Annex 29

to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-
Registration) and for Expert Evaluation
of Materials about 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 (registration
certificate N¢, if any):

ZERCEPAC
powder for concentrate for solution for infusion,
150 mg

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

Similar biological medicinal product

2) studies conducted yes
2. Pharmacology:
1) Primary pharmacodynamics Yes

2) Secondary pharmacodynamics

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products.

3) Safety pharmacology

Yes

4) Pharmacodynamic interactions

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

3. Pharmacokinetics:

1) Analytical Methods and validation reports Yes
2) Absorption Yes
3) Distribution No, Not Applicable for Biosimilars in accordance

with the applicable guidelines for nonclinical
testing of similar biological medicinal products

4) Metabolism

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

5) Excretion

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

6) Pharmacokinetic Interactions (preclinical)

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

7) Other Pharmacokinetic Studies

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

4. Toxicology:

1) Single-Dose Toxicity

Yes

2) Repeat-Dose Toxicity

Yes

3) Genotoxicity:
in vitro

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

in vivo (including supportive toxicokinetics
evaluation)

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

4) Carcinogenicity:
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Long-term studies

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

Short- or medium-term studies

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

Additional studies

5) Reproductive and Developmental Toxicity:

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

Fertility and early embryonic development

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

Embryotoxicity

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

Prenatal and postnatal toxicity

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

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

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

6) Local Tolerance

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

7) Additional Toxicity Studies;

Antigenicity (production of antibodies)

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

[mmunotoxicity

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

Mechanistic studies

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

|Dependence

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

Metabolites toxicity

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

Impurities toxicity

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

Other

No, Not Applicable for Biosimilars in accordance
with the applicable guidelines for nonclinical
testing of similar biological medicinal products

5. Preclinical study conclusions

The nonclinical studies conducted were
considered fully supportive to the totality of
evidence of the similarity between HLX02 DPs
manufactured with DS P4.0 & DS P4.1 and the

RMP (EU-sourced Herceptin).
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Applicant (registration
certificate holder)
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N LF. B-65112930

Carles AVifi6 ( Senior Head Ra EU Accord Healthcare, S.L.U)

{Procedure amended by new annex 29 according to MoH Ukraine Order Ne 1528 0of27.06.2019 }
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Jonarok 29

o IMopsaky npoBeaeHHs eKCepTH3M
peecTpauiiHuX MatepianiB Ha JliKapcbKi
3aco0H, IO NMOIAIOTECS Ha JEPIKABHY
peecTpaiito (lepepeecTpaniio), a TaKox
EKCIIEPTH3HM MaTepialiB PO BHECEHHS
BMiH /10 peecTpaLiiHiX MaTepiaiis
[IpoTAroM Aii peecTpariiinoro
[OCB1T4eHHS

(myHKT 4 posaimy IV)

3BiT
IPO JOKJIIHIYHI JocaixKeHHs

1. Hasga nikapcekoro 3acoBy (3a HasBHOCTI - HOMep
peecTpauiiiHoro noceig4eHHs):

SEPLIEITAK
[MOPOLIOK [UIA KOHLIEHTPATy AJA POYMHY A/ iH]y3ii,
150 mr

1) Tun nikapcbkoro 3acofy, 3a AKMM IIPOBOAKMIACS
60 nIaHyeThCs NPOBENEHHs peecTpaii

oni6uuit Gionoriunuii nikapeskuit 3aci6 (Giocuminap)

2) npoBeieHi QOCTiJUKeHH TAK HI  SIKINO Hi, OBTpYyHTYBaTH
2. dapmakonoris:
1) mepeunHa dapmakoanHamika Tax

2) BTOpHHA hapMakoauHamika

Hi, He 3acTocoByeThes Ans Giocuminapis BinnosinHo
V10 YUMHHHX HACTAHOB LIOJAO HEKTIHIYHIAX BUNIPOOYBaHb
noAi6HNX 610JOTIUHKX NiKApCLKHUX 3aC00iB.

3) dhapmaxonoris Gesnexu

Tak

4) hapmakoauHamiuni B3acMozil

Hi, ne sactocoryetbes s Giocuminapip BianoeiaHo
10 YHHHHUX HACTAHOB IIOI0 HeKTIHIYHHX BUIPOOYBalb
o 1i0HHX GiosoriuHux JiKapchKUX 3aco0iB.

3. GapMakoKiHeTHKA:

1) aHaNiTHYHI METOMHKY Ta 3BiTH OO IX BAJIAALLT

Tax

2) TIOTMHHAHHS

Tax

3) posnozin

Hi, ne 3actocoryeThes anis Glocuminapie BinnmoeiaHo
10 YHHHHX HACTAHOB LIOM0 HEKJiHIYHUX BUMIpoOYRaHE
nonibHuX 6iomoridHUX MiKapCEKHX 3acoGip

4) meTabonizm

Hi, He 3acTocoByeThea AN Giocuminapis einnoeinHO
10 THHHHUX HACTAHOB LIOAO HEKTIHIYHAX BUNPOOYBaHb
nonifHMX Gi0N0riYHHX JIKApCLKUX 3aC00iB

5) BUBEAEHHS

Hi, He 3acTocoRyeThCH [ GlocHMinApiB BianoeinHo
10 YHHHMX HACTAHOR 110/10 HEKITiHIYHUX BUNPOOYBaHb
nonidHNxX GiomoriuHux NikapchbKux 3acobis

6) dhapmaxoxineTHyni B3aemoii (nokniniuni)

Hi, He 2actocoByeTbea ans Giocuminspie BinnoeinHo
10 YHHHHX HACTAHOB LIOJ0 HEK/IIHIYHUX BUMPOOYRAHD
nonibHNx GioMoriuHIX TiKapCEKUX 2aco6iB

7) inmmi GapMaKOKiHETHUHI OCHi HKeHHST

Hi, ne 3acTocoByerthes s SiocuMiapis BigmopiaHo
10 UMHHHX HACTAHOB LIOAO HeKJIiHIYHAX BUIIPOGYEaHb
no1iGHUX GilosoriuHuX NikapeEKUX 3acobie

4, TokcHKOTOTIS:

1) TOKCHWYHICTB y pa3i 0HOPA30BOrO BREIEHHS

Tak

2) TOKCHYHICTE YV pazi MORTOPHUX BBEJEHD

Tak

3) reHOTOKCHUHICTB:
in vitro

Hi, e 3acTocoByeThest s SiocuMinapie BinnosigHo
10 YMHHUX HACTAHOR MO0 HEKIiHIMHIX BHIIPOOYBaHb
nomibanx 6ioNorivHNX NIKAPCLKHX 3ac0biB

in vivo (BKNIOHAKOYH NOJATKOBY OLIHKY 3
TOKCHKOKIHETHKH)

Hi, He 3acTocoByerbes s Diocuminapis BinnosinHo
10 YHHHWX HACTAHOR LIOJIO HEKTiHIUHUX BHNPOBYBaHE
noAiOHKIX GiosorivHuX MikapebKkux 3acobis

4) KaHIePOreHHICT:

NOBIOCTPOKOBI JOCTIKEHHS

Hi, ne sacTocoByerhes qas GiocuMinapis BinnosinHo
10 YHHHUX HACTAHOB LIO0 HEKIIIHIYHMX BUNPOOYBaHb

moni6Hmx Gioppuipener wax pRepfildcKY MOBY
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KOPOTKOCTPOKORI JIOCTiJKEHHS
abo MoCHiuKeHHs cepetHEOT TPHBAOCTI

Hi, ne 3acTocoByeThes JUTs BiocHMinApis Bignosinmo
10 YMHHUX HACTAHOB TOA0 HEKNIHIYHUX BUMPOGYBaHb
noaiGHuX GloNoriuHuX JNiKapchKux 3acobis

TONATKOBI MOCIIIKEHHS

5) penpoAYKTHBHA TOKCHYHICTE TA TOKCHYHMUIL
BIIJIHE HA PO3BUTOK MOTOMCTBA:

Hi, He 2acTocoByeTses AN Giocuminapis BianosinHo
V10 YMHHHX HACTAHOB LI0JA0 HEKIIHIYHHX BUMIpoOyBaHs
nonibHux Giooriunux Nikapeeknx 3acobis

BIUTHB Ha (pCPTHNLHICTE | paHHil eMOpioHanbHUIT
PO3BHTOK

Hi, He 3actocoByeTbea ana GiocuMinApie BianoeinHo
10 MHHHHX HaCTAHOB LIOJ0 HEKNiHIuHUX BUNpoOyBaHs
noniOHKX Gionoriunmx mikapcekux 3acobis

eMOpioToKCHUHICTE

Hi, ne 3acTocoByeThea ans Giocuminapis BianosimHo
10 UMHHHX HACTAHOB 100 HEKNIHIYHHX BUNPOOYBaHb
noaidHux GiosoriuHux Nikapeskux 3acobie

NpeHaTanbHa 1 NOCTHATAIbHA TOKCHYHICTh

Hi, He 3acTocoByeThes ana GiocuMinapis Bianopinno
10 YHHHMX HACTAHOR 1100 HEKTIHIYHUX BUNIPOOYBaHb
noioHux GionoriuHux nikapeskux 3acobie

HOCITiKEHILA, TIPH AKHX NIPeNapar YBOIUTHCS
[OTOMCTBY (HECTaTEBO3PIIUM TBapHHaM) Ta/abo
OLIHIOETHCA BiflalieHa ist

Hi, ne 3acTocoByerses wna GlocuMIIIpiB Biamogigno
110 YHHHHX HACTAHOB WIOJ0 HeKIiHIYHUX BUIIPOOYBaHb
oniGH1IX 610I0r YHUX NIKapCEKUX 3acoBiB

6) MiclEeBa nepeHoCUMICTb

Hi, He 3acTocosyeTbes wist iocuMingpis Binmosinno
10 YMHHUX HACTAHOB LIOJ0 HEKIIHIMHUX BUIIPOOYRaHE
nonibnux GionorivHux MikapcbKkux 3acobin

7) HONATKOBI NOCIHiIKEHHS TOKCHUHOCTI:

AHTUTEHHICTh (YTBOPEHHS aHTHTIN)

Hi, ne 3acTocoryeTses 1nst Giocuminapis pianoeinHo
10 YMHHHX HACTAHOB WOAO HEKMIHIYHHX BUIPOOYBaHb
nonidHMX GiosoriyHux NiKapebkUX 3acobiB

IMYHOTOKCHYHICTD

Hi, He 3acTocoByerhes A Giocumingpie Bixnoeinno
10 YHHHMX HACTaHOR 110J0 HEKTIHIUHUX BUNPOOYBaHk
noi6Hux GionoriuHKuX NikapcbKux 3acobip

MOCTTiIIKEHHA MeXaHi3MiB aii

Hi, ne 3acTocoByeThes A1 Gi0CHMINApIB BiAMOBIIHO
110 YHHHMX HACTAHOB LI0/10 HEKNIHIYHUX BUNPOOYBaHb
nonibunx GionoriuHnx Jikapchkux 3aco6is

ITikapeeKa 3aexHICTh

Hi, ne sactocoByeThes i Giocuminapis BigmoriaHo
110 YHHHHX HACTAHOB LUOJ0 HEIUTHIMHUX BUNPOOYBaHb
M0/1i0HUX 6i0JI0riuHNX NiKAPCEKUX 3aco0iB

[TOKCHYHiCTE MeTaboniTie

Hi, He 3acTocoByeTbes s Giocuminspie ginnosiguo
0 YHHHHX HACTAHOB LIOJI0 HEKTIHIYHUX BHIIPOOYBaHs
no1i0HMX 610I0TYHAX JTiKApCEKUX 3ac06iB

TOKCHYHICTB JOMIIIOK

Hi, ve 3acTocoByeThes s HiocuMisipis Bianosiauo
10 YMHHHUX HACTAHOB LIOAO HEKIIHIYHUX BHIIPOOYBAHb
nonidHuX GiosIoriuHKuX JlikapcLKuX 3acobin

iHe

Hi, He 3acTOCOBYEThCH /U1st GiocHMINApiE BiATORIIHO
710 YHHHHX HACTAHOB LIOJ0 HEKMiHItTHHX BUTIPOOYBaHb
Mo 1i0HKX GiosiorivHuX iKapchKHX 3ac06ip

5. BucHoskn o0 )JlOKJ'liHi‘iHDT‘O BHBYCHHA

[poseneni Hexkniniuni gocnipKenHa Oy BA3HAHI
TaKUMH, IO TIOBHICTHO MiJTBEPIDKYIOTE CYKYIHICTE
iImokazie momibHocTi Misk JI3 HLX02 , BuroToBneHMH 3

BukopuctanHam JIP P4.0 Ta JIP P4.1, ta TTVP
(I"epuenTus eBponeiichKoro MoXomKeHHs).

3afBHUK (BIaCHHK
peecTpauiiHoro nocsiguenns) |(Iiamnuc)

(ITIE)

Kapno Asino (Fonoea RA €C Akkopn Xenckea C.JLY.)

{ 0onosneno nosum fooamxom 29 seiono 3 Haxasom Minicmepemea oxoponu 300poe's Yipainu Ne 1528 6io

27.06.2019}
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Annex 30

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

V)

Clinical study report No HLX02-HV01 Nel

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

ZERCEPAC
powder for concentrate for solution for infusion,
150 mg

2. Applicant

Accord Healthcare S.L.U., Spain

3. Manufacturer

Shanghai Henlius Biopharmaceutical Co., Ltd., China —
manufacturing, primary, secondary packing, quality control;
Intas Pharmaceuticals Limited, India - manufacturing,
primary, secondary packing, quality control;

Accord Healthcare Limited, United Kingdom - secondary
packing;

Synoptis Industrial Sp. z 0.0., Poland — secondary packing;
KYMOS, S.L., Spain - quality control;

Accord Healthcare Polska Sp. z 0.0. Magazyn Importera,
Poland — batch release.

4. Studies conducted:

Yes 1o if no, please justify

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

Similar biological medicine to Herceptin (Trastuzumab)

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

Phase |
Part 1: Open-label, single dose escalation of HLX02 to
evaluate safety, tolerability and immunogenicity.

Part 2:

Part 2: Double-blind, randomised, paralle! study to compare
the pharmacokinetic, safety, and immunogenicity among
HLX02, CN-sourced Herceptin, and EU-sourced Herceptin.

clinical trial

6. Phase of clinical trial Phase 1
7. Period of clinical trial 16-Sep-2015 to 11-May-2016
8. Countries, where clinical trial has been China
conducted
9. Number of trial subjects Part 1:
12
Part 2:
111
10. Objective and secondary endpoints of Part 1:

Primary Objective:
ITo evaluate the safety and tolerability at different doses of
HLX02.

Secondary Objective:
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= o
777 Ipuna [10JI0IKAEHKO




To evaluate the immunogenicity of HLX02 and characterize
the PK profile of HLX02 at different doses,

Part 2:

Primary Objective:

To compare the PK profile of HLX02, CN- and EU-sourced
Herceptin.

Secondary Objective:

To compare the safety

Primary PK endpoints:

* Area under the concentration-time curve from time zero to
infinity (AUC;yg)

" Area under the concentration-time curve from time zero to
the last quantifiable concentration (AUCus)

Secondary PK endpoints:

* Maximum plasma concentration {Crmax)

* Time to Crax (Timax)

* Apparent volume of distribution during the terminal phase
Ve

* Terminal elimination rate constant (hz)

- Terminal haif-life (ty)

* Total body clearance (CL)

* Arca under the concentration-time curve extrapolated from
time zero to infinity asa percentage of total AUC (%A UCeuurap)
11. Clinical trial design Part 1: Open-label, single dose escalation of HL.X02 to
evaluate safety, tolerability and immunogenicity,

Part 2; Double-blind, randomised, parallel study to compare
the PK, safety, and immunogenicity among HLX02, CN-
sourced Herceptin, and EU-sourced Herceptin.

12, Main inclusion criteria Subjects will have to meet all of the following criteria for
inclusion in the study:

1. Voluntarily signed Informed Consent Form (ICF)

2. Healthy Chinese males

3. Aged > 18 and < 45 years

4. Body mass index (BMI) > 19 and < 28 kg/m?

5. Body weight > 50 and < 80 kg

6. Left ventricular ejection fraction (LVEF) within normal
range as measured by echocardiogram within 14 days prior to
randomization

7. Immunogenicity [anti-drug (anti-trastuzumab) antibody
(ADA)] tested as negative

3. Subjects agree that they and their female spouses/partners
use reliable contraceptive methods from the time of
administration of study drug until three months after the end of]
study, or subjects are infertile

9. Subjects do not smoke or the daily smoking capacity is less
than five cigarettes within 3 months before screening, and do
not drink alcohol or the weekly capacity for alcohol is less
than 14 units of alcohol within 6 months before screening (one
unit of alcohol = 360 mL beer or 45 mL liquor with 40% of
alcohol content or 150 mL wine)

13. Investigational medicinal product, mode of [Test Product: Investigational product HLX02 (proposed
administration and strength biosimilar to trastuzumab 150 mg): Intravenous (IV) infusion
for 90 minutes

Part 1:
Four single-dose of HLX02: 2, 4, 6 and 8 mg/kg

Part 2:
Single dose of either HLX02, or Germany-sourced Herceptin,

or US-sourced Herceptin at 6mgkg.
3riAHO 3 OPUTTHAJIOM
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14, Reference product, dose, mode of Part 1: No reference product was used

administration and strength Part 2:

Reference product: Herceptin (Germany and US sourced)
Dose: single dose at 6 mg/kg

Mode of administration: Intravenous (JV) infusion for 90
minutes

Strength: 150 mg/vial (Germany-sourced Herceptin) and 440
mg/vial (US-sourced Herceptin)

15. Concomitant therapy All concomitant medications including herbal remedies and
traditional Chinese medicines were recorded on the eCRF as
required.

16. Criteria for evaluation efficacy PK endpoints:

* Area under the concentration-time curve from time zero to
infinity (AUCiqp)

* Area under the concentration-time curve from time zero to
the last quantifiable concentration (AUC)aq)

» Area under the concentration-time curve from time zero to
the time of the last measurement regardiess of whether it is
quantifiable (AUC,y)

« Maximum serum concentration (Cpax)

d Tlmﬂ to Cmax (Tmu)

* Volume of distribution during the terminal phase (V)

» Terminal elimination rate constant (i)

» Terminal half-life (t.)

* Total body clearance (CL)

+ Area under the concentration-time curve extrapolated from
time to infinity as a percentage of total AUC (%A UCeurap)

17, Criteria for evaluation safety Safety endpoints:

« Adverse event (AE) and serious adverse event (SAE)
- Vital signs

» Physical examination

+ Laboratory tests (hematology, biochemistry, myocardial
damage markers and urinalysis)

» ECG monitoring

+ 12-lead ECG

+ Echocardiography

18. Statistical methods Sample size:

Part 1 of the study:

Twelve healthy male subjects - evaluate the safety and
tolerability.

Part 2 of the study:

A total of 111 subjects will be enrolled in the PK comparison
study.

PK analysis:

Part 1 of the study:

PK parameters of each subject will be listed and described
statistically by group.

Part 2 of the study:

Analysis of variance will be performed on primary endpoints
AUCins and AUC) after logarithm transformation, The
differences in the least square means and their 90% confidence
intervals (CIs) of HLX02 and US sourced

Herceptin, HLX02 and Germany-sourced Herceptin, and US
sourced Herceptin and Germany-sourced Herceptin will be
calculated.

£ 90% CI of the geometric mean ratio is between 0.8 and 1.25,
then the two groups to be compared can be considered as
equivalent,

PK parameters of each subject will be listed and described

statistically by group.
3T1AHO 3 OPATTHAJIOM
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Safety analysis:

All AEs in Part 1 and Part 2 will be listed by subject. The
numbers and percentages of subjects experiencing Treatment
Emergent Adverse Event (TEAE) and Adverse Drug Reaction
(ADR) will be calculated by system

organ class, preferred term and group. SAEs including death
and TEAES resulting in termination of the study will be
summarized. Laboratory tests, vital signs, ECG monitoring,
12-lead ECG, echocardiography including LVEF and changes
from baseline (if applicable) will be descriptively analyzed by
group. Other safety variables will be described in a similar
way and listed by subject,

Immunogenicity:

Part 1 of the study:

ADA and NAb will be described and listed by group
separately,

Part 2 of the study:

The positive rates of ADA and NAb will be calculated,
described and listed by group.

19. Demographic indices of studied population [Refer file demographic-data in Module 5.3.3.1

(sex, age, race, etc.)
20. Efficacy results Part 1

The mean = SD of the AUCwr were 4940+819.6,
13760£254.4, 237602834, and 4107049494 pg.h/mL for the
2 mg/kg, 4 mgrkg, 6 mg/kg, and 8 mg/kg groups, respectively;
the correspending geometric mean (CV%) ranged from 4896
pHg-h/ml. (16.3%), 13760 pg.h/mL (1 .8%), 23650 pg.h/mL
(12.4%), and 40400 pg.h/mL (22.2%), respectively. Increases
in AUCin¢ appeared to be greater than dose proportional,
Mean values for the secondary endpoints of AUCs, AUCq,
Crmax, and ty, all increased with dose, while Tmg and V, were
similar across the 4 treatment groups. Additionally, the
clearance decreased with dose.

Part 2

Part 2 of this study was designed to compare the
pharmacokinetic profiles of 6 mg/kg of HLX02, US-sourced
Herceptin and Germany-sourced Herceptin. For this purpose,
systemic exposures of the test and reference products were
compared in healthy subjects of 3 parallel groups each of
which were administered with a single dose of 6 mg/kg of 1
of the 3 products. Analytical data generated for the 109
subjects who completed, were available for statistical PK
analysis:

* Based on uncorrected serum concentration data, the
HLX02/Germany-sourced Herceptin LSMean ratio of the
AUCin was 0.855, with the 90% Cls between 0.803 and 0.91 ]z
based on corrected serum concentration data, the
HLX02/Germany-sourced Herceptin the LSMean ratio of the
AUC;yr was 0.914 with the 90% Cls between 0.858 and 0.973.

* Based on uncorrected serum concentration data, the
HLX02/US-sourced Herceptin LSMean ratio of the AUCr
was 0.882, with the 90% Cls between 0,827 and 0.940; based
on corrected serum concentration data, the HLX02/US-
sourced Herceptin LSMean ratio of the AUCin was 0.950,
with the 90% Cls between 0.891 and 1.013.

* Based on uncorrected serum concentration data, the US-

sourced Herceptin/Germany-sourced Herceptin LSMean ratio
of the AUCisr was 0.970, with the 90% Cls between 0.910 and
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1.035; based on corrected serum concentration data, the US-
sourced Herceptin/Germany-sourced Herceptin LSMean ratio
of the AUCiqr was 0.962, with the 90% Cls between 0.902 and
1.025.

21. Safety results Part 1

During Part I of the study, all doses in the 4 treatment groups
were well tolerated. A total of 8 subjects experienced TEAES.
Six subjects (50%) experienced TEAEs of mild severity.
Overall, at least 1 TEAE of moderate severity was reported for
2 subjects (16.7%),

No subjects were discontinued from Part 1 due to AEs. No
serious unexpected AEs, SAEs, or deaths were reported. The
most common TEAEs were in the Investigations SOC, with 6
cvents in total. Three AEs of special interest were reported;
Dilatation ventricular, Ejection fraction decreased, and Left
atrial dilatation.

Part 2

For Part 2 of the study, the 3 study treatments were well
tolerated.

* Across the 3 treatment groups, 86 subjects (77.5%)
experienced a total of 283 AEs/276 TEAEs.Of these, 28
subjects (75.7%) in the HLX02 group experienced 94 AEs/94
TEAESs, 32 subjects (86.5%) in the US-sourced Herceptin
group experienced 107 AEs/103 TEAEs, and 26 subjects
(70.3%) in the Germany-sourced Herceptin group
experienced 82 AEs/79 TEAEs.

» In the overall 3 treatment groups, the most frequently
reported TEAEs by SOC were Investigations, General
disorders and administration site conditions, Gastrointestinal
disorders, Cardiac disorders, and Skin and subcutaneous
tissue disorders. In the HLX02 group, the most frequently
reported TEAEs by SOC were Investigations and
Gastrointestinal disorders; in the US-sourced Herceptin
group, the most frequently reported TEAEs by SOC were
Investigations,Gastrointestinal ~ disorders, and  General
disorders and administration site conditions; in the
Germany-sourced Herceptin group, the most frequently
reported TEAEs by SOC were Investigations, Cardiac
disorders, General disorders and administration site
conditions, and Skin and subcutaneous tissue disorders.

* No ADA positive results wete observed in any treatment
_|aroup.

22. Conclusion (summary) As the 90% ClIs for the uncorrected and corrected AUCiInf fall
within the pre-defined bioequivalence limits of 0.8 to 1.25, it
is concluded that all three products (the test and two reference
products) are bioequivalent.

HLX02 showed comparable safety profile with the US-
sourced Herceptin and the Germany-Sourced Herceptin
without unexpected safety events.

Applicant (registration certificate holder)

/‘_,'.

; X Y. S g
OY Ao

Senior Director / Head RA EU Regulatory Medical Affairs
Accord Healthcare S.L.U.

{Procedure amended by new annex 30 according to MoH Ukraine Order Ne 1528 of 27.06.2019 }
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Jlonatok 30

j1o [lopsiaky nposeneHHs excnepTusu
peecTpauiiinux Martepianis Ha
JTiKapeeKi

3aco0H, L0 MOJAOTHCS Ha JIEPKABHY
peecTpauito (mepepeectpariio), a
TaKOMK

CKCTIEPTH3M MaTepianiB MPO BHECEHHS
BMIH 110 peecTpatiiiiux marepiais
MpOTArom Aii peectpariifHoro
OCBIAYEHHS

NyHKT 4 pozainy V)

3siT npo kainiune Bunpobysanus Ne HLX02-HV01 Ne 1

1. Ha3Ba nikapcbkoro 3acoby (3a HassHoCT] -
HOMEp PeECTPALHHOrO NOCBinYeHHs)

3EPLIETIAK
MOPOLIOK JUTA KOHLUEHTPATY /IS PO3YMHY ATd ingys3iif, 150 mr

2. 3asBHUK

Axxopa Xenckea C.JLY., Icranis

3. BupoOuuk

[auxaii Xenniyc Biodapmaceiorikan Ko., Jta, Kuraii -
BHUPOOHHUTBO Jlikapchkoro 3acoby, MepBHHHE, BTOPHHHE
MaKkyBaHHs, KOHTPOJb AKOCT;

Inrac @apmacsioTikans Jlimiten, Iumis — BHPOOHHULTBO
MiKapeLKkoro  3acoy, MepBUHHE, BTOPHHHE MaKyBaHHS,
KOHTPOJIb AKOCTI;

Axkopa Xenckea Jlimiten, Bemuka Bpurtanis — BTOPHHHE
aKyBaHHs;

Cunontus Ingactpian Cn. 3 0.0., [lonbma — BTOPHHHE
TNaKyBaHHS,

KIMOC, C.J1., Icnanis — KOHTPOJIb AKOCTI;

Akkopn Xenckea [Toncka Cn. 30.0. Ckian IMnoprepa,
[Tonbina — BiANoOBiNANBHMIK 32 BHMYCK cepil.

4. [poBeneni nocmimKeHHS:

TaK  Hi  SKIIO Hi, 06TpYHTYBATH

1) Tun nikapcbkoro 3acofy, 3a akiM
MPOBOIMIAcs a00 MIIAHYETBCS PEECTpaLis

[loniGunii Giomoriunmii nikapcekuii 3aci6 (6iocuminap) mo
['epuentuny (Tpactysymat)

5. TloBHa Ha3Ba KJIiHIYHOro BHIPOGYBaHHS,
KOJIOBAaHHH HOMEP KIiHIYHOTO BHNPOOYBaHHA

Daza |
Yactuna 1: Binkpure ogHokpathe nigsumenns nosu HLX02
ISt OLLIHKK Oe3neKH, NepeHoCHMOCTI Ta iMy HOTeHHOCTI.

YactyHa 2;

Yactuna 2: Tlomsiiine crine, panmomizoate, napanejibHe
TOCITIKEHHS 1715 MOPIBHAHHSA hapMaKOKiHETHKH, Ge3nekH Ta
imyHorennoeti HLX02, Tepuentuny upoGuuursa KHP
(CN) ta I'epuentuny BupobHunTa €C.

6. @aza KniHiYHOro BHNPOGYBaHHA

Dasza |

7. llepion npoBeneHHs KIiHIYHOrO

316.09.2015 mo 11.05.2016

BUMPOOYBAHHA

8. Kpainn, ne nposomunocs kninitHe Kuraii

BUTIpOOYBaHHS

9. KinbkicTh mocnimikysanux Yactuna 1:
12
Yactuna 2:
1014

10. Meta Ta BTOpUHHI 1ini KniHiYHOrO UacTuna 1:

BUNPOOYBaHHs

[TepBuHHI i
Ouinnti Gesneky Ta MepeHOCHMICTb MpH PISHHX 103ax
HLX02.

BTopuHHi wini:

Ouinut  iMyHorennicts HLX02 Ta OXapakTepu3yBaTH
npodine @K HLX02 y pisaux no3ax.

UacTuna 2:

o coper been s 97/:@%49_,. (ﬁ)



[TepBuHHI wini:

[TopiBHsTH Mpodine OK lepuentuny HLX02, Tepuentuny 3
KHP ta €C.

BTropuHHi wini;

[opiBHATH Gesneky

[lepeunHi KiHueBi Toukn PK:

o Ilnowa mix kpuBoKW «KoHUEHTpALis-uacy Bix HYJS 10
HeckinueHHoeTi (AUCy)

* Ilnowa nix kpuBoro «koHueHTpauis-uacy Bin HYJIA 110

OCTAaHHBOT  KUIBKICHO  BUMipHOBaHO] KOHLIEHTpaLi{
(AUCIasl)

BTopunHi KiHuesi Toukn OK:

* MakciMalbHa KOHUEHTPALS B M1a3Mi Kposi (Cinax)

® Hac Ans NOCATHEHHS Crnax B TINA3Mi KPOBi (Tinax)

YABHu# 06'eM posnoziny nin yac TepMinansHoi dazu (V)
KiHuesa koHcTanTa mBHAKOCTI eniMinani (A2)

KiHueswii nepion naniseuBenenus (ty,)

3araneHuii knipenc (CL)

[Tnoma min KPHBOIO «KOHLEHTpALif-qacy,
CKCTPano/ibOBaHa Bil HyJd 100 HecKiHYeHHOCTi, y
Bisicotkax Bia 3aranbHOT AUC (%AUCexiap)

11. Tnzaitn kniniuHOro BUNpo6yBaHHs

YactiHa 1: Binkpute onHokparHe minguimenns no3n HLX02
UL OLLiHKK Ge3MeKH, MepeHOCHMOCT Ta iMyHOT€HHOCT,

Yactuna 2: Tlomsiline ciine, paHIOMi30BaHe, MapalebHe
NOCITIUKEHHS 1A TIOPIBHAHHA hapMaKOKiHETHKH, Ge3neKH Ta
imyHorensocti HLX02, Tepuentuny BupoOHuLTBA KHP
(CN) Ta I'epuenTtuny BupoGHuLTBa €C.

12. OcHoBHI kpuTepii BKIIOYEHHS

JIns BKJIIOYEHHA B JOCTiKEHHS HeoOXiaHO, Wb YYacHUKH
Bi/INIOBI AT BCIM HaBEIEHHM HHXKYC KpHTEpisM:

1. loGposineHo nianucana dopma inpopmosanoi sromu (ICF)
2. 310poBi YoNIOBiKH-KHUTALI

3. Bix > 18 Ta <45 pokir

4. Innexc macu tina (IMT) > 19 Ta < 28 kr/m>

5. Maca tina > 50 i <80 kr

6. Ppakuin BUKuIY JiBoro wumyHouka (MBJILL) B mexax
HOPMH 3a NaHMMH exokapaiorpadii mporsrom 14 nHiB 10
paHaoMizanmil

7. ImyHoreHnicTs  [aHTHIiKapChKi (anTHTpacTy3ymabHi)
@HTHTINA 10 sikapcekoro 3acofy (ADA)], BusHaueHi sk
HeraTHUBHi

8. Cy0'eKTH NOroKyIOTBCA, IO BOHHM Ta iXHi MapTHepH
BHKOPHUCTOBYIOTh HajiiiHi METONM KOHTpaLenuii 3 MOMeHTy
BBE/ICHHA JOCIIDKYBAHOrO TMpEMapaty 10 TphOX MicsiliB
Mic/Is 3aKiHIEHHs 10CNiIKeH s, a60 cy0'eKTH € Ge3minHIMH
9. YuacHUKH He nanaTh abo MIOAEHHA KiTBKICTh BUKYPEHHX
CHrapeT He IEPEBUIIYE M'ATH MPOTATOM 3 MIcAliB 10
CKPHHIHTY, @ TAKOK HE BIKMBAIOTh A/IKOrOJIb 260 WOTHKHERE
CMTOKHBAHHA aMKOTOJIIO HE NMePeBUILYE 14 0IHHULL aJIKOTOJTIO
MPOTATOM 6 MiCAIIB 10 CKPHHIHTY (OfHA OMHULA AJTKOTOIIO
= 360 mu1 nuBa abo 45 mu mikepy 3 40% BMicToM ankoroso,
a6o 150 mn BuHa),

13. JlocnigxysaHuit nikapchkuif 3aci6, cnocio
3aCTOCYBAHHA, CHnia aii

Hocnikysanuit  npenapar:  Jlocnimxysanuit  npenapar
HLXO02 (sanpononosanuii Giocuminap no tpactysyma6y 150
mr): BHyTpilunbosenna (8/8) ingysis nporarom 90 xBummH
Yactuna I:

YoTupu pazori gosu HLX02: 2, 4, 6 i 8 mr/kr

YacTuHa 2:
OnHopasosa J103a a6o HLX02, abo TepuenTuny HiMewpKoro
BUPOGHUIITRA, abo [epuenTuny aMepHKaHChKOTO

BUPOOHMITBA Y 1031 6 MI/KT.
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14. Tpenapat nopisuanns, n03a, crocic
3aCTOCYBaHHA, cHia aif

Hacruna 1: Pecdepentruii nponykr ne BHKODHCTOBYRABCS
Yactiha 2:

Pedepentunii nikapcbkuii 3aci6: epuentun (BupofHuLTBA
Himeuunnu ta CLIA)

Jl03a: omHOpa30Ba 1033 6 MI/kr

Criocié  3acTocyBaHHS: BHYTpilIHbOBeHHaA (IV) ix'ekuis
npoTtsarom 90 XBUIMH

Cuna nii: 150 wmr/dnakon (Tepuentun BHPOOHHIITBA
Himeuunnu) ta 440 mr/@naxon (epuentvs BUpoGHMLTBA
CIIIA)

15. CynyTHs Tepanis

Bei cynyTHi nikapceki 3aco6u, BkIOuaoun titonpenapartn
Ta TPaJMUIHHY KNUTalCbKy MeIMLIMHY, Oynu 3anucani B eCRF
(enrekTponHy opmy 3BiTY mpo BHMamok 3aXBOPIOBAHHS)
BiJMOBIZHO 10 BHMoT,

16. Kpurepii ouinku edexrusrocti

Kinuesi Toukn OK:

- [lnowa mnix kpuBow «koHUeHTpauis-uacy mix Hynd 1o
HeckiHueHHOCTI (AUC )

- Ilmowa nix kpuBOIO «KOHUEHTpawis-yacy Bin HyJst 10
OCTAHHBOT KOHUEHTpauii, O miATAeThHCA KinbKicHOMY
BU3HAUEHHIO (AUC ,5)

- [1no1ma nix kpHBOIo «KOHUEHTpawLis-4acy i Hyss 10 yacy
OCTAHHBOTO  BHMIDIOBAHHsA, HE3&eKHO Big TOro, um
MiAIA€THCA BOHA KillbKICHOMY BH3HAYEHHIO (AUCa)

- MakcumanbHa KOHLEHTpaList B 111a3Mi KpoBi (Crax)

- Hac no nocarHeHHs Cuay (Tmax)

- O6'em posnoiny min uac TepMiHaIEHOrO nepiomy (V.)

- KoncranTa wenakocti TepminanbHoi eniminauii (1)

- TepmiHanbHUit nepion HamiBBYBe IEHHS (tin)

- 3aransHuii kipedc opranismy (CL)

- [171010a 111 KPUBOIO «KOHLEHTpaIlif-yacy, €KCTPanogboBaHa
BiZl Yacy /10 HECKIHYEHHOCTI, y BiicoTkax Bia 3aransuoi AUC
(%AUCextrap)

17. Kpurepii ouinkn Gesnexu

KiHueBi Touku Gesneku;

- [oGiuHi peakuit (TTP) Ta cepiiosni noSiuni peakuii (CITP)

- KuTTeBi nokasHuku

- Qi3n4He 00CTeKEHHS

- Jlaboparopui awanisu (remaronoris, Gioximis, mapkepw
MOLUKOKEHHA Miokapaa Ta aHanis cedi)

- EKI"-mMoniTopuar

- EKT i3 12 BinBenens

- Exokapniorpacis

18. CrarucTiyHi MeToan

Poamip Bubipkn:

Yactuua | 1o mocnimxeHHs::

BaHaNUATE 310POBUX YOJOBIKIE — IS OLiHKM Gesmeku Ta
MEPEHOCHMOCTI,

YacTtuna 2 1o mocnimkeHns:

3aranom 111 cy6’ekris Gyne samyueHo 10 MOPIBHAILHONO
nocigxeHHs OK.

DK ananis:

Yactuna | mo mocnimkeHHs:

®K napamerpu koxHoro cyG'ekra GymyTh nepepaxoBani Ta
OIMHCAHI CTATHCTHYHO 38 FPyTIaMHu.

Yactrna 2 no nocnimkenns:

Hucnepciiinuii  ananis OGyge BHKOHAHO 3a NEPBHHHHMH
KiHueBMMH  Toukamu  AUCinf i AUClast nicns
norapu(MivHOro  NepeTBOPeHHs. ByayTh  po3paxoBaHi
PI3HHLI B CEpeNHiX 3HaYeHHSX HalfiMeHIMX KBapaTis Ta
ixuix 90% nosipunx intepsanax (A1) HLX02 i repuentuny
amepuKaHchkoro  BupoOHuuTea, HLX02 i repuentuny
HIMELBKOTO  BHPOGHMITBA, @  TakOK repuenTHHy
AMEPHUKAHCBKOT0 [OXO/PKEHHS T HIMELLKOTO TepPLENTHHY,
ko 90 % JII cepeHBOro reoMeTpPHYHOTO CIIBBIIHOMEHHS
craHoBute Bix 0,8 no 1,25, toxi asi rpynm, axi norpi6Ho

[OPiBHATH, MOXHA BBAXKATH EKBiBAIEHTHUMH.
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@K napameTpu koxkHOro cy6’ekra GymyTh nepepaxoBani Ta
OMHCaHi CTATHCTHYHO MO Ipymax.

AHani3 Ge3nexn:

Yci TP y Yacruni 1 ta Yactuni 2 6ymyTs nepepaxoBaHi 3a
cyO'ektamn. Kinbkicte Ta Bigcotok cy6'exis, y AKHX
BUABJICHO HebaxkaHi moGiuni peakuii, w0 BHHHKIH micis
nouarky nikysauus (TEAE), Tta nobiumi peakuii ma
ikapcbkuit 3aci6 (ITP), Gyxe pO3paxoBaHo 3a TAKHMH
KIlacaMH CHCTEM OpraHiB, OaaHWM TEPMIHOM Ta IpyIoOK.
byne migGuro nimcymku CIIP, BKmowaroqn CMepTeNbHi
BHITAAKH, Ta HeOaxaHi mMoGiuHi peakii, o BUHUKIH MTicIs
nodarky nikysanus (TEAE), wo npussenn 1o NPHUITHHEHHS
0CTiIKEHHS, Jlabopatopwi aHamizm, MOKA3HHKH
PKUTTENIANBHOCTI, MoRiTopunr EKT, EKT" i3 12 BixseneHs,
exokapaiorpadis, BrIIOHAHOYH OBJILL, Ta 3miHm Bin
BUXiZHOTO PiBHA (AKIIO 3aCTOCOBHO) OyoyTs ommcani 3a
rpynami. IHii 3MisHi Ge3nexs 6ymayTh onucaHi aHaNoriYHIM
HIHOM i nepepaxoBaHi 3a cy6'ekTamu.

IMmyHOreHHicTS:

Hactuna 1 10 nocsimkeHHs:;

[P ta Hefitpanisytoui anturina Gyayts onwcani Ta
rnepepaxoBaHi 3a rpynaMy OKpeMo.

YacTuna 2 10 OCHIKEHHS:

[losutueni mokazuuku TP Ta HeliTpanmizyroumx aHTuTIN
OyIyTh n1iApaxoBaHi, ONHCaHi Ta MepepaxoBaHi 3a rpynaMu.

19. lemorpadiuni nokaskuku mocnimkysaHoi
NOMyNALIT (cTaTh, Bik, paca, TOIIO)

JluB. daiin nemorpadiunnx nanux y momyni 5.3.3.1

20. PesyneTath epekTHBHOCTI

YacTuna |

Cepente 3uavenna = SD AUCiy cranosuwio 4940+819,6,
13760+254,4, 23760+2834 ta 41070+9494 mkr.rom/mn ans
rpyn 2 wr/kr, 4 mr/kr, 6 Mr/kr Ta 8 MI/Kr BiAnoBimHO,
BIANOBiAHE cepelHe reoMeTpuune 3HaueHHs (CV%)
cranoBuyio 4896 wmxr.roa/mn (16,3%), 13760 MKr.roa/mn
(1,8%), 23650 mxr.rommn (12,4%) ta 40400 Mkr.roa/mn
(22,2%) signosigHo. 36inbwenns AUCi BHIBMIOCH
OinbLInM, Hi’k nponopuiitHe 103i.

CepenHi 3HAYEHHA BTOPHHHHX KiHLEBHX TOYOK AUC s,
AUCu, Cmax Ta tyz 3pocTanu 3i 36i7bIeHHM 03U, TOOI AK
Tmax Ta V; Oynu nonibuumu y 4 rpynax nikysanns., Kpim
TOTO, KIiPEHC 3MEHLIYBABCA 31 36iNBIIEHHIM 1030,

YacTuHa 2

B wactuHi 2 uboro nociimKeHHs MaiM Ha MeTi MOPiBHATH
(hapmakokineTHyni npodini 6 mr/kr HLX02, T'epuentuny
BupodHuurea CUIA Ta TepuentHHy  BHpOGHHITBA
HimMeuynnu. JIns 1b0ro mopisBHIOBaNHM CHCTEMHI eKCMO3HL|
NOCIIKYBAHOrO  Ta  pe(epeHTHOro  mnpenapatis  y
napaneJbHUX IpyTax 340POBUX A00POBOJIBIIB, KOMKHA 3 IKUX
OTPHUMYBalla OJHOPa3oBY 103y 6 MI/KI OXHOTO 3 TpLOX
npenapatie. AHaliTHYHI aaHi, oTpuMani s 109 cy6'exris,
SIKI  3aBEPIIMIM  JIOCTIMKEHHs, Oyiu JOCTYNHI s
cratucTHyHOro @K awnanisy:

- Ha OCHOBI HeKOpPHroBaHMX AaHMX NPO KOHLEHTPALiO B
nnasmi - kpoei aBoetanHe cepeiHe 3HayeHHA AUCis
HLX02/Tepuentuny BupoGHuuTBa HiMeYuMHM CTaHOBMIO
0,855 3 90% JII Bin 0,803 o 0,911; Ha OCHOBI CKOPUrOBaHUX
[I@aHUX NP0 KOHLEHTPALIIFO B M1a3Mi KPOBi IBOETANHE cepeHe
sHadenHs  AUGC;,y HLXO02/Tepuentuny BHPOOHHUIITBA
Himeuaunn cranosuio 0,914, 3 90% JI1 Big 0,858 no 0,973.

- Ha OCHOBi HeKOpHroBaHMX NaHHX MPO KOHLEHTpALiK B
CHpOBaTLi KpoBi, ABOeTanHe cepeane 3Ha4eHHA AUCr wis
HLX02/repuentuny BupoOHuuTBa CILIA cranosmmno 0,882 3

90% Al Bin 0,827 1o 0,940; Ha OCHOBI CKOPHUrOBAHMX NAHNX
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PO KOHLEHTPAII0 B Ta3Mi KpoBi, IBOeTamHe CepelIHe
sHaueHHs AUCiy mns HLX02/Tepuentuny BHpoGHMITBa
CLLUA cranoBuno 3 90% JII Bin 0,891 no 1,013,

- Ha ocHOBi HekopuroBaHmx mammx NPO KOHILEHTpALiio B
niasMi KpoBi nBoeranHe cepenHe 3HaueHns AUCis s
["epuentiny BupoGHuuTBa CLLIA/T €pLEeNnTHHY BHPOOHHULUTBA
Himeuannu cranosuno 0,970 3 90% JT1 pix 0,910 no 1,035; Ha
OCHOBI CKOPMIOBaHHX NaHWX MPO KOHUEHTPAL{O B Muasmi
KpoBi ABoeTanHe cepente 3uadeHHs AUC iy as lepuentuny
BrpobHnuTEa CIITA/Tepuentuny Bupo6uumTea HiMeudynmu
cranoBuio 0,962 3 90% I i 0,902 o 1,025,

21. Pesynbratu Gesnexu

Yacrina |

[lin wac | wacTuum mocnimkeHHs Bei no3u B 4 rpynax
JIIKYBaHHs nepeHocuincs nobpe. 3aramom y 8 cy0@'exris
crioctepiranicsa Hebakani noGiumi peakuii, wo BHHHKIM
mmicis noyatky nikysanus (TEAE). V wectu namienTis (50%)
criocrepiranucs HebGaxkaHi nmo6iyHi peakuii, mo BHHHKIH
micis  mowatky JsiikysaHHs (TEAE), nerkoro CTYTIEHS
TSOKKOCTI 3aranom, moHaliMeHmme 1 HeGaxana To6iuHa
Peakuis, 110 BUHUKNA THCHA MOYATKY JiKyBaHHS (TEAE)
MOMIpHOro cTyneHs TskkocTi i Gyna sapeecTpoBana Vi 2
mauientis (16,7%). XKoxen nauienT He npuniHUB niKyBaHHA
v HacTuni 1 uepes I1P. He nosizomassocs mpo cepiiosni
Henepenbauysani IIP, CIIP a6o neranbHi BHOALKM.
Haiinomupeniwi HeGaxani noGiumi peakwuii, mo BHHHKIH
micas nmouarky nikysanHs (TEAE), Gynu B Jlocmimkenni
Knacy cHcrem opradHiB (SOC), szaranom 6 BHNAgkis.
Tosinomnsnocs mpo tpu TP, MmO CTAHOBIATH OCOGMHBMI
inTepec: [lunarauis UUTYHOUKIB, 3HMKeHHS (pakLii BUKHIY
Ta Jlunatalis j1iBoro nepeacepas.

YacTuHa 2

Y Ipyriit yacTuHi nocnimkenns 3 MeToau MiKyBaHHA nobpe
NEPEHOCHIIUCA MalliEHTaMH,

. Y Beix 3 rpynax sikyanHs y 86 nauientis (77,5%)
BUHUKNO 3araiom 283 [1P/276 nebGaxkanux noGiuHuUX peakmii,
10 BUHUKIM micns novatky JikyanHs (TEAE). 3 uux y 28
nauieHTis (75,7%) y rtpyni HLXO02 sunukno 94 TIP/94
HeOaKaHHX MOOIYHMX peaKiii, MO BHHUKIN TS NoyaTky
nikysanus (TEAE), y 32 mnauientis (86,5%) y rpymi
I'epuentuny (CLLIA) - 107 I1P/103 Hebaxkanux moGiunmx
peaxiii, o BUHUKN micns novarky nikysanus (TEAE), y 26
nauientis (70,3%) y rpyni Cepuentuny (Himeuunna) - 82
[1P/79 HebGaxanux MOGIYHHUX peakuii, 10 BHHHKIM micns
noyatky nikyeauus (TEAE).

. VY 3araneHuX 3 rpynax JlikyBaHHS HaHuacTiure
TMOBiZOMIIAIIOCS MPO HebaskaHi noGiuni peakiil, o BUHUKIH
nicna nouatky nikysanus (TEAE) 3a kmacamm cucTem
opratis (SOC) cepen: Jlocmimkens, 3araistux po3namis Ta
cTaHiB B Micui BBeneHHs, LLITyHKOBO-KHUIKOBHX pO3NaiB,
Kaprianehux posmapie ta Ilopywens 3 Goky wmkipu Ta
migwkipHoi wiitkoBuhu, Y rpymi HLX02 Haifuactime
[IOBiIOMJIAIOCA TIPO HeGaskani mobiuHi peakwil, 10 BHHAKIH
micis nowatky JikyanHs (TEAE) 3a khmacaMu cucrtem
oprais (SOC) cepen : locnimkens Ta LLITyHKOBO-KHILKOBHX
posnanie; y rpymi lepuentuHy — aMepHKaHCLKOTrO
BUPOOHMUTBA HaifuacTille moBiZomisnocs mpo HeBakawi
noGiuHi peakuil, WO BUHHUKIH MiCAs MOYaTKy JiKyBaHHS
(TEAE) 3a knacamu cucrem opradis (SOC) cepen
Hocniprens, 11yHKOBO-KHIIKOBUX pO3iafiB, 3araJbHuX
pO3/afiB Ta cTaHiB y Micui BBeIeHHs; y rpymi Tepuentuny
HIMELBKOro BUPOOHHLITBA, HAHUACTIIIE MOBIIOMIATOC PO
HeOakaHi MoOiuHi peaxuii, IO BUHMKIM TMicas movaTky
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nikysauns (TEAE) 3a kmacamu cuctem opranis (SOC) cepen:
Jlocnimkens, Kapriansuux po3niajiiB, 3araJbHUX po3Najis Ta
CTaHiB y Micui BBeIeHHA, NOpyuleHb 3 Ooky wkipn Ta
MiAWKIPHOT KITITKOBHHM;

. [Mosutnehux pesynsraris [IP He criocrepiranocs B
PKOZHIH rpymi JlikyBaHHs,

22. BHCHOBOK (3aK/mi0ueHHs) Ockinbku 90% I ans Heckopurosasoi Ta CKOpHroBaHo
AUCinf 3HaXONATECA B MekKax MOMEPEIHbO BU3HAYEHUX MEX
GioexpiBanentHocti Big 0,8 1o 1,25, moxkna 3pobuTn
BHCHOBOK, 10 BCi Tpy mpenapaTy (1ocnimkyBaHuil Ta aBa
pedepenTHi) € GioekriraneHTHUMHY,

HLX02 nokasas mnopiBHsmuuit npodins Gesmeku 3
[epuentiuHom AMEPHUKaHCLKOTO BUPOOHHIITEA Ta
lepuenturom HIMELBKOTo BUPOGHHIITBA oes
HemepenbayeHnX  modil, WO  crocyloThes  Gesmexn
TiKapchLKOro 3acofy.

3aABHUK (BJIACHHK
[peecTpauiiHoro nocsixueHHs) nionuc/
wmamn: Axrxopd Xenckea CJLY., N.L.F. B-65112030/

[Kapno Asiso (Carles Avino)
: Crapiumii kepiBHHK Binainy perynaropuux nutans €C
\ B Akkopa Xenckea C.JLV.

{Hopsdor donosneno nosum Jooamrom 30 seiono 3 Haxazom Minicmepcemea oxoponu 300po6's
Vipainu Ne 1528 6i0 27.06.2019}
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Annex 30

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

Clinical study report No. HLX02-BC01 Ne2

1. Name of medicinal product
(registration certificate N2, if available

ZERCEPAC
powder for concentrate for solution for infusion,
150 mg

2. Applicant

Accord Healthcare S.L.U., Spain

3. Manufacturer

Shanghai Henlius Biopharmaceutical Co., Ltd.,
China — manufacturing, primary, secondary
packing, quality control;

Intas Pharmaceuticals Limited, India -
manufacturing, primary, secondary packing,
quality control;

Accord Healthcare Limited, United Kingdom -
secondary packing;

Synoptis Industrial Sp. z 0.0., Poland - secondary
nacking;

KYMOS, S.L., Spain - quality control;

Accord Healthcare Polska Sp. z 0.0. Magazyn
Importera, Poland - batch release.

4. Studies conducted:

Yes no if no, please justify

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

Similar biological medicine to Herceptin
(Trastuzumab)

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

Double-blind, Randomized, Multicenter, Phase |1l
Clinical Study to Compare the Efficacy and to
Evaluate the Safety and Immunogenicity of
Trastuzumab Biosimilar HLX02 and EU-sourced
Herceptin® in Previously Untreated HER2-
Overexpressing Metastatic Breast Cancer

6. Phase of clinical trial

7. Period of clinical trial

from _11.11. 2016 till 27.11.2018

Woerld Trade Canter
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8. Countries, where clinical trial has
been conducted

A total of 89 study centers in 4 countries (China,
Poland, Ukraine and Philippines).

endpoints of clinical trial

9. Number of trial subjects planned: 608
actual: 649
10. Objective and secondary Primary:

To compare the efficacy of HLX02 versus EU-
sourced Herceptin in combination with docetaxel
using overall response rate (ORR) up to Week 24
(ORR24) after up to 8 cycles of treatment to
demonstrate clinical bioequivalence,

Secondary:

To evaluate the safety, tolerability, and
immuncgenicity of HLLX02 and EU-sourced
Herceptin given in combination with docetaxel.

" To compare the efficacy of HLX02 versus EU-

sourced Herceptin in combination with docetaxel,
in terms of duration of response (DoR), clinical
benefit rate (CBR), disease control rate (DCR),
progression-free survival (PFS) up to 12 months,
and overall survival (0S) at 12, 24, and 36 months.
* To measure the exposure to trastuzumab
following HLX02 or EU-sourced Herceptin.

Exploratory:
* Exploratory population pharmacokinetic (PopPK)
analysis,

11. Clinical trial design

Double-blind randomised parallel

12. Main inclusion criteria

Patients were eligible for inclusion into the study
if they met each of the following criteria:

1. Voluntarily agreed to participate and given
written informed consent,

2. Male or female 218 years of age on day of
signing the ICF.

3. Histologically or cytologically confirmed
adenocarcinoma of the breast.

4. Recurrent disease not amenable to curative
surgery or radiation therapy, or metastatic
disease with an indication for a taxane-
containing therapy.

5. Availability of formalin-fixed paraffin-
embedded (FFPE) tissue block from the primary
tumor, or a metastatic lesion, to confirm HER2-
positivity by the central laboratory.

If not possible, a fresh biopsy was required.

6. No prior systemic anticancer agent such as
chemotherapy, biological or targeted agent for
metastatic disease with the exception of

hormonal therapy, which had been stopped at

World Trade Center gIAHQ d‘s Q
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least 2 weeks before randomization. Use of
herbal remedies or traditional Chinese medicines
for anticancer, hematologic or liver function, or
anti-infective treatment had been stopped at the
time of the ICF signature (at least 2 weeks before
randomization).
7. For patients with recurrent disease, prior neo-
/adjuvant therapy containing trastuzumab and/or
lapatinib had been stopped at least 12 months
before the diagnosis of recurrent
(local or metastatic) disease (ie, a disease-free
interval of 212 months). Any hormonal therapy
had been stopped at the time of the ICF signature
(at least 2 weeks before randomization).
8. Measurable disease
9. Eastern Cooperative Oncology Group (ECOG)
performance status (PS) of 0 to 1.
10. Left ventricular ejection fraction (LVEF) within
institutional range of normal at baseline (within
42 days before randomization) as determined by
either electrocardiogram (ECHO) or multigated
acquisition (MUGA) scan.
11. Adequate hematologic, hepatic and renal
function as indicated by the following laboratory
values:
I Absolute neutrophil count (ANC) 21,500/mL
without granulocyte-colony stimulating factor (G-
CSF) or other medical support

Platelets 2100,000/mL

Hemoglobin =9 g/dL without transfusion or
other medical support within 14 days

Serum creatinine <1.5 x upper limit of normal
(ULN) and creatinine clearance rate 250 mL/min,
calculated according to Cockroft-Gault formula
(Note: if the calculated creatinine clearance was
<50 mL/min, a 24-hour creatinine clearance test
might have been requested by the Principal
Investigator for confirmation. Patients with a 24-
hour creatinine clearance <50 mL/min were
excluded)
Serum total bilirubin =1.5 x ULN (unless the
patient had documented Gilbert's syndrome)
without any medical support within 14 days
B Serum aspartate aminotransferase/glutamic-
oxaloacetic transaminase (AST/SGOT) or serum
alanine  aminotransferase/glutamate-pyruvate
ransaminase (ALT/SGPT) <2.5 x ULN (s5 x ULN
in the case of liver metastases) provided alkaline
phosphatase (ALK) was =2.5 x ULN. In the case
of bone metastasis, serum ALK was >2.5 x ULN if
AST and ALT were =1.5 x ULN without any
medical support within 14 days
® International normalized ratio (INR), and
activated partial prothrombin time (aPTT) or
partial prothrombin time (PTT) =1.5 x ULN.
12. Estimated life expectancy =3 months.
13. Female patients were eligible to enter and
participate in the study if they were of;

World Trade Center
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? Non-childbearing potential, including any
emale who:

-Had had a hysterectomy

-Had  had a bilateral oophorectomy
(ovariectomy)

-Had had a bilateral tubal ligation

‘Was postmenopausal (total cessation of
menses for 21 year)

Child-bearing potential, had a negative serum
pregnancy test at Screening, were not breast
feeding, and used highly-effective or acceptable
contraceptive measures before study entry and
throughout the study until 7 months after the last
investigational/comparator product
administration.

14. Male patients with partners of child-bearing
potential were eligible to enter and participate in
the study if they, and their female partners, were
willing to use highlyeffective

Or acceptable contraceptive measures before
study entry and throughout the study until 7
months after the last investigational/comparator
product administration.

13. Investigational medicinal product,
mode of administration and strength

Test Product: Investigational product HLX02
(proposed biosimilar to trastuzumab 150 mg)

Dose and Mode of administration: 8 mg/kg
administered intravenously over 90 minutes as a
loading dose on Day 1, Cycle 1, then 6 mg/kg
every 3 weeks for subsequent cycles.

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

Reference Product: comparator product EU-
sourced Herceptin (trastuzumab 150 mg)

Dose and Mode of Administration: 8 mg/kg
administered intravenously over 90 minutes as a
loading dose on Day 1, Cycle 1, then 6 ma/kg
every 3 weeks for subsequent cycles.

15. Concomitant therapy

All concomitant medications including herbal
remedies and traditional Chinese medicines were
recorded on the eCRF as required,

16. Criteria for evaluation efficacy

Primary Efficacy Endpoint:

" ORR24, calculated as the proportion of patients
with a best response of complete response (CR)
or partial response (PR) from first assessment up
to Week 24 (after up to 8 cycles of treatment)
according to RECIST 1.1, The response did not
need to be confirmed. Overall tumor response
was assessed by blinded, independent CIR
according to RECIST 1.1

Secondary Efficacy Endpoints:
* ORR at Weeks 6, 12, 18, and 24
* DoR, defined as the time from first

documentation of CR or PR to the first

Moall de Barcelons, s/n, Edificio Este, 62 planta 08039 Barcelona, Espafia T:+34 933 010 064 F: +34 933311;%@:3@&#1];1 HAJI O M
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documentation of progression. After Week 24,
assessments were made by the Principal
Investigator

* DCR, defined as the proportion of patients who
achieved CR, PR, or stable disease (SD) of at least
12 weeks

* CBR, defined as the proportion of patients who
achieved CR, PR, or durable SD (SD >24 weeks)

* PFS up to 12 months, defined as the probability
of being alive without documented progression
up to 12 months after randomization, calculated
using the Kaplan-Meier method

+ 0S at 12, 24, and 36 months, defined as the
probability of being alive 12, 24, and 36 months
after randomization, calculated using the Kaplan-
Meier method

17. Criteria for evaluation safety

Safety and tolerability of HLX02 or EU-sourced
Herceptin  and docetaxel were assessed
throughout the study by the incidence, severity
and causality of serious adverse events (SAEs),

adverse events (AEs) and adverse events of
special interest (AESI), coded to preferred term
and system organ class (SOC) using the Medical
Dictionary for Regulatory Activities and graded
according to the National Cancer Institute’s
Common Terminology Criteria for Adverse
Events version 4.03 (NCI-CTCAE v4.03). Patients
were monitored by physical examination, vital
signs, electrocardiogram (ECG), and laboratory
tests classified for severity using NCI-CTCAE
\v4.03. Cardiac function was evaluated by ECHO
or MUGA scan using the same method
throughout the entire study period.

18. Statistical methods

As per study protocol, the first interim analysis
(interim analysis ) was performed after the
primary efficacy data (ORR up to Week 24) were
available for all patients. The

second interim analysis was performed after all
efficacy data, as well as PK,
safety/immunogenicity and survival data, up to
12 months were available for all patients. The
final analysis was performed after the OS data for
24 and 36 months were available for all patients.
This clinical study report (CSR) reports the results
of the final analysis in which efficacy data, as well
as PK, safety/immunogenicity, and survival data,
up to 36 months were analysed and summarized.

Efficacy:

Primary Efficacy Analysis:

The primary endpoint was ORR24. Equivalence
was to be concluded in case the 95% confidence
interval (CI) of the difference in ORR24 fell

completely within the predefined margin [-0.1350,

Woarld Trade Canter
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0.1350]. The estimated risk difference in ORR |
(HLX02/ EU-sourced Herceptin) between the 2
treatment groups and the corresponding 95% C|
were calculated using a Chi-squared test.

For sensitivity analysis of ORR24, the adjusted
risk difference in ORR (HLX02/ EU-sourced
Herceptin) between the 2 treatment groups was
calculated using a stratified Cochran-Mantel-
Haenszel (CMH) test and 95% Wald Cls were
presented.

Secondary Efficacy Analysis:

The secondary efficacy variables included DoR,
CBR, PFS, DCR, and 0s, Secondary efficacy
analyses also included the ORR analyses other
than that belong to the primary efficacy endpoint.
Overall objective response at Weeks 6,12,18 and
24 by CIR were analyzed in a similar way to that
of the primary endpoint.

L OIE Brsiiongs

Wi

Flna R g

The estimate of the standard error was computed
using Greenwood's formula. A Cox model was
used to compare the hazard ratio (HR), The point
estimates and 2-sided 95% Cls of the HR were
reported. Subgroup analyses were conducted in
PFS and 0S analyses with subgrouping factors
being ethnicity, race, and analysis set.

lownas 447

Safety:

All outputs for safety outcomes were based on
the SAS, Safety endpoints included AEs,
laboratory results, hematology serum chemistry
panel and coagulation urinalysis (including
Pregnancy test) vital signs (blood pressure, pulse,
= respiratory rate, and temperature), weight, ECG,
physical examination, and LVEF and ECOG Ps.
Descriptive statistics was used to present SAEs,
AEs and AESI and other safety variables, Unless
otherwise specified, the safety summary tables
only inclued "on-treatment" events/assessment,
i.e., those collected on or after the first date of
study treatment and collected no later than 30
(+2) days after the date of last treatment
administration.

1ol KB Bateed oas

1 Hoalthy, g

Pharmacokinetics and Immunogenicity Analysis:
Trastuzumab concentrations in serum were
summarized descriptively by study population,
treatment, and scheduled collection time,
Exposure to trastuzumab was further evaluated
with respect to ethnicity, race, and baseline levels
of SHED antigen,

To evaluate whether ADA formation affected
exposure, the concentration summaries were
further stratified by overall ADA formation and
NADA  status. The differences in serum
concentrations between the 2 treatment groups

World Trade Center HFI,HHO 3 OPHFIHA]}OM
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at scheduled time points were analyzed using an
analysis of variance model to evaluate PK
equivalence. Immunogenicity analysis was based
on the SAS. The summary for number and
percent of patients for ADA or NADA at the
scheduled post-dose assessment as well as
overall ADA results were presented by treatment
group.

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

20. Efficacy results

in the overall population, after up to 24 weeks
treatment, the proportions of patients with a best
overall response {BOR) of CR assessed by CIR
based on the ITT set were 17/324 (5.2%) in the
HLXO02 treatment group versus 12/325 (3.7%) in
the Herceptin treatment grou p. Similar proportion
of patients in both groups had BOR of PR; 214
{66.0%) patients in HLX02 treatment group and
220 (67.7%) patients in Herceptin treatment
group. The efficacy of the primary endpoint, ORR
up to Week 24 (ORR24) was similar for HLX02
and Herceptin (71.3% versus 71.4%) with no
statistical difference observed between the 2
treatment groups (p=0.983),

The risk difference in ORR between 2 treatment
groups  was-0.1% (95% CI: -7.0%, 6.9%),
Treatment equivalence was concluded as the 2-
sided 95% Cl of the difference was completely
contained  within  predefined  equivalence
boundaries [-0.1350; 0,1350),

No notable treatment difference was observed
between the Asian and non-Asian, and Chinese
and non-Chinese populations. Therapeutic
quivalence of HLX02 and

Herceptin was statistically supported by the
primary efficacy results of the ITT (p=0.983, risk
difference in ORR= -0.1 %) as well as the PP
population (p=0. 727, risk difference in ORR=1
.0%). The results of ORR24 assessed by CIR and
by Investigator were similar.

Sensitivity analyses of BOR performed in the
tested subgroups also showed similar results
with primary efficacy analysis that supported the
conclusion of therapeutic equivalence.

21, Safety results

In overall and in each treatment group, 98.8% of
the patients reported at least 1 AE and treatment
emergent adverse event (TEAE); similar number
of AEs and TEAEs were reported between the
HLX02 and Herceptin groups. Similar incidence
of AEs was noted for total Asian (99.0%) and non-
Asian (98.0%) populations. The 2 treatment
groups  within the Asian and non-Asian
populations had similar incidence of the AEs.
Overall, for both treatment groups, the most

Moll de Barcelona, s/n, Edificio Este, 62 planta 08039 Barcelona, Espafia T:+34 933 010 064 F: +34 93318
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ommonly reported SOCs for TEAEs were
investigations, skin and subcutaneous tissue
disorders, and blood and lymphatic system
disorders.

22. Conclusion (summary)

Among patients with previously untreated HER?
OVer expressing metastatic breast cancer, the
use of HLX02 compared with Herceptin (both
Fjrugs given along with docetaxel) resulted in an
d

quivalent ORR, after up to 24 weeks treatment,
emonstrating the ~herapeutic equivalence of
HLX02 and Herceptin. Both treatment groups
showed comparable long-term survival data and
event-free rate up to 36 months. The efficacy,
safety, and PK profiles of HLX02 and Herceptin
were similar of this report,

Applicant (registration certificate
holder)

Carles Avifg

Senior Head RA EU Accord Healthcare S.L.U,

{Procedure amended by new anne
27.06.2019 }
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Eo lopsnky nposenenns CKCIIEPTH3H [
peecTpauiifiHux Matepianis Ha |

ikapcbKi 3aco6H, 10 NONAIOTECS Ha [
FIE})}KaBHy peecTpauiio
(nepepeectpaliiio), a Takox
CKCMEPTH3N MaTepiasiB Mpo BHeCEeHHs
BMiH [I0 peecTpalifHmux Marepiajis
TNPOTATOM Aii peectpauiiinoro
MOCBiYeHHs

(myHKT 4 posaimy IV)

3BiT n1po Kiniune BunpoOysanust Ne HLX02-BC01 Ne2

3EPLIENAK

1. Ha3Ba nikapcbkoro 3aco0y (3a HasBHOCTI - ; P
TMOPOUIOK IS KOHUEHTPATY /1S PO3uuHY st indys3id, 150 mr

HOMEP peecTpauifHoro nocsituenHs)

2. 3asaBHUK Axkopa Xenckea C.JLY., Icnanis

3. BupoGHuk Lanxaii Xenniyc Biodapmacsioikan Ko., JItn., Kurait -
BUPOGHHUTBO Jlikapchkoro 3acofy, NEPBHHHE, BTOPHHHE
MaKyBaHH, KOHTPOJIb AKOCTI;

Axkopn Xenckea Jlimiten, Benuka BpuTtanis — BropunHe
MaKyBaHHS;

CunonTus Inpactpian C. 3 0.0., [Tonbia — BTOPHUHHE
[aKyBaHH,

KIMOC, C.J1., IenaHis — KoHTpoIb siKoCTi;

Akkopa Xenckea IMoncka Cr. 3 0.0. Cknan ImmopTepa,
[lonsiua — BignosinaneHui 3a BHITYCK cepil.

4. TpoBeneni nocnimxeHns: TAK_ Hi  AKIIO Hi, o6rpyHTYBaTH
1) tvn nikapebkoro 3acofy, 3a skumM [Toni6Huii Gionoriunuii nikapcbkuii 3aci6 (6iocuminsap)

NMpOBOIHNAcs abo TIIaHYEThCA PeecTparis

5. IToBHa Ha3Ba kIiHiyHOTO BunpoGysanns,  [[Toasiiike crime, paHIoMi3oBaHe, GaraToleHTpOBe, KIiHiuHe
KOIOBaHWH HOMEp KTiHIYHOro BUNpoGyBanHs |nocmimkenns 111 (hasu s nopiBHAHHA eeKTHBHOCTI, OLiHKY
Ge3nexu Ta iMyHoreHHOCTI TpacTysymaly, Gionoriuno
noni6Horo 1o HLX02, ta npenapaty Iepuentnu®
EBPOMEHCHKOr0 MOXOKEHHs Y NALIEHTIB, IO paHilue He
OTPUMYBAJIH JIiKyBaHHS MPH METACTATHYHOMY PaKy MOJIOYHOT
3aJ1031 3 rinepekcnpeciero HER2

6. Paza KTiHIYHOrO BUMPOOYBaHHS 3
7. Ilepion mpoBepeHHA KniHigHOTO 3 _11.11.2016 n0 27.11.2018
BUIPOOYBaHHA
8. Kpainu, ne nporoaunocs kiinivne 3aranom 89 HaBuanbHUX LUeHTPIB y 4 kpainax (Kuraii,
BUMPOOYBaHHs [onbwa, Ykpaina ta Qininminm).
9. KinbkicTs nocnimxysanux 3annaHoBaHa: 608
thakTHuHA: 649
10. MeTa Ta BTOpHHHI Uini KninivHOrO [TepBuHHi:
BHIIPOOYBaHHA [MopiBHsTH eexTnBHICTH Mpenmapary HLX02 3 repUenTHHOM

EBPOMEHCLKOr0 NOXO/KEHHSA B KOMBiHALIT 3 JIOLIETAKCEJIOM,
BHKOPHCTOBYIOUH 3arajbHy yacToTy Bixnosiai (3UB) go 24-ro
TixHA (3UB24) nicis 1o 8 umknis nikyBasHs, Wwo6
NPOAEMOHCTPYBATH KIIIHIYHY Gi0€KBiBANEHTHICT.

BTropuuni:

OuinuTy Gesnexy, nepeHOCHMICTE Ta imyHoreHHicTe HLX02
Ta FEPUENTHHY EBPOTEHCLKOTO NMOXOMKEHHS B KOMGIHALIT 3
IOLIETAKCEIOM.,

%w GCC e d cz;zce%@ % 1




* ITopiBuaTH edekTHBHICTH npenapaty HLX02 3 repuentinom
EBPOMEHCHKOr0 NOXOWKEHHA B KOMGIHALLT 3 ToLeTakce oM 3a
MoKasHWkaM# TpuBanocti gianosiai (DoR), koeditientom
KJ1iHiYHOT KopucTi (CBR), KoepiuieHToM KoHTpOITIO
3axBoprosanHa (DCR), BixuBaHocT! Ge3 [porpecyBaHHA
(PFS) 1o 12 micauiB ta 3aransnoi BiKHBaHOCT (OS) uepes
12, 24 T1a 36 Micsuis.

* Jlnst BUMIpIOBaHHS eKCro3uILT TpacTysymady micng HLX02
a00 repUenTHHy €BPOMENHCHKOr0 MOXO/KEHHS.
Jlocainunubki:

* Mocnminnnupkiit nomynsuilnuit papmakokiseTHa I anaiz
(PopPK).

11. Tnsaiin kniniunoro sunpoGysanus

[loagiline cine pannomizosane napajesibHe BUPoOYBaHHS

12. OcHOBHI KpuTepii BKIIOUEHHS

Jlo yuacti y BunpoGysanmi AONYCKANHUCA TaLliEHTH, SKi
BIAMOBINANIH KOXKHOMY 3 HacCTYIHHX KPHTepiiB:

1. JloOpoBinbHO noroaunucs Ha yuacTs Ta Hamamm THCEMOBY
iH(opMOBaHy 3romy.

2. Honosik a6o xinka >18 pokis Ha geHs niamucanns MK®,
3. Ticromoriuso  a6o  wuronorivmHo niATBepPIKEHA
ACHOKApPLIHHOMA MOJIOYHOT 3aJI03H.

4. Peunansyroue 3aXBOPHOBAHHA, W10 HE MiIIaeTbCH
XipypriuHomy mikysanHio aGo npoMeHesiii Tepamii, abo
METACTATHYHE  3aXBOPHOBAHHA 3  [OKa3aHHAMH [0
TAKCAHOBMICHOT Teparii.

5. HassnicTe 3adikcoBaHoro y dopmanini Ta 3anuroro B
napacin (FFPE) 3paska Tkannuu 3 nepsunHoi MyXJUHK abo
METACTATHYHOrO YpakeHHA mna mniaTBepmxeHHss HER2-
MOSUTHBHOTO PE3ybTaTy LEHTPANLHOI Tadopartopiero.
AKIO e HeMOXTHBO, TO HeobXimHo Gymo MPOBECTH
MoBTOpHY Giomnciio.

6. He npoxommwmu nomepenHe cHCTEMHE MPOTHITYXTHHHE
TTiKYBaHHsA, Take AK XiMioTepanis, Gionoriuxi aGo TapreTHi
NpenapaTh 1is JIiKyBaHHs METAaCTATHYHOIO 3aXBOPIOBAHHS,
33 BHHATKOM FOPMOH&ILHOT Tepanii, aky Gyn0 MpHMMHEHO
oHaliMeHe 3a 2 TWKHI 10 panmomisauiil. 3actocyBaHHs
(biTonpenapatie ado TpaaMUIHHMX KHUTaHCHKUX JKApCBKHX
3aCO0IB U1 MPOTHITYXTHHHOTO, FeMATONIOTYHOrO JIKYBaHHA,
TiKYBaHHA 1A NOMIMWEHHA  (YHKWT mediHk#  aGo
npotuindeKuiiite TiKyBaHHA Ha MOMEHT mignucanus MK®
Oyno  npunuHeHo (woHaliMeHme 3a 2 THKHI 10
panaoMizauii).

7. Y NALIEHTIB 3 PELMIMBOM 3aXBOPIOBAHHS NIOMEPEHs HEO-
/an'loBanTHa Tepamis TpacTysymaGoM Ta/abo namaTHHiGom
Oyna npunuHena moHaliMenme 3a 12 MicauiB 10
BCTAHOBJICHHA  MiarHosy peuuauBy  (MicueBoro  ao
METaCTaTHYHOT0) 3aXBOPIOBaHHA (TOOTO iHTepBanm Ge3
3AXBOPIOBAaHHS  CTAHOBHB  >12  mMicauis).  Byme-aka
rOpMOHANbHA Tepamida Oyna mNpHIIMHEHa HA MOMEHT
manucands MK®  (wowalivenme 3a 2 Tmkmi 10
paHaoMizaLii).

8. 3aXBOpIOBAHHA, SIKEe MOKHA BU3HAYHTH

9. CxinHa koonepaTHBHa OHKONOTHa rpyna (ECOG) cTaryc
edexrurnocTi (PS) Bin 0 no 1.

10. ®pakuis BukHIy JiBOro UITYHOYKA (DBJIL) B Mexkax
IHCTUTYUIAHOTO JianazoHy HOpMH Ha BHXIIHOMY PpIBHI
(npotarom 42 nHiB D0 pangoMizauii) 3a  maHEMH
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enexktpokapaiorpamn  (EKI)  a6o MYJIBTHCITIPATLHOT
KOMI'IOTepHOT ToMorpadii (MCKT).

1. Bianosinna remaronoriuna, newinkosa Ta HHPKOBa
(yHKLiA, Mpo 1o cBigYaTh Taki J1abopaTopHi MOKA3HUKH:

* AGcomtoTHa Kinbkicts Helitpodinie (AKH) > 1 500/mn1 Ges
TPaHyIOLHTAapHO-KOIOHiECTHMY MOIoY0r0 daktopa (I-KCD)
@00 IHIIOT MEIMKAMEHTO3HOT M ATPUMYBATbHOT Teparmii

* TpomGommTi =100 000/mx

* TemornoGin >9 r/an 6es mnepennsamus abo iHwof
MEIHKAMEHTO3HOT miATpuMyBanbHOT Tepanii mpoTsrom 14
THIB

* Kpeatunin cuposatku kposi <1,5 x BEPXHs Meika HOPMH
(BMH) i wsnakicts kiipency KpeatuHiny >S50 wmu/xB,
pospaxosaHa 3a dopmynoro Kokpodra-Tonra (ITpumitka:
AKILO PO3paxoBaHuit KiipeHe KpeaTHHiHy 6y <50 Mu/xB, TO
TONOBHMI  BMKOHaBEUb IOCHIMKEHHA Mir  BHMAaraT
MPOBEACHHA 24-rOAMHHOTO TecTy KiipeHcy KpeaTHHIHY s
niaTBepmkeHns. IlauienT 3 24-roguHHuM KJTIipeHcoM
KpeaTuHiHy <50 mMui/xe Gyiiu BUKTIOUEH])

* 3araneHuii Ginipy6in cuposatku kposi <1,5 x BMH (KO
Yy natienTa He GyJI0 3a/10KyMEHTOBAHO cunapomy JKunsGepa)
Ge3 MemkameHTO3HOT NinTPHMKH npoTAroM 14 1HiB

. AcnapraramiHoTpaHchepasza/rny TaMiHOKCHITOLTOBA
[TpaHcamiHaza (ACT/TOT) abo
anaHiHaMiHOTpch¢epa3a/myTamaT-nipyBaTTpchdJepaaa
(AJIT/TTIT) y cuposatui kposi <2,5 x BMH (25 x BMH y
pa3i MeTacTasiB y TKAHWHI MeEYiHKH) 3a YMOBH, 110 JIyKHa
(poctataza (JI®) Gyna <2,5 x BMH, V pasi Meracrasis y
KICTKOBY TKaHWHY nyxkHa (ocharasa B CHPOBATLlI KpOBi
CTaHoBMJA >2,5 x BMH, sixmo ACT i AJIT 6ynu <1,5 x BMH
0e3 MeMKaMeHTO3HOT MiATPUMKH TpoTsirom 14 nuip.

* MikHapoase HopmanizoBawe BinHowewns (MHB) Ta
aKTHBOBaHMI HacTKOBHIH TpoMGonnacTuHoBH vac ( AUTY)
abo uacTkoBuit nporpoMGiHoBHit uac (IT4) <1,5 x BMH.

12. OQuikyBaHa TPUBANICTB KUTTS >3 MicALiB.

13. MauienTku Gymu nomymeni 1o ywacTi B OCIiIKeHHi,
AKLIO BOHH MaJlu:

* Henitopoanuit notenuian (tTo6to hisionoriuna HesmaTHiCTs
3aBariTHITH), BKmMoOualoun Oynb-sky ocoly kiHouwoi crarti,
qKa:

-TIEPEHECITH TiCTePeKTOMIID

-TIEPEHECTH IBOCTOPOHHIO 00(opeKkToMito (0BapiekToMii0)
-ABOCTOPOHHE NePeB'A3yBaHHs MATKOBHX Tpy®
-llepeGyBanu B  mnoct™MeHonaysi (moBHe NPUIMUHEHHA
MeHCTpyauiii nporarom >1 poky)

* PenposykTHBHUI 1OTeHLiaN, HeraTHBHKIA pe3yJibTaT TECTy
Ha BAariTHiCTh Ha CHpOBaTLi KpoBi mig uac CKPHHIHTY
(npoTsrom 7 nwie micns nepuioro npuiiomy JIOCITi IKYBaHOTO
Mpenapary/npenapary rnopiBHIHHS), He FOIyBalH FPYUTO Ta
3aCTOCOBYBANM BHCOKOe(EKTHBHI aG0 mnpuitHATHI 3acobu
KOHTpauenuii (He Momyckanucs nepopanbHi, iH'ekuiiini a6o
IMIUIAHTOBAaHi  rOPMOH&IBHI  MeTOmM) 10 BCTYNY B
IOCITiIKEHHA Ta BIPOIOBK NOCTiKeHHA 10 7 Micsuip micns
0CTAHHBOTO npuitomy AOCTIIKYBaHOTO
MpenapaTy/npenapary nopiBHAHHA,
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14. Tlauients  womosiwoi crari 3 MapTHepPKamMu
PEIPOYKTHBHOIO BiKy MOTJIH OpaTH yyacTs ¥ IOCHiTKeHHi,
AKIILO BOHH Ta IXHi MAPTHepKH BYIIM roTosi BHKOPHCTOBYBATH
BHCOKOe(ekTHBHI abo MpuitHATHI 3acoGH KOHTpauenmii 1o
MO4aTKy NOC/i/DKEHHS Ta [IPOTATOM YChOro A0CHLIKEHHS 10
7 MicALIB MicnA OCTAHHBOTO NPHHAOMY  IOCTTiZXKYBaHOTO
Npenapary/npenapary nopiBHAHHs.

13. locnimxkyBanuit fikapcbkuii 3aci6, crnoci6
3aCTOCYBAHHA, CHNa MIii

JlocnimkyBannii  npenapar: Hocrmimkysanuit  npemapar
HLX02 (zanpononosanuit Giocuminap 1o TpactyszymaGy 150
MI)

Jloza Tta cnoci6 3acrocyBaHHs: 8§ Mr/kr BBOIUTHCS
BHY TPiLLIHBOBEHHO NPOTATrOM 90 XBHJTHH AK
HABAHTAXKYBAbHA 11032 B 1-ii 1eHk 1-ro uukiTy, notiM 6 Mr/kr
KOXHI 3 THXKHI [POTATOM HACTYNHHX LMKIIB.

14. TIpenapat nopisusuHs, 1034, cnoci6
3aCTOCYBaHHs, CHNa aii

PedepenTruit npenapar: npenapar nopisustHHA [epuenTtiH
(Tpactysymab 150 Mr) eBponeiichbkoro noxomkeH s

Crioci® 3acrocyBaHHs Ta 1o3u: 8 Mr/kr BHYTPIIlIHBOBEHHO
npoTarom 90 XBHAMH AK HABAHTAXKYBAIbHA 1032 B |- JeHb
I-ro wukny, noriM 6 Mr/kr komHi 3 THKHI MPOTArOM
HACTYITHHX LIHKIIIB,

15. CynyTus Tepanis

Bei  cymytHi  nikm,  BkIrouaroun (itonpenapaty  Ta
TPanMUIHHY KuTalickky MeauuuHy, Oyau sarmcadi B eCRF
(enextponny dopmy 3BiTY mpo Bumamok 38XBOPIOBAHHA)
BiATOBI/IHO 10 BUMOT.

16. Kpurepii ouinku edexruBHoCTi

IlepBrHHa KiHIleBa TOUKA €DEKTUBHOCTI:

- 3UB24, mo pospaxoByeThcs #K 4YACTKA MALIEHTIB 3
HalKpaLlow BiANOBINMIO y BMMIALI MOBHOI BiamoBizi (CR)
abo dacTkoBoi Bimnosini (PR) Bin nepmoi ouinku 1o 24-ro
THAHS (TTiCas 10 8 UMKIIB NiKyBaHHS) 3rigHo 3 Kpurepiamu
OUIHKM BiIAMOBIZi MPH CONIHMX mMyX/IMHAX (RECIST) 1.1.
Binnoeine He motpeGysana MiATBEP/UKEHHS.,  3araibHy
BIIMOBIAL MyXJIHHH OLIHIOBANM 3a IOTNOMOrOIO crinoro,
HE3ANICKHOr0 3arabHOro KoediuieHTy 3axsoproanus (CIR)
BiAnoBinHoO 10 KpwTepiis ouinku Bignosini NpH  COJTITHUX
myxnuHax (RECIST) 1.1

BTOpUHHI KiHLEBi TOYKH epexTHBHOCTI:

* 3UB Ha 6-My, 12-My, 18-My Ta 24-My TIDKHSIX

* TpusanicTs Bianosini, Bu3HadeHa sk wac Bix mepiuoro
JIOKYMEHTYBAaHHA TIOBHOT BiAMOBiai abo yacTkoBoi Bigmosimi
J10 MEpIIoro A0KYMEHTYBAaHHs nporpecysanus, [licns 24-ro
TWKHS OLIHIOBAHHA MPOBOAMNOCA NPOBIIHEM CrELiaTicTOM
TOCTiKEHHS,

*Koediuient kouTpormo 3axsoprosanocti (DCR), BusHauenmii
AK YacTKa MaLieHTIB, SKi JOCATIH MOBHOI BimmoBixi (CR),
4acTkoBoi BimmoBini (PR) aGo craGinsHoro nepeoiry
3aXBOPIOBaHHs (SD) npoTsrom moHaiiMene 12 THKHIB

* Koediuient kniniunoi kopucti (CBR), Bu3Hauenmii sk
YACTKa MALE€HTIB, AKi DOCATIH MOBHO] BIAMOBIzl, yacTKoBOi
Bianosizni abo Tpusanoro nepediry 3axBoprosaHHa (SD) ( SD
>24 THKHIB).

* Buxkusanicte Ge3 nporpecysanns (PFS) mo 12 Micsllis,
BU3HAUEHa K HMOBIPHICTE TOro, IO MALiEHT 3AMHUIIUTLCS
KHBHM 0e3 3aI0KyMEHTOBAHOIO MPOrpecyBaHHs
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3aXBOPIOBaHHA 110 12  wmicswie  micng pannomizani,
[PO3paxoBaHa 3a MeTo10M Kannana-Meiicpa.
* 3arajbHa BHKUBaHiCTD (OS) uepes 12, 24 1a 36 MicsLiB,
BU3HAYeHA K HMOBipHicTh Toro, mwo namiexT 3AIAIIATBCS
KHBUM uepes 12, 24 ta 36 Micauip micng paHzoMizani,
[PO3paxoBaHa 3a MeTo10M Kannana-Meiiepa.

17. Kpuepii oinku Gesneku

besnexka Tta nepewocmmicts HLX02 abo repuentuHy Ta
AOLETAKCEy  €BPOMEHCHKOr0 IOXOMKEHHS  OLIHIOBANIHCS
MPOTATOM JOCIIIAKEHHS 3a YACTOTO, CTYIEHEM TSHKKOCTI Ta
MPUYHHHO-HACITIAKOBUM  3B'S3KOM CepHO3HNMX  MOBITHHX
peakuiii (SAE), nobivmmx peakuiii (AE) Ta mno6idanx
PeaKLiif, 10 CTAHOBIATL ocoGHBHIi inTepec (AESI), sxi
KONyBaJlUCS BIATMOBIAHO 10 Ga)aHOro TePMiHy Ta KJacis
cuctem i opranie (SOC) 3a jnomomoror Menuynoro
CIIOBHHKA 111 PEryIaTopHoT AisnpHoCT Ta Knacudikysanvcs
BTIIHO 3 3aranbHuMM TEPMIHOJIOTIYHUMH  KpUTEpisMu
no0iuHmX peakuiii HauionamsHoro iHcTUTYTY paky (National
Cancer Institute), Bepcin  4.03 (NCI-CTCAE v4.03),
[MauienTis  koHTpomoBanm 3a nomomorowo ¢isukansHoro
o0cTe)eHHS, KHTTEBO BAMKJIMBHX MOKA3HUKIB,
enekTpokapaiorpamn  (EKIY) ta nabopaTopHUX  TecTiB,
KIaCH(DIKOBAHNX 33 CTYNMEHEM THKKOCT] 3rinHo 3 NCI-
CTCAE v4.03. Cepueny (yHKUiKO oLiHIOBaTH 33 KOOMOTOO
ExoKT" a6o panionyxnizna BeHTpHKynorpadia (MUGA) 3
BHKOPHCTAHHSM O/IHOTO i TOTO 3 METOZy TMPOTATOM YChOTO
nepiomy nocninKenHs.

18. CratucTnyni Metoan

BinnoBinno  no POTOKOMY ~ MOCIHIKEHHS,  nepuni
MPOMBKHHI aHami3 (MpOMiskHuil ananis I) 6y nposenenmii
micis  Toro, sk Gyam OTpUMaHi NepBHHHI 1aHi npo
edextusHicTs (PUB 1o 24-ro THXKHS) 178 BCIX NaiieHTis.
Apyruit npomikHuil anani3 nposomMees micis TOro, K 1J1d
BCIX NauieHTiB Gy 10cTynHi Bei nawi momo eeKTHBHOCTI,
a TakoX gHaHi momo @K, Gesnekn/IMyHOreHHOCTI Ta
BIDKMBAHOCTI 10 12 micauis, 3axmounuii ananis OyB
MPOBENCHHI Micist Toro, sk s BCIX mamieHTiB Oynu
IOCTYTIHI 1aHi 3aranpHoi BHKHBaHOCT] 3a 24 | 36 Micsauis. V
UbOMY  3BiTI npo  KiiHiume BUMpoOyBanus  (3KB)
NPE/ICTAB/ICHO PE3yNBTATH OCTATOMHOTO aHami3y, B AKOMY
MPOaHaTi30BaHo Ta y3aralbHEHO JaHi WOA0 edexkTHBHOCTI, a
TakoxK mami  momo @K, Gesnekn/iMyHoreHHoCTI  Ta
BHJKHBAHOCTI 10 36 MicALiB..

EdexTHBHicTE:

[lepBUHHMIT aHai3 edeKTHBHOCTI:

[TepBHHHOIO  KiHLEBOIW TOYKOK Oys mnokasuuk 3YB24,
BHCHOBOK Tpo  ekBiBaneHTHiCTL pobunn, skmo 95%
noBipunit intepsan (JII) pisHuui Yy nokasHuky 3YB24
MOBHICTIO MOTPAIIAB Y 3a3/aJlerib BU3HAYCH] MesKi [-0,1350,
0,1350].  Pospaxynkosa pisHMUS B pusmky 3UB
(HLX02/Tepuentin EBPOMEHCEKOTO MOXOMKEHHs) Mik 2
rpynaMH  JIIKYBaHHS Ta BiamoBimuuii  95% A1 Gymn
PO3paxoBaHi 3a 0MOMOr00 KPUTEpiro Xi-KBazpar.

Jlna amHanisy uymiMBocTi 3a MokasHHKOM 34UB24 6yna
PO3paxoBaHa CKOPHToBaHa PisHULSA B pusuKy 3UB (HLX02/
[epuenTus eBponelickkoro TIOXOUKEHHS) Mixk 2 rpynamu
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IKyBaHHS 32 IONOMOToI0 cTpatH(ikoaoro tecty Koxpana
- ManTens - Xensens (CMH) ta 95% Il 3a meTom0M Banbna.

BTopunnuit ananis ehektusHocTi:

3MiHHI  BTOpPHHHOT edekTHBHOCT] BKTIOYAIH MOKa3HUKH
TPUBAIOCTI  BiAMOBimi, koediuienta KiiHiYHO] Binnosii,
BHKHBAHOCTI Ge3 nporpecysauus, koedilieHTa kKoHTpoIO
3aXBOPIOBAHOCTI  Ta  3aralbHOl  BHKMBAHOCTI AHani3
BTOPHHHOT e()eKTUBHOCTI TaKOK BKITFOUAB aHAI3 NOKa3HHUKIB
34B, oxpim THX, w0 HanexaTH 710 MEPBUHHOT KIHLEBOT TOUKH
eeKTHBHOCTI.

3aranbHy 00'eKTHBHY BinnoBigs Ha 6, 12, 18 1a 24 Tuxni 3a
MOKA3HHKOM  3aralbHOTO  KoeilieHTa 3aXBOPIOBAHOCTI
AHATI3yBaH Tak caMmo, K i 11 MEPBUHHOT KiHUEBOT TOUKH,
Ouinka cranzapTHoi noxuGku Oyma pospaxomana 3a
thopmyroto IpinByna. Jis TMOPIBHAHHA BiTHOLICHHSA PHU3HKiB
(BP) BuxopucToByBam moxens Kokea. Hapoamnucs Toukosi
OUiHKH Ta 2-cTopomni 95% JII BP. Amaniz niarpyn
TIPOBOIMBCA 33 JONMOMOIOK MOKA3HUKIB BIDKHBAHOCTI Ge3
[TPOTPECYBAHHA Ta 3arajbHOI BHXKHBAHOCTI, ne takTopamu
miarpyn Oynu  eTHivyHa TPHHANEkKHICTE,  pacoBa
MPUHANEKHICTE Ta rpyna ans ananisy.

besneka:

Vi Buxinni gani mono pesynbTaris Oesnmexn Gasysanucs Ha
rpynax ananmisy Gesnexn. Kinuesi Touku Gesnexn skmouanm
NoGiuHI peakuii, pesynbraTn JabopaTopHUX JOCHTiTKeHb
(remarosnoriunnii, GioxiMiuauii anais CHPOBATKH KPOBI Ta
KoaryJjiorpama, aHanis cedi [BK/IIOYal0UH TECT Ha BATITHICTB]),
KUTTEBO BAXTMBI TIOKA3HHMKH (apTepianbHmil THck, nyJkc,
1acToTa IUXaHHs Ta TeMrnepatypa), Bary, EKT, disukaasue
obcrexenns, a Takox OBJILL ta Ouinka 3aramsHoro CTaHy
XBOPOTO Ha OHKOJIOTII 38 WIKANOK CXimHOY KOOTIEpaTHBHOT
OHKOMOTiYHOT  rpymu  (ECOG). s MPEACTABNEHHA
CepHO3HMX NoGiuHMX peakuiii, mobiunmx peaxuii, nodiunnx
peakuili, 1o CTaHOBIATL 0COGMMBHI inTepec Ta iHmMX
BMIHHHX G€3MeKH BHKOPHCTOBYBaTH OIHCOBY CTaTHCTHKY.
SAkwo He 3a3HayeHo iHmIe, 3BefeHi Tabmuui 3 Gesmexw
BKIIIOYAITH Jiniie Nonii/ouinky « nin wac nikysasHm», TO6TO
Ti, o Gy 3i6pani Gesnocepeanso nix yac a6o mics nepuoi
AaTH JOCIIIKYBAHOTO JTiKYBaHHA Ta 3i0pani He misHiwe Hixk
uepes 30 (+2) aHiB micns JaTH OCTAHHBOO puiiomMy
OCITI/IKY BAHOTO Tipenapary.

AHalli3 HapMAKOKIHETHKM Ta iMYHOTeHHOCTI:

KoHueHTparii TpacTysymaly B cHpoBatui KpoBi Gyau
y3arajbHEHi OINHCOBO 3a JOCHINKYBAHOK oMy JIALIEL,
JIKyBaHHAM Ta 3alIaHOBAHMM  Yacom 300py 3paskis.
Excriosuuito  tpactysymaby nozaTtkoso OLIHIOBANIH 3
YPaxXyBaHHIM €THIYHOT MPHHANEKHOCTI, pacH Ta BUXiZHMX
PiBHIB BUBITBHEHOTO/IIHPKY TFOF0YOr0 aHtureny. Illo6
OLIHHUTH, YH BILIMBAE HA EKCIIO3HLLIO YTBOPEHHA aHTHUTII J10
nikapcekoro 3acoby (ADA), 3BeneHi nani PO KOHUEHTPALLFO
Oymi 107aTKOBO cTpatTHdikoBaHi 3a 3araibHHM piBHEM
YTBOPCHHA aHTHTIN 10 Jlikapckkoro 3acofy Ta cTaTycow
HEHTpasli3ylouux aHTUTII 10 Jikapchkoro 3aco0y. s

D 6



OLIHKK exBiBaneHTHOCTI DK 38 H0TOMOTOI0 IHCIepCiitHoro
aHanisy Gyo npoaHani3oBaHo BiIMiHHOCT] Y KOHUEHTpauisx
@HTHTIZL Y CHPOBATUi KpoBi Mix 2 TpynaMu JiKyBaHHS y
3aIIaHOBAHI YacoBi TOUKH. AHanis IMyHOreHHOCTI GasyBaBes
Ha Ipymi aHanisy 6esneku. Vsaranbueni IaHi LWOA0 KiTbKOCTI
Ta BiICOTKA nawienTis, Y AKX OYJH BHABNEHi aHTHTINA 10
Tikapcekoro  3acofy  abo HeHTpanisyloui aurturina o
MIKAPCBKOTO 32000y Y 3aILIaHOBAHHX TOUKAX nicns mosu, a
TaKOX 3aralibHi pesynbTaTh WOX0 aHTHTIN Ko JKapcLKoro
3aco0y Gy.iu npescTaseni y po3pisi rpyn JikyBaHHs.

19. lemorpadiuni nokasumku JOCTiKYBaHOT
nomy st (cTaTs, Bik, paca, TOIIO)

JluB. Tabnumo 10-6 HeMorpaciuni noxazHuku Ta BUXinHi
XapPaKTEPHCTHKH 3a TPYaMH JIiKyBaHHS - 3araiom

20. Pesynbratu edextusHocti

Pesynbrati edektupHocTi: V 3aralbHil monynanii, micns 24
THAKHIB  JIKYBAaHHA, WYacTKH NALicHTIB 3 HalKpauiow
3arajbHO Binmosimmo (Haifkparorw 3araibHOK
BIIMOBIAII0) Bin ouiHeHOT moBHOI BIAMOBIAI 32 3arajgbHuM
Koe(ilieHTOM 3aXBOPIOBAHOCTI HA OCHOBI TPYNH 3 HaMipom
TiKyBaTUCS cTaHoBHia 17/324 (5. 2%) y rpyni nikysanns
npenapatom HLXO02 nopisusno 3 12/325 (3,7%) y rpyni
JikyBaHHs repuentiHOM. OHAKOBA YacTKa nauieHTie B 060X
rPymax mMana HaiKpally 3aranbHy Ta YacTKOBY BiamoBine: 214
(66,0%) nauientis y rpymi mikyeauns HLX02 Ta 220 (67,7%)
MALIEHTIB y rpymni stikyBaHHs repuentiaoM. EdextusnicTs
NEPBMHHOI KiHUeBOT Toukn, 3UB 10 24-ro TibkHs (3UB24),
Gyna moniGHor mns HLX02 Ta l'epuentuny (71,3% nporn
71,4%) Ge3 cTaTcTHUHOT pisHULI Mik 2 rpynamu JIiKyBaHHS
(p=0,983). Pisunus pusuky 34B mix 2 rpyTiaMu JKyBaHHs
craHosua -0,1% (95% JI: -7,0%, 6,9%), ekpiraneHTHicTs
VliKyBaHHsA Oyna BU3HaueHa, OCKiMbKH 2-cropomnHiii 95% JII
Pi3HMLI NOBHICTIO BKIamaeThes B MONEPEAHBO BH3HAYEH]
MEXKi eKBIBANEHTHOCTI [-0,1350; 0,1350]. He crocTepiranocs
nomitHol pisnuumi B nikyBammi Mik  asilicbkolo  Ta
HeasificbKoI0, KHTAIChKOIO Ta HEKUTANHCHKOIO MOy NALIAMH.
TepanesTiina exsiBanenTHicTs HLX02 i lepuentuny Gyna
CTATUCTHYHO TIATBEPIKEHA TEPBMHHUMU De3yJIbTaTaMH
edexkTHBHOCTI B rpyni 3 Hamipom JikyBaTHcs (p=0,983,
pisHALs pusiky 3UB= -0,1%), a Takox Y Tpymi aHanizy 3a
npotokosioMm  (p=0,727, pisHuus  pusmky 3UB=1,0%).
Pesynabtatn  3UB24, ouineni 3a momomororo 3KB 1a
locTigHnKa, Oynmu  nomiGHUMM.  AHaniz YYTIHBOCTI
Halikpawoi 3aransHoi BiANosizi, nposenenuii Y HacTyIHHX
MiArpynax, TAKOXK MOKa3aB CXOKi Pe3y/bTaTH 3 MEPBHHHUM
AHANI30M e(eKTHBHOCTI, w0 TMIATBEPAMTO BHCHOBOK TMpo
TePaneBTHYHY €KBIBAIEHTHICTb.

21. Pesynsratu Gesneku

Pesysbrari Gesmeku: 3aranom i B koxkH rpymi JiKyBaHHA
98. 8% nauieHTiB mosinoMImH WwWoHaiMeHme npo 1 noGiyny
PeaKiliro Ta NoGiuHi ABMINA, IO BHHUKIM TTiX Yac TiKyBaHHS
(TABILT); oanakoBa KinbKicTs MoGidHmx peakuiii (TTP) ta
[IABTIT Gyna 3apeectpoana misk rpynmaMmi HLX02 Ta
[epuentuny. IMoni6ua wacrora [P Oyna Big3sHaueHa ans
saraneHOT  asificbkoi (99,0%) Tta Heasilichkol (98,0%)
nomynaui. Y 2 rpynax nikysaHws cepen asifickKol Ta
Heasifickkol momynsuili wactota BHHMKHEHHs [IP Oyna
rnoxibHoio. 3araqom B 060X rpymax MIKYBaHHS OCHOBHHX
K1aciB  cHCTeM Ta  opramis, npo  sKi  HaifvacTime
nosinomisiocs mpo  TIABII, Oynu  nociimkeHns,
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NMOpYIWeHHs 3 Goky wkipn Ta miAmKipaof KIITKOBUHH, a
TaKoK MopyleHHs 3 60Ky Kposi Ta niMbaTHYHOT cHeTemH,

22. Bucrosok (3aKmoyenHs)

Cepen nauienrip 3 pawiure HenikoBaHMM METACTATHYHHM
PAKOM  MosowHOT 3anosm 3 rinepekcrpecielo  HER2
sacrocysanns HLX02 nopisusro 3 I'epuentirom (o6umsa
MPENapaT NpU3HAYATHCS pasoM 3 AOLETAKCEIOM) MPH3BEI0
0 CKBIBAEHTHOrO mokasmmka 3UR micns 24 Tmkuis
JTIKYBAHHS, 10 CBigunTE NP0 TEPANEeBTHYHY €KBiBAIGHTHICTE
HLX02 ta T epuentudy.  OGumBi  rpymu JiKYBaHHS
NPOIEMOHCTPYBAJIH BigHOCHO AOBrOTPHBaJY BUIKHBAHICTE Ta
1acTOTY Ge3peLnIMBHUX BHMankis Ao 36 micsuis, IMpodini
e(exTuBHOCTI, Gesneky Ta OK HLXO02 Ta lepuentuny Gynu
noAiGHUMH,
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