study treatment. Subjects were analyzed
according to the study treatment received,
[whiere treatment received is the
randomized study drug if the subject tock
at least one dose of the randomized study
drug; otherwise the first treatment
received was used.

Pharmacokinetic Analysis Set

The PK Analysis Set included afl
randomized subjects who received at least
one dose of study drug and had
measurable serum concentrations of
trastuzumab deruxtecan.

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

The median age of the subjects was 594
years (31, B4} in the 5.4 mg/kg arm and
61.3 years (28, 86) in the 6.4 mg/kg arm.

The majority of subjects were female in
both arms (63.7% and 68.0%, in 5.4 ma/kg
and 6.4 mg/kg arms, respectively).

The majority of subjects were of Asian
race in both arms {63.7% and 62.0%,in 5.4
mg/kg and 6.4 mg/kg arms, respectively).
iwWhite subjects corresponded 1o 22.5% and
10.0% in 5.4 mg/kg and 6.4 mo/kg arms,
pwhile 13.7% and 24.0% of the subjects in
5.4 mg/kg and 6.4 mgrkg arms had the
race reported as other, which included a
lcombination of more than one race and
for countries that do not allow collection
of this information.

20. Efficacy results

For subjects randomized to the T-DXd 5.4
img/kg arm, the confirmed ORR bazed on
BICR was 49.0% {95% Cl = 39.0, 59.1), with
1 {1.0%) subject achieving confirmed CR
and 49 (48.0%) subjects achieving
confirmed PR.

In subjects randomized to the T-DXd 6.4
img/kg arm, the confirmed ORR based on
BICR was 56.0% (95% CI = 41.3, 70.0), with
2 (4.0%) subjects achieving confirmed CR
and 26 (52.0%) subjects achieving
confirmed PR.

21. Safety results

The incidence of the most common TEAEs
[was generally lower in subjects who

LA
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received T-DXd 5.4 mg/ka then in subjects
wiho received T-DXd 6.4 mog/kg.

MNotable differences between the 2 dose
igroups included a lower proportion of
lsubjects with TEAEs in the T-DXd 5.4
img/kg dose group than in the T-DXd 6.4
img/kqg dose group for the following
paremeters:

» Grade =3 TEAEs (52.5% versus
66.0%) and drug-related Grade 23
TEAESs (38.6% versus 58.0%)

* TEAEs associated with study drug
digcontinuation {14.9% versus
26.0%)

» TEAEs associated with study drug
interruption (44.6% versus 62.0%)
and drug-related TEAEs associated
with study drug interruption (26.7%
versus 48.0%)

+ TEAEs associated with dose
reduction (17.8% versus 32.0%) and
drug-related TEAEs associated with
dose reduction (16.8% versus
32.0%) ‘

» Drug-related SAEs (13.9% versus
24.0%)

* Drug-related SAEs Grade =3 (8.9%
versus 20.0%)

At the DCO, the incidence of adjudicated
drug-related ILD was lower (=10-pp
difference) in subjects who received T-
DXd 5.4 ma/kg (13/101 [12.9%] subjects)
than in subjects who received T-DXd 6.4
mg/kg (14/50 [28.0%] subjects). Most of
these events were Grade 1 or Grade 2 in
both arms.

22. Conclusion {summary)

Overall, data in HER2-mutant NSCLC
demonstrate compelling treatment benefit
of T-DXd along with generally manageable
safety that is consistent with the
established safety profile of T-DXd. Both
the T-DXd 5.4 mg/kg and the T-DXd 6.4
mig/kg doses show a positive benefit-risk
profile in HERZ-miutant NSCLC, though a
better safety profile was cbserved with the
5.4 mg/kg dose.

In conclusion, the efficacy and safety

findings based on the primary analysis

e




show a rﬁgr"é“bptimaf benefit-risk balance |

for T-DXd at 5.4 mg/kg compared to 6.4 ’r

mag/kg. |

Applicant (registration certificate
holder)

(mqna\'ure )

Kaline Pereira

(full name)
{Procedure amended by new amex ¢ 30 according to MaoH Ukraine Order Ne 1528 of 27 0620191
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onatok 30

no TMopsiiky npoBeieHHs eKCEPTU3H
peecTpaliiiHuX MaTepianis Ha JliKapebKi
3aco0H, 110 NMOAAIOTHLCH HA JEPiKaBHY
peecTpallilo (mepepeecTpaitiio), a Takox
EKCTIEPTH3H MaTepialliB Npo BHECEHHs
BMiH /10 peecTpaliifiHuX MaTepianiB
MpoTAroM Ail peecTpauifHoro
MOCBITUEHHS

nyHkT 4 posainy IV)

3BIT npo kiainiune BunpodyBanns NeS

1. Haspa nikapcbkoro 3aco0y (3a HasBHOCTI - |[EnxepTy (TpacTy3ymald aepyKCTeKaH)
HOMEp peecTpalliitHOro nocBig4eHHs)

2. 3asBHUK Actpa3eneka FOK Jlimiten (AstraZeneca UK Limited)

1 ®pencic Kpik Aento, KemOpumx biomeaikan
Kamnyc, KemOpuk, CB2 0AA, Benuka Bpuranis

(1 Francis Crick Avenue, Cambridge Biomedical
Campus, Cambridge, CB2 0AA, United Kingdom)

3. BupobHuk \Bunyck cepiu

BTopuHHE NaKkyBaHHs, MapKyBaHHs Ta BUITYCK cepil
(ceprudpikaliist) roTOBOTO JIiKapchKOro 3acoly

Jlaiui Cankio FOpon I'm6X (Daiichi Sankyo Europe
GmbH)

Jlyitnonsawrpacce 1, 85276 [paddenxoden,
Himeuunna

(Luitpoldstrasse 1, 85276 Pfaffenhofen, Germany)

4. ITpoeeHi J0OCiIKEHHA: R TaKk O Hi AKIIO Hi, OOIpyHTYBaTH

1) Tun nikapceKoro 3acofy, 3a AKUM JlikapchKkuii 3aci0 3a NOBHUM J10ChE (aBTOHOMHE

npoBouiacs abo MiIaHyeThest peecTpaitis ocke). Inmmii nikapeskuit 3aci6. Hoea aitoua
pe4oBHHA

5. [ToBHa Ha3Ba KJIiHiYHOTO BUNpoOyBaHHs, |baraToueHTpoBe, paHaOMi3oBaHe focCiKeHHs pasu 2
KO/10BaHMI HOMEp KJAiHIYHOTO BUNIPOOYBAHHS |1 OL[IHKK TpacTy3yMaly AepyKCTeKaHy B Malli€HTIB 3
METacTaTHYHUM HeAPIOHOKIITUHHUM PaKOM JIETeHb
(HJTKPJI) 3 MyTauisMu resa peuenropa
enigepmainbHoro gakropa pocty moaunu 2 (HER2)
[DESTINY-Lung02]

EPEKNAL
" BIPHO

<'/_.C./




6. ®aza KAIHIYHOrO BUIPOOYBaHHSA

Daza 2

7. [lepios nposeieHHs KIiHIYHOTO
BUITPOOYBaHHS

3 19 Gepesns 2021 p. (3apaxyBaHHA NepIIOro
yyacHHKa) 10 23 rpyaus 2022 p. (npununenns 36opy
JIaHKX J1J1Sl IEPBUHHOTO aHai3y)

8. Kpaiuu, e npoBoaMaocs KiiHiuHe
BUIPOOYBaHHS

. Snonis

. CILIA

. Kanana

. Hinepnanau

. @panis

. Icnanis

. Itanis

. TaiiBanb

. Ascrpanis

o [Tisnenna Kopes

9. KinbKicTb J0CHI Ky BaHUX

saruiaHosaHa: 150

(akTuuHa: 152

10. MeTa Ta BTOpUHHI i1 KIiHIYHOrO
BUIPOOYBaHHsA

Mera:

MeTa 1bOro JOCHIDKEHHS MOosAraia B OLiHLI
MigTBep/UKeHoT YacToTH 06’ €KTHBHOT BiNOBI i Ha
TpacTy3ymal JepyKcTeKkaH Ha OCHOBI He3alesKHOT
LIeHTpaILHOT OLliHKH B ciinomy pexumi (HLIOCP) B
yuacHukie 3 HIIKPJI 3 myTauismu rena HER2, sxi
OTpUMYBAJH JTiKyBaHHA B J103ax 5,4

ra 6,4 Mr/kr.
Bropuuni wii:

. OuiHuTH KIiHIYHY eeKTHBHICTB TpacTy3ymaly
liepykcTekany B 103ax 5,4 Ta 6,4 Mr/Kr 3a TakKMMH
MOKasHUKaMH:

L [TiarBepmxena HOB 3a ouiHKO0O 10CHiAHHKA
- Tpusanicrs Bianosiai (TB)

- YacToTa KOHTpoo 3axBoproBanHs (UK3)
Buxupanicts 6e3 nporpecysanns (BBIT)

- 3aranbHa BUKKBaHICTH (3B)




. Ouinnru Ge3neky Tpacty3ymaly AepyKCTEKaHy
B j03ax 5,4

ra 6,4 MI/Kr.
J Ouinuty papmakokinetuky (PK)

ra IMyHOTEHHICTh TpacTy3yMaly JepyKCTeKaHy B
nozax 5,4 Ta 6,4 Mr/kr.

OuinuT cumMnTomMu, GyHKLIOHYBAaHHS Ta AKICTh
HKMTTSA, OB’ A3any 3i 310poB’sM (HRQoL) B yuacHukis,
AKi OTpUMYyBaK TpacTy3ymal aepyKcTekaH y no3ax 5,4
ra 6,4 MI/KT.

11. u3aiid KAiHIYHOro BUNIPOOYBaHHS

[le 6yn0 panjomizoBane, 2-rpynose, 6araroLeHTpoBe
riobansHe aocnimkeHns dasu 2 i oliHkK Ge3neku i
edexTrBHOCTI TpacTy3ymaly JepyKCcTeKaHy B J103ax
5,4 a6o 6,4 mr/kr B yuacuukis 3 HIKPJI 3 myTauismu
rena HER2, y sikux crioctepiraBcs peluamuB abo
NporpecyBaHHs 3aXBOPIOBAHHS Mij vac/micis
MpUHAMHI OJIHIET CXEMH MOMNepeIHbLOT MPOTHPAKOBOT
repanii (apyra ninis abo nmisHima), Aka BKIOYana
XiMiOTepaneBTHUHMI Npenapar miaTuHu, Npu
MEeTacTaTU4yHOMY/MiCLIEBO-TIOLIHPEHOMY
3aXBOPIOBAHHI.

JTocipkennst 0y10 po3pobieHo TaKUM YMHOM, 1100
pangomizysaru npu6anzno 150 nanienris 3 HIKPJI B
0/1HY 3 ABOX YN Y criBBiHOMWEHHI 2:1 /U4
OTPUMaHHS Bi/INOBIIHO TPAacTy3yMaly JepyKcTeKany
B 1031 5,4 MI/KI KOXHI

3 TvskHi a60 6,4 Mr/Kr KoxkHi 3 TkHI. Pangomizaiiis
Gysa crparudikosana 3a: I) yuacHukamu, ki paHime
OTPUMYBAJH JTIKYBaHHS aHTUTiIoM 10 Oiska |
sarnporpamoBanoi emepti kiaitunu (PD-1) Ta/abo
AHTHUTIIOM J10 Jlirania 1 3anmporpaMoBaHoT cMepTi
inituau (PD-L1), i 1) THMuU, XTO HE OTPUMYBAB Hi
TOro, Hi iHLIOTO.

[Tpo npu3HayeHHA JIiKyBaHHA He 3Hanu (Oynu
3ac/IinieHi) yuacHUKH JOCIiKEHHS, JI0CITi THUKH,
nepcoHas 0C/iJHULBKOTO LEHTPY (3a BUHATKOM
HesaclinIeHoro papMaleBTa Ta iHIIUX He3acainaeHHX
NpaLiBHUKIB, AKIIO 1e Oyno HeoOXigHO A
saGesneueHHs poOOTH i3 3aciinieHnMu ocobamu),
haxiBili LEHTPATBHOrO LEHTPY 3UNTYBAHHS
BizyanizauiiiHMX 3HIMKIB Ta eKCrepTHa KoMicis 3
iHTEepCTHLANTBHOTO 3aXBOploBanHs nerenb (13J1).
CrioHcop i KOHTpaKTHA JOCTiIHHIIbKa OpraHizallis
(KJ1O) 3Hanu npo npu3HaveHHs JiKyBaHHs (He Oyau
3aCITiMIIeH]) y4aCHUKaM.

NEPEKIAL
BIPHO
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Oyn paH/0Mi30BaHi s OTPUMaHHs 1034 5,4 MI/Kr Ta
50 — aas oTpuManHa 1034 6,4 mr/kr. Tpacty3zymad
JIepyKCTEKaH BBOJIMIIM Y BUTJIALI CTEPUIIBHOTO
PO34YMHY JUIS BHYTPiLIHOBEHHOTO (B/B) BBEACHHA.

VyacTh YYaCHHKIB y AocnikeHHi Oyno nofineHo Ha 3
nepioan: CKPUHIHT, JIIKyBaHHA Ta NoAajblie
criocTepekeH s (1o Baovano 40-1eHHe nojanblie
cnocteperkerHs [40-J1 T1C] ta nosrocrpokose
MOJIAJIbIlIe CIOCTePEeIKeHH 3a BHIKHBAHICTIO
[JICTICB]). CkpuHiHroBHii nepioji CTAHOBUB
MakCcUMyM 28 IHiB nicas nianucaHus GopMu
iHpopmoranoi 3roau (PI3). YuacHuku Oyin
paH0Mi30BaHi Mic/s TOro, ik 0yJ10 BCTAHOBJIEHO
BiIMOBIZIHICT KPUTEPIsAM y4dacTi Ta Iicis nepeseieHHs
B niepiot iikyBaHHsa. Mix panjomisaltiero Ta
BBE/ICHHSM TEPILOT 034 Npernapary B JA0CiKeHHi
MHMHYJIO MAKCUMYM 7 JIHIB. YUaCHUKH MajIu
MPOXOAUTH peHTreHorpadiuny oLiHKy cTaHy
3axBOPIOBAHHSA KOXHi 6 THXKHIB +7 JHIB BiJl nepuioi
1031 JIOCTIJIKYBAHOTO JliKapchKoro 3acoly /10
nporpecyBaHHs 3aXBOPIOBAHHS, OYaTKy HOBOI
epariii, cMepTi, IPUITUHEHHS M0/1a/1bIIOr0
criocTepekeHHs abo BiJIKIMKAaHHA 3r0u. YYacHHKH
MPOIOBIKYBAJIM JIIKYBaHHSA, SKILO HE BIANOBI1a/H
KpUTepiaM s NpUIMHeHHs nikyBaHHs. [Tepion
M0/IJIbLIOrO CIIOCTEPEHKEHHS MaB PO3MOYATHES Mic/s
MPUITMHEHHS 3aCTOCYBAHHS J0CIIKYBaHOTO
nikapebKoro 3aco0y HesanexHo Bija npuuunu. [Ticas
nposeaenns Bizuty 40-J1 [1C nactynui BisuTH 11
JICTICB Bia0OyBanucs KoxHi 3 MicsLi 11s OLiHKH
BHXKMBAHOCTI Ta 300py iH(opmaLii npo npoTHpakose

|

Veboro Oyiio 3apaxosano 152 yyacuukis: 102 ocobu
;

| ITiKyBaHHS.

12. OcHoBHI KpUTepii BKIIOYECHHS . [Nepen BUKoHaHHAM Oyab-AKOT npoueaypu abo
aHasi3y B MeKax JOCIiKeHHSA YYacCHUKM Mau HallaTH
indopMOBaHy 3rojly Ha yyacTh y JOCIiUKEHHI.

. Yonosiku abo xinku Bikom >18 pokis. (Axuo
BCTAHOBJICHMIT 3AKOHOM BiK 3r0/IM Ha y4acThb y
JlocipKeH ] cTaHoBUB >18 pokiB, noTpibHo Gyno
IOTPUMYBATHCS HALlIOHAILHUX HOPMATHBHHX BUMOT).

. [TatomopdonoriyHo niATBEp/UKEHH
meractarnunuii HIIKPJI i3 Bijomo10 akTHBYIOYOI0
myTatiero rena HER2.

o VyacHMKH, SKi paHille NpoXouin JIiKyBaHHS,
BOKpeMa rpernapaTamu MjaTHHH, Npy
METacTaTHIHOMY/MiCLIEBO-MOLIHPEHOMY 3aXBOPIOBAHHI
Ta He Mi/1aBaJINCs PaJIMKaIbHOMY XipypriyHoMy
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BTpy4aHHi0 abo npomenesiii Tepanii. IlporpecyBanus
| iz yac abo micis OCTaHHBLOT CXeMHU JliKyBaHHsA abo

| MPUITMHEHHS JTiKYBaHHS Yepe3 HeNnpUuiHATHI TOKCHYHI
e(pEeKTH 3a LIMX CAMHX YMOB.

g HasiguicTb npuHaiiMui 1 ypaxeHns,
niareeppkeHoro HIIOCP na ocnosi Kpurepiis
BijinoBiAi conignux myxnux Ha aikysBanHsa (RECIST)
Bepceii 1.1.

o BasaHHs Ta CIIPOMOMKHICTb HAaAaTH HaJIEKHHUH
3pasoK apXiBHOI MyXJAMHHOT TKaHMHU. SIKI10
HEMOKJIMBO OyJI0 HA/JaTH 3pa30K apXiBHUHA MyXIHHHOT
TKAHWHH, BUMarajacs cBixa Oiomncis.

O Oyukiionansauii ctatye (OC) 3a
knacudikauiero CxijgHoi 06’ €1HaHOT OHKOJIOTIYHA
rpyna (ECOG) Bin 0 go 1.

o @pakiiis BUKuAy nisoro nutynouka (@BJIL) >
50% npoTtarom 28 AHIB 10 paHaoMizaLlii.

. Hanexna dyHkuis opradis npotsirom 14 axis
rnepej paHaoMiszalicto.

13. JlocnijkyBanuii gikapebKuii 3aci6, crniocid [Tpactysymab aepykcrekan sasise codowo ADC y
BacTOCyBaHHs, cuila it BUIIISI MOHOKJIOHANBHOTO aHTuTina 10 HER2,

KOH IOrOBaHOTO 3 JIIHKEPOM JIiKapchKoro 3acoly
nepykcrekanoM. Jlinkep nikapcekoro 3aco0y
CKJIQJIAETLCA 3 PO3LIENIIOBAHOIO MajieiMiZIHOrO
TeTpanenTUay Ta BUBIJIBHEHOrO Npenapary
niepykerekany. JlepyKceTeKkaH € NoTyKHUM iHriGiTopoM
ronoizomepasu 1. ¥V cepeiHbOMY CITiBBIZIHOLIEHHS
UlikapcbKoro 3aco0y Ta aHTHUTIN B cKJIajli TpacTy3ymaby
NepyKcTeKaHy cTaHoBUTH npubnusto 8. Ouikysanocs,
1110 TpacTy3ymab aepyKcTeKaH iHribyBaTtume pict
MyXJMHU 3 TAKUX MPHYUH: BIH BUABJISE
QHTUTIIO3AIEIKHY KIITHHHO-0MOCEPEAKOBAHY
[IUTOTOKCHYHICTH Ta iHribyBanHs dochopuntoBaHs
IAkt, moaiGHo 0 Tpacty3ymaly, KOJIH BiH 3B A3Y€ThCS 3
IHER2; nepykcTexaH, IKHi BUBIJIBHAETHCS 3
rpacTy3yMaly JepyKcTeKaHy Iicis iHTepHaisailii,
iHAYKY€E anornTo3 HUIAXOM iHri0yBaHHs TONoi3oMepasu
L

TpacTy3ymab aepykcTekaH BBOAMIM Y 103i 5,4 MI/Kr
KO3KHI 3 THHKHI 200 6,4 MI/KT KOMHI 3 THIKHI.

Tpacty3ymab nepykcrekany (100 mr niodinizosanoro
nikapchKoro 3aco0y) s iH’ekuiit AsB coboro
niodinizosanuii nopoiuok, no 100 Mr Tpactysymaly
niepykerekany B ckisnomy aakoni. Koxen
0JIHOJI030BHIT CKIAHUE (rakoH noTpibHO OyJi0
Bi/IHOBHMTH 32 JIOTIOMOTOI0 5 MJI BOJIM JUIsl iH’€KILiH 10




koHueHTpauii 20 mr/mi; oaun ¢urakoH He MoxkHa Oyo
BUKOPHUCTOBYBATH LIS JIIKYBaHHA >1 y4yacHHKa.
TpacTy3ymal aepykcTekaH BBOJAMIHN 3 5% JEKCTPO3010
y BU/IsiAL B/B iHQY3iT.

14. Tpenapar nopiBHAHHA, 1034, cnocib
BacTocyBaHHs, cuaa il

He 3acTocoByeThes

15. CynyTHsa Tepanis

Jlo3BosANacs Taka CyMyTHs Tepartisi: FreMONnoeTHYHMH
(akTop pocty ans npodinakTHky abo JiKyBaHHs
noGiynux asum (I151), gieTnuni 1o6aBku,
npoginakruuxe abo niaTpuMyBanbHe nikysanHa [15,
CrpUYMHEeHUX TpacTy3ymaboM Jiepykcrekanom. Ha
MijcTaBi HAABHMX JIAHUX NIPO KJIiHiuHYy Ge3neky Oyno
PEKOMEH/I0BAHO, 00 YYaCHUKH MpUiMau
npodinakTuyHi NpoTHOIIOBOTHI 3ac00M nepe
indysieto Tpacty3symaly aepykcTekaHy i y HacTynHi
UTHI.

V nepioa nikyBanHs Oyiau 3a00poHeHi Taki Jikapehbki
3aco0M Ta MPOAYKTH: iHIIA MPOTHPAKOBA Teparis, iHui
JlochiKyBadi JTiKapebKi 3aco0u, IpoMeHeBa Tepartis
(kpiM maniaTMBHOT), TpUBasa Teparnis CHCTEMHUMH
KOpTHKOCTepoigamMu abo iHii iMyHO/1enpecHBHi
npenapari, 3a BUHATKOM NPU3HAYEHHUX JUIS JIKyBaHHs:A
[151, x10poxin abo riApoOKCHXIIOPOXiH.

16. Kpurepii oninku edexTHBHOCTI

[lepBHHHA KiHUEBA TOYKA ePeKTHBHOCTI:

[lepBUHHOIO KiHLIEBOIO TOUKOIO edexTHBHOCTI Oyna
niareeppkeHa YOB, sika BU3Havanacs K yacTka
yuacHuKiB 3 [1B abo YB na ocnosi HIIOCP
BiznosiaHo 0 kputepiis RECIST Bepcii 1.1.

Bropuuni kinuesi Toukn egexTHBHOCTI:

o [Migreepmxena HOB — sk 3a3naueHo BUIIE 32
OLIIHKOIO JI0C/IiIHMKA BiIMOBIAHO 10 KpUTEPiiB
RECIST Bepcif 1.1.

g TB — BuzHavanacs K 4ac BiJl 104aTKOBOT
gianosini (I1B a6o UB), sixa Gyna 3rogom
MiATBEPKEHA, 10 JOKYMEHTAIBLHO MiATBEPXKEHOr0
rnporpecyBaHHs MmyXJauHu abo cMmepTi 3 Oy Ab-AKOT
MPUYHHMH.

. YK3 — Bu3Hauanacs siK 4acTKa y4acHHKIB, siKi
nocsirnu T1B, UB a6o crabinizauii 3axsopioBanis (C3)
1Mi/1 9ac J0C/IiKYBaHOro JiKyBaHHs. By/10 BU3Ha4€eHO
sk UK3 Ha ocnosi HLIOCP, tak i UK3 3a ouinkoio
TOCITIHUKA.




. BBIT — Bu3Havanacs sik 4ac BiJl JaTH
paHoMi3alii 10 nepioro 06’ eKTUBHOTO
PEHTrEHOJIONYHOTO NPOrpecyBaHHA MyXJIHHH ab0
cMepTi 3 6y ap-akol npuunnau Ha ocHosi HIIOCP a6o
OLLIHKH JOCITIAHKKA.

3B — Bu3Havanacs AK yac BiJl JaTH paHjoMisauii 1o
cmepTi 3 Oy 1b-AKOT NPUUYHHH.

17. Kputepii ouinkn 6e3neku

IHIi KiHIeBI TOUKH BKJIOYAJAH TaKe:

o I151, 30kpema IT51, 110 BUHUKIH 1ij Hac
nikyBanns (T1SBJI), cepitosni I15 (CITA) ta I151, mo
craHoBNATE ocobnuBwmii iHTepec (I1A0I),
Kiacu(ikoBaHi BiAMOBIIHO 10 3aralbHUX KPUTEPITB
TePMIHOJIOTIT TS MO3HAYEHHS MOGIYHMX ABMIIL
(CTCAE) Bepcii 5.0.

. PesynbraTi (i3UKanbLHOTO OTJIsLY, BKIKOUHO 3
OC 3a ECOG, noKa3HHUKH JKHUTTEBO BAMKITUBUX
(pyHKLH, pe3yabTaTi 0 TanbMOIOTIYHOTO
lo6CcTeKEeHHS, CTAHAAPTHI KiiHIYHI 1aboparopHi
napamerpH, napamerpu EKI', pesynsrarn
exokapaiorpadii (ExoKI'YMUGA.

18. CTaTUCTHUYHI METOIU

Bubipku ans ananilzy 6e3nexn
IMoeua BuGipka nanieHTiB aas ananizy (FAS)

V noBHy BHOIpKY nauieHTis js aHanisy (FAS) 6ynu
BKJIIOYEHI BCI YUACHMKH, IKHM METO/IOM paHaoMizaLlii
OyJI0 MPU3HAYEHO J0CHiKYBaHe JIIKYBaHHS. 3riJHO 3
MPUHLMIIOM «TIpH3HAuUeHOro JikyBaHHs» (Intent-to-
Treat), yuacHuku OyJiM npoaHaizoBaHi BiAMOBIAHO 10
1iKyBaHHS Ta rpyn, J0 SIKMX BOHU OynM BiaHeceHi B
X0/l paH/iomizallii.

Bubipxa, mo nigpaerscs oninni (RES)

YV Bubipky RES Oy/iu BKJIHOYEHI BCi yyacHUKH BUOIpKH
FAS, ski orpuManu npuHaiiMui 1 go3y

J10CJIi/PKY BAHOTO JIIKapehKOro 3acody i manu
BUMiprOBaHe LinboBe ypaxeHHs Ha ocHoBi HLIOCP na
BUXiJJHOMY piBHI.

Bubipka aas ananizy Gesnexu

V BuGipKy s ananizy 6esneku (SAS) Gyiu BKIOYEHi
BCI YUACHHMKH, AIKI OTPUMaH npuHaimMui 1 103y
10CTi/IKY BAHOTO JIIKapehKoro 3acoby. Y4acHUKIB
aHasizyBajiu BIAMOBIJHO 10 OTPUMAHOIO JiKyBaHHA, Jie
OTpUMaHe JTiKyBaHHA — L& PaHI0Mi30BaHHH

nocimKy BaHui ikapchKuit 3acid, AKINO yYacHHUK

NpUitHB NPUHAAMHI | 103y paHI0Mi30BaHOTO




0CIPKYBAHOTO JIIKapchKoro 3aco0y; iHakmie
BHKOPHCTOBYBAJIM NPUHLIMIT [IEPIIOTO OTPUMAHOr0
iKY BaHHS.

Bubipka 1iis papMaKoKiHeTHYHOTO aHATI3Y

YV ubipky ans ©K-ananisy 6ynu BKIoueHi BCi
paHIOMi30BaHi YUaCHHUKH, SKi OTpUMas npuHaiMHi 1
103y JOCIIiJUKY BAaHOT'O JIIKApChKOro 3aco0y Ta Maju
BHMipIOBAHY CHPOBATKOBY KOHLEHTPAIlil0
Tpacty3ymMaly AepyKCTEKaHy.

19. Jlemorpadiuti MoKazHUKH JOCIiLKYBaHOT
nony il (cTath, Bik, paca, TOLIO)

Meniannuii Bik yuacHukis ctaHoBHB 59,4 poky (31, 84)
B rpymi, sika npuitmMana 103y 5,4 mr/kr, i 61,3 poky (28,
86) B rpymi, sKa npuiiMana 103y 6,4 MI/kr.

BibIIICTE yYaCHUKIB B OOMIBOX IpyIiax CTAHOBUIIH
kinkn (63,7% Ta 68,0% BiAMOBIZHO B rpynax 3 03010
5,4 mr/kr Ta 6,4 Mr/kr).

B 06uaBOX rpynax OibiicTs y4acHUKIB Oyiu
MoHTronoiHoT pacu (63,7% Ta 62,0%

y rpynax 3 go3amu 5,4 Mr/kr ta 6,4 MI/Kr BinoBiaHo).
[IpeacTaBHUKK €BPONEOiAHOT pacH cTaHOBMIH 22,5%
ra 10,0% BiAMOBiAHO B rpynax 3 103010 5,4 Mr/Kr

ra 6,4 MI/kr, y Toi uac sk 13,7% ta 24,0% yyacHHKiB
ly Tpynax 3 03010 5,4 MI/Kr Ta 6,4 MI/Kr BKasajlu iHuIy
pacy, 1110 BKJIFOUana noeHaHHA OinbII Hix O/tHieT pacy
i yuacHUKIB 3 KpaiH, Jie He 103B0JIeHO 30ip uiei
indopmaii.

20. Pesynbrati epeKTUBHOCTI

J[y1st y4acHHKIB, PaHIOMi30BaHUX y TPyIy
TpacTysymaly aepykcrekaHy B 103i 5,4 Mr/kr,
nigreepmkerda YOB na ocnosi HLIOCP cranosuia
49,0% (95% 11 = 39,0, 59,1), npu upomy B 1 yyacHuka
(1,0%) Gyno pocsruyTo miareepkeny I1B, a B 49
yuacHuKiB (48,0%) nocarnyTo niareepuxery YB.

B yyacHMKiB, paHIOMi30BaHHX Y IpyIy TpacTy3ymaly
iepykcTeKaHy B 103i 6,4 mr/kr, ninreepmkena YOB
na ocHoBi HLIOCP cranosuina 56,0% (95% J11 = 41,3,
70,0), npu usoMy y 2 (4,0%) yuacHukis 6yo
nocaruyto nigreepmkeny [1B, a'y 26 (52,0%)
YYaCHUKIB JOCATHYTO miaTBepLkeHy YUB.

21. Pesynpraru 6e3nexku

Baranom, yactoTa Halnomupenimux ITABJI 6yna
HIDKYOIO Cepell YUacHHKIB, SIKi OTPUMY BaJIH
rpacTy3ymal JepyKCTeKaH y J103i 5,4 MI/Kr, HiX y
rpymi 3 103010 6,4 Mr/Kr.

[TomiTHI BIAMIHHOCTI MiX JIBOMa IpyramMu J03yBaHHs:A
BKJIFOYAIM MeHIIy uacTKy y4yacHukie 3 [ISIBJl y rpymi




TpacTy3ymaly JepyKcTeKaHy y 103i 5,4 Mr/kr, Hixk y
rpymni TpacTy3ymady JiepyKcTekaHy y 103i 6,4 Mr/kr 3a
TaKMMU [apaMeTpamu:

. [15BJ1 =3 crynens (52,5% npotu 66,0%) Ta
[151BJI >3 crynens, noB’s3axi 3 JiKapcbKum 3acobom
(38,6% npotu 58,0%)

. [T51BJ1, nos’s3aHi 3 NIPUITHHEHHAM
3aCTOCYBAHHS JOCHIKYBAHOTO JTIKapCehKOro 3acoly
(14,9% npotu 26,0%)

. [1ABJ1, noB’s3aHi 3 NPUIIMHEHHAM iKY BaHHA
(44,6% npotu 62,0%), Ta I1ABJI, nos’a3ani 3
MPUITMHEHHAM JIIKYBaHHAM JOCII 1KY BAHUM
mikapcbKuM 3acobom (26,7% npotu 48,0%)

. [TABJI, nor’a3ani 3i 3HMmKeHHAM 1034 (17,8%
npotu 32,0%), Ta [1ABJ], nos’s3aHi 3i 3HUKEHHAM
11031 JI0CITI Ky BaHOTO Jlikapebkoro 3acoby (16,8%
npotu 32,0%)

. CIT51, nos’si3ani 3 nikapebkum 3acobom (13,9%
npotu 24,0%)
. CIT51, nos’s3aHi 3 nikapchbKUM 3acoboM, >3

ctynens (8,9% nporu 20,0%)

CranoMm Ha aaTy npunuHenHs 36opy aanux (JAI13]1)
yacToTa Po3BUTKY MiarBepakenoro 13J1, nos’a3anoro 3
nikapchKuM 3aco0oMm, Oyna HKuok (pisHuug =10
BiJICOTKOBHX ITYHKTIB) B Y4aCHHKIB, SIKi OTPUMYBaIH
rrpacty3ymab gepykcrexkaH y n03i 5,4 mr/kr (13/101
[12,9%)] yuacHHKiB), Hi’)K B YYaCHHKIB, SIKi OTPUMYBaJI1
rpacTy3ymab sepykcrekaH y no3i 6,4 mr/kr (14/50
[28,0%)] yuacuukis). Binbuicts uux 15 6ynun 1 abo 2
CTyMeHs B 00MJIBOX rpynax.

22. BUCHOBOK (3aK/IIO4YEeHH:)

Baranom, HuHi HassHi gani moxo HJIKPJI 3 myTauismu
rena HER2 neMOHCTPYIOTH [EPEKOHIIMBY KOPHCTh
niKyBaHHs TpacTy3yMaboM JepyKCTeKaHOM, a TaKoK
3arajoM KeposaHuii npodine Ge3nexy, o BiAnoBinae
BCTAHOBICHOMY npodinio 6e3neku 1boro rnpenapary. B
o6uBOX 103ax 5,4 Mr/kr Ta 6,4 Mr/kr Tpactyzymab
JIepyKCTEKaH JAEMOHCTPY€ MMO3UTUBHUH npodink
criiBBigHOIEHHs KopucTh/pusuk npu HIKPJI 3
myTtauismu rena HER2, xoua kpamuit npodine
Gesneku criocTepirasest npu J103i 5,4 Mr/kr.

HaocTtaHoK BapTO 3a3HAYMUTH, L0 PE3YJIbTaTH
edexTuBHOCTI Ta Ge3ekH, 3aCHOBaHI Ha NIEPBUHHOMY

aHasti3i, MOKa3yrTh Kpaliuii 6anaHc CHiBBiHOLIEHHSA

NEPEKNAL/
BIPHO




KOPHUCTB/PU3HK /715 TpacTy3yMaly JepyKCTeKaHy B
11031 5,4 MI/Kr y TIOpiBHSHHI 3 103010 6,4 MI/KT.

3adBHUK (BIACHUK
peecTpauiiftHOro nocBiJYeHHs) /mianuc/

(mianuc)
Kaniue [lepeiipa (Kaline Pereira)

(I.1. B.)

NEPEKNAR |
BIPHO |




