Non-Clinical Trial Reports

1. Name of the medicinal product
(number of registration certificate, if
available):

ONTRUZANT

1) type of the medicinal product, by
which registration was conducted or
planned

Biosimilar medicinal product

2) Trials conducted

I e Z  no If not, substantiate

2. Pharmacology:

1) primary pharmacodynamics

Primary pharmacodynamics

Pharmacodynamically, trastuzumab exerts its effects by binding to
extracellular domain (ECD) IV of HER2 and inducing regression of
HER2-overexpressing tumours, which are found in 20-30% of
primary breast cancers. Several possible mechanisms by which
trastuzumab decrease signaling include prevention of HER2
receptor dimerisation, increased endocytotic destruction of the
receptor, inhibition of shedding of the extracellular domain and
immune activation.

It is well known that trastuzumab reduces HER2- mediated
signalling through the phosphatidylinositol 3-kinase (PI3K)/Akt
pathway and mitogen-activated protein kinase (MAPK) cascade,
which leads to an increase in cell cycle arrest, and the suppression
of tumour cell growth and proliferation (Vu and Claret, 2012). In
addition, trastuzumab triggers HER?2 internalisation and degradation
through promoting the activity of tyrosine kinase-ubiquitin ligase c-
Cbl (Klapper et al. 2000). The binding of trastuzumab to HER2
recruits c-Cbl to its docking site, Tyr1112 where c-Cbl ubiquitinases
HER?2 and leads to its degradation. As an antibody, trastuzumab is
able to attract immune cells to tumour sites that overexpress HER2
and induce cell death via antibody dependent cell-mediated
cytotoxicity (ADCC). Preclinical models suggest that trastuzumab
recruits immune effector cells that are responsible for ADCC
(Gennari et al. 2004). The finding that animals deficient in immune-
cell-activating Fc-receptors (on effector cells) do not respond to
trastuzumab provides support for the importance of this mechanism
for trastuzumab clinical efficacy.

Trastuzumab has also been shown to lnhlblt angiogenesis,

treatment with the chemotherapeutl
inhibited angiogenesis more potently
et al. 2003) due to trastuzumab-m

Ir LAKO 3 (2:’;{1"



tumour vasculature allowing for better drug delivery (Izumi et al.
2002).

A series of in vitro PD studies were conducted to demonstrate the
biological activity of SB3 compared to EU or US Herceptin® using
various cell-based and binding assays. Results from cell-based
assays including anti-proliferation assay and ADCC assay showed
that SB3 was similar to EU Herceptin® in terms of biological
properties (cellular potency). Also, results from binding assays
including HER2 binding, Fc receptors (FcyRla, FeyRlIla, FeyRIIb,
FcyRlIlla, FeyRIllb and FcRn) binding and Clq binding assay
showed similar immunochemical properties between SB3 and
EU Herceptin®. Moreover, results from additional biological assays
including surface HER2 expression level measurement, HER2 ECD
shedding, inhibition of AKT phosphorylation, in vitro angiogenesis
and combination treatment with chemotherapy, demonstrated
similarity between SB3 and EU Herceptin® in terms of additional
MoA of trastuzumab. (for detailed information, refer to CTD Section
3.2.R.5). All of in vitro PD assay results with biological properties
(cellular potency), immunochemical properties (binding activity)
and additional biological assays clearly revealed that there were no
significant differences between SB3 and EU or US Herceptin®.

In addition, an in vivo PD study was also conducted to demonstrate
to similarity between SB3 and Herceptin®, using orthotopic BT-474
human breast cancer cell xenograft mice model (Study No. BIOEP-
CP-Y001).

BT-474 human breast carcinoma cells are characterised by
overexpression of HER2 and estrogen receptors (ER). Due to those
expression profiles, this model was used as a prevalent model to
establish therapeutic effects of new drugs for the treatment of breast
cancers which overexpresses HER2 since BT-474 human breast
cancer cells grow in response to estradiol, but show resistance to ER
antagonist tamoxifen.

To evaluate the anti-tumour efficacy of SB3 in the orthotopic BT-
474 human breast cancer cell xenograft model, 10 groups of BT-474
xenograft mice, each consisting of 12 females (9 weeks of age)
received intravenously SB3 formulation buffer (hereinafter,
vehicle), SB3 or EU or US Herceptin® at dose levels of 1, 5, and
15 mg/kg weekly for 4 weeks.

The efficacy of SB3 and Herceptin® was assessed based on
changes in tumour volume and tumour weight of individual mice
(determined twice per week) and further evalu d-hased on tumour
growth inhibition (TGT) rate (%) at the termifialiday! (et By
treated groups showed inhibition of tum¢ ",:; 0 i 4here were
no significant differences in the anti- ;.‘ ivi “';_.n the
SB3 and EU Herceptin® or US Hercetin®
Table 3 in CTD Section 2.4). B
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Therefore, both in vitro and in vivo studies provided evidence for
the similarity of SB3 and Herceptin® with respect to
pharmacological activity.

2) secondary pharmacodynamics

No secondary PD studies have been conducted based on
Scientific Advices from EU national regulatory agencies (MHRA,
PEI, and MPA) and the EMA guideline “Guideline on similar
biological medicinal products containing monoclonal antibodies:
non-clinical and clinical issues”
(EMA/CHMP/BMWP/403543/2010).

3) safety pharmacology

No safety pharmacology studies have been conducted based on
Scientific Advices from EU national regulatory agencies (MHRA,
PEIL, and MPA)and the EMA guideline “Guideline on similar
biological medicinal products containing monoclonal antibodies:
non-clinical and clinical issues”
(EMA/CHMP/BMWP/403543/2010).

4) pharmacodynamic interactions

No pharmacodynamic drug interaction studies have been
conducted based on Scientific Advices from EU national regulatory
agencies (MHRA, PEI, and MPA) and the EMA guideline
“Guideline on similar biological medicinal products containing
monoclonal  antibodies:  non-clinical and clinical issues”

(EMA/CHMP/BMWP/403543/2010).

3. Pharmacokinetics:

1) analytical procedures and reports
on their validation

Single dose pharmacokinetics
A single dose pharmacokinetic study has not been conducted based
on Scientific Advices from EU national regulatory agencies
(MHRA, PEI, and MPA) and the EMA guideline “Guideline on
similar biological medicinal products containing monoclonal
antibodies: non-clinical and clinical issues”
(EMA/CHMP/BMWP/403543/2010).

Multiple dose pharmacokinetic (PK)/toxicokinetics (TK) were
evaluated as part of the 4-week repeat-dose toxicity study in
cynomolgus monkeys at a dose level of 25 mg/kg to demonstrate the
similarity between SB3 and EU or US Herceptin®.

Method of Analysis

For the determination of serum concertation of trastuzumab
following repeat administration of SB3, EU or US Herceptin® in the
cynomolgus monkeys, enzyme-linked immunosorbent assay
(ELISA) was used to quantify the levels of trastuzumab in monkey
serum using a Human anti-trastuzumab (AbD Serotec. Batch No.
1112) and peroxidase-conjugated AffiniPure mouse anti-human IgG
Fcy Fragment Specific (Jackson lmm ,:-f;-.'.‘-:fv‘z;:;»...ﬂ‘ Cat. No. 209-
035-098). F R

This method was validated to qu'_ iy
primate (NHP) serum (Study N
quantification was 10-200 ng/mii= it
Herceptin®. The results of valid@if ‘_
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sensitive, selective, accurate, precise, and reproducible to measure
SB3 and Herceptin® in NHP serum. All samples were shown to be
stable during storage and processing.

2) absorption

Multiple dose pharmacokinetics/toxicokinetics

Study No. 523870: A 4 Week Repeat Dose Toxicity Study of
SB3/BIIB604 by Intravenous in Cynomolgus Monkeys

Similarity in the PK/TK profiles between SB3 and Herceptin® was
assessed following repeated administrations as part of the 4-week
repeat-dose toxicity study in cynomolgus monkeys. Each group of 3
male and 3 female cynomolgus monkeys was treated with 25 mg/kg
of either SB3 or EU or US Herceptin®. The vehicle and SB3,
EU Herceptin® and US Herceptin® administered intravenously (via
the tail vein) once per week on Days 1, 8, 15, and 22.

For the determination of the serum concentrations and PK/TK
evaluation of SB3, EU Herceptin®, and US Herceptin®, cynomolgus
monkey serum samples were collected at the following time points:
pre-dose, immediate post dose (IPD), 2, 4, 8, 12, 24, 96, and 168
hours on Day 1 and Day 22.

PK/TK similarity between SB3 and Herceptin® was assessed by
means of maximum observed concentration at Tmax (Cmax) and the
area under the concentration-time curve from time zero to the last
quantifiable concentration (AUCo.). The PK/TK parameters of SB3
including AUC(o-t) and Cmax on Day 1 and Day 22 was similar to
those of EU Herceptin® and US Herceptin® treated groups (refer to
Table 6 in CTD Section 2.4).

3) distribution

No PK studies on distribution have been performed which is in line
with the EMA guideline “Guideline on similar biological medicinal
products containing monoclonal antibodies: non-clinical and
clinical issues” (EMA/CHMP/BMWP/403543/2010).

4) metabolism

No PK studies on metabolism have been performed which is in
line with the EMA guideline “Guideline on similar biological
medicinal products containing monoclonal antibodies: non-clinical
and clinical issues” (EMA/CHMP/BMWP/403543/2010).

5) excretion

No PK studies on excretion have been performed which is in line
with the EMA guideline “Guideline on similar biological medicinal
products containing monoclonal antibodies: non-clinical and
clinical issues” (EMA/CHMP/BMWP/403543/2010).

6) pharmacokinetic interactions
(non-clinical)

No PK studies on pharmacokinetic drug interactions have been
performed which is in line with the EMA guideline “Guideline on
similar biological medicinal products comammg monoclonui
antibodies: non-clinical and :
(EMA/CHMP/BMWP/403543/2010).

7) other pharmacokinetic studies

4. Toxicology:
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1) Single dose toxicity

Single-dose toxicity study on distribution have not been performed
which is in line with the EMA guideline “Guideline on similar
biological medicinal products containing monoclonal antibodies:
non-clinical and clinical issues”
(EMA/CHMP/BMWP/403543/2010) and the Scientific Advices
from EU national regulatory agencies (MHRA, PEI, and MPA).

2) Repeated dose toxicity

It was agreed with a number of EU regulatory agencies that in vivo
PD studies and in vivo toxicity studies for SB3 were not required if
the quality comparability exercise and the non-clinical in vitro
studies are considered satisfactory and no critical issues are
identified.

However, for the globally harmonised development of SB3, a
GLP-compliant 4-week comparative repeat-dose toxicity study
using cynomolgus monkeys was conducted to demonstrate
similarity in toxicity, toxicokinetic, and immunogenicity profiles of
SB3, EU Herceptin® and US Herceptin®. Local tolerance was
further examined as part of the 4-week repeat-dose toxicity study.

Cynomolgus monkeys were selected because it was the relevant
species used in the non-clinical studies with the reference product.
Four treatment groups each consisting of 3 male and 3 female
cynomolgus monkeys received vehicle, SB3 or EU or
US Herceptin® (25 mg/kg) by a weekly intravenous infusion (Day 1.
8, 15, and 22) at volume of 5 mL/kg over a 60 minute period (via tail
vein) to evaluate potential toxicity.

The selected dose of 25 mg/kg was based on previous results of
non-clinical study of the reference product (Herceptin®, SmPC).
When 1, 5 and 25 mg/kg of Herceptin® were administered for 4-26
weeks in cynomolgus monkeys, Herceptin® were well tolerated and
produced no evidence of systemic toxicity at any given dose tested.

All animals treated with SB3, EU Herceptin® and US Herceptin®
were observed for morbidity, mortality, injury, and the availability
of food and water. Clinical observations were recorded, body
weight, and food consumption were measured. Ophthalmoscopic
and electrocardiographic (ECG) examinations were further
conducted to assess to demonstrate the similar toxicity profiles
between SB3 and Herceptin®. For clinical pathology evaluations and
peripheral blood leukocyte analysis, blood samples were collected
from all surviving animals at pre-test and prior to termination.

To evaluate PK/TK profiles of SB3, EU Herceptin®, and
US Herceptin®, cynomolgus monkey serum samples were collected
at the following time points: pre-dose, [PD, 2, 4, 8, 12, 24, 96, and
168 hours on Day | and Day 22. P .

At the end of the study, necropgfait: !
examinations were performed. Serung: O
development were determined by valigate




All animals survived to the scheduled necropsy. SB3,
EU Herceptin®, and US Herceptin® were well tolerated in animals
with no remarkable findings in the aforementioned test subjects,
which was consistent with the results of previous non-clinical
studies with Herceptin®. Minor observations were noted, but these
were expected findings for animals of this age of species. Similar
observations were made for the vehicle treated animals or treatment
naive animals in the test facility.

In addition, there were no significant macroscopic or microscopic
findings, or organ weight changes attributed to SB3 or Herceptin®.

Toxicokinetics

There were no detectable levels of SB3, EU Herceptin® or
US Herceptin® in serum samples obtained from vehicle treated
animals on Day 1 and 22. Systemic exposure to trastuzumab was
comparable between males and females and was similar following
SB3 administration to exposure after dosing either EU or
US Herceptin®. The mean Cmax and AUC(o.y values were similar
between animals receiving SB3, EU Herceptin®, or US Herceptin®.

Immunogenicity

Anti-trastuzumab antibodies in NHP serum were evaluated
according to a validated method (Study No. 315714). All analysed
samples were negative for anti-trastuzumab antibodies. Therefore,
there was no difference detected in immunogenicity profiles
between SB3 and EU or US Herceptin® treated groups.

Conclusion / Summary

The administration of SB3, EU Herceptin® or US Herceptin® at a
dose level of 25 mg/kg via intravenous infusion once a week for 4
consecutive weeks was well tolerated in cynomolgus monkeys.
There were no differences detected for immunogenic, toxicokinetic,
or toxicity parameters between the test-article treated groups.

Therefore, the toxicity, toxicokinetic and immunogenicity profiles
of SB3 are similar to those of EU Herceptin® and US Herceptin®.

3) Genotoxicity:
in vitro

Genotoxicity studies were not performed in line with the EMA
guideline “Guideline on similar biological medicinal products
containing monoclonal antibodies: non-clinical and clinical issues™
(EMA/CHMP/BMWP/403543/2010).

in vivo (including additional
assessment on toxicokinetics)

4) Carcinogenicity:

Carcinogenicity studies were not performed in line with the EMA
guldelme “Guideline on s1mn’ar bzolog:cal medrcmal pmducts

long-term studies

short-term studies or mid-term
studies

additional studies
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5) Reproductive and developmental
toxicity:

Reproductive and developmental toxicity studies were not
performed in line with the EMA guideline “Guideline on similar
biological medicinal products containing monoclonal antibodies:
non-clinical and clinical issues”
(EMA/CHMP/BMWP/403543/2010).

effects on fertility and early
embryonic development

embryotoxicity

prenatal and postnatal toxicity

studies in which medication is
administered to the offspring
(immature animals) and/or long-
term effects are assessed

6) local tolerance

No separate local tolerance studies have been performed.
Histopathological assessments of local (injection site) tolerance
were carried out in the 4-week repeat-dose toxicity study in
cynomolgus monkeys (see Study No. 523870). There were no
significant differences in local tolerance between SB3 and the
reference products.

7) additional toxicity studies:

Other toxicity studies (i.e. immunotoxicity) were not performed
in line with the EMA guideline “Guideline on similar biological
medicinal products containing monoclonal antibodies: non-clinical
and clinical issues” (EMA/CHMP/BMWP/403543/2010).

antigenicity (antibody response)

immunotoxicity

study of the mechanisms of action

drug dependence

toxicity of metabolites

toxicity of impurities

other

5. Conclusions on non-clinical study

The non-clinical programme for SB3, which has been developed
as a biosimilar to Herceptin®, having trastuzumab as the active
substance, included a series of in vifro studies including binding and
cell-based assays in order to demonstrate similarity between SB3
and Herceptin®. In addition, an efficacy study in orthotopic BT-474
human breast cancer cell xenograft mice, a repeat-dose toxicity
study in cynomolgus monkeys, including a toxicokinetic assessment
and an evaluation of potential anti-drug antibody formation, were
performed to demonstrate similarity between SB3 and Herceptin®.

In accordance with the EMA “Guideljyg~etisimilar biological
medicinal products containing bioteshaologhldérted proteins as
active  substance:  non-clinicgl 20 issues”
(EMEA/CHMP/BMWP/42832/208% ¢ GWdeline on
similar biological medicinal prgduty

eygonoclonal
antibodies: non-clinical | issues™




(EMEA/CHMP/BMWP/403543/2010), further studies regarding
non-clinical pharmacology, pharmacokinetics, genotoxicity,
reproduction toxicology and carcinogenicity have not been
performed.

A series of in vitro PD studies were conducted to demonstrate the
biological activity of SB3 compared to EU or US Herceptin® using
various cell-based and binding assays. Results from cell-based
assays including anti-proliferation assay and ADCC assay showed
that SB3 was similar to EU Herceptin® in terms of biological
properties (cellular potency). Also, results from binding assays
including HER2 binding, Fc receptors (FcyRlIa, FeyRIla, FeyRIlb,
FeyRlIIla, FeyRIIIb and FcRn) binding and Clq binding assay
showed similar immunochemical properties between SB3 and
EU Herceptin®. Moreover, results from additional biological assays
including surface HER2 expression level measurement, HER2 ECD
shedding, inhibition of AKT phosphorylation, in vitro angiogenesis
and combination treatment with chemotherapy, demonstrated
similarity between SB3 and EU Herceptin® in terms of additional
MoA of trastuzumab. Overall, all of in vitro PD assay results with
biological properties (cellular potency), immunochemical properties
(binding activity) and additional biological assays clearly revealed
that there were no significant differences between SB3 and EU or
US Herceptin®.

The similarity results of in vitro studies were complemented by an
orthotopic BT-474 human breast cancer cell xenograft mice study.
The efficacy of SB3 and Herceptin® was assessed based on the
changes in tumour growth of individual mice with TGI rate (%). All
treated articles inhibited tumour growth in a dose-dependent manner
(1, 5, and 10 mg/kg) and there were no significant differences in
anti-tumour activity between the SB3 and EU or US Herceptin®.

A 4-week repeat-dose toxicity study was conducted in cynomolgus
monkeys, which was the relevant species used in the previous
toxicological studies of reference product. Overall, the results
showed that toxicity, toxicokinetic, and immunogenicity profiles of
SB3 were similar to those of EU Herceptin® and US Herceptin®.
Consistent with previous non-clinical studies with Herceptin®, no
test article-related effects were observed on mean body weight.
electrocardiogram,  clinical  pathology  parameters,  and
ophthalmoscopic examination. There were no significant
macroscopic or microscopic findings, or organ weight changes
attributed to SB3 or Herceptin®.

In the PK/TK evaluation, the mean of Cmax and AUCm among
treated groups was similar. 2

Regarding anti-drug antibody format {ADAY =0, of the
animals treated with SB3 or EU or US Héfeept \




Overall, thorough non-clinical similarity assessments have been
conducted and demonstrated that the efficacy, pharmacokinetic and
toxicity profiles of SB3 were similar to those of Herceptin®.
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3BiT Npo AOKIAiHIYHI JOCTITKEeHH

1. Hassa nikapcekoro 3aco0y (3a
HasBHOCTI - HOMep peecTpaLiifHoro
NOCBITYCHHA):

OHTPY3AHT

1) Tun nikapcbkoro 3aco0y, 3a AKUM
MpoBo/IHIacs abo TIaHyeThCH
peecTpatis

[Toai6Huii GionoriuHuii sikapcbkuid 3acid

2) npoBeaeHi 10CiKEHHs

1

I  max

Hi SIKIILO Hi, OOIpYHTYBATH

| 2. Gapmakooris:

1) nepBuHHa GapmMakoaUHaMiKa

[lepeuHHA dapmMakoaHHAMIKA

Tpacty3ymad nposiise cBoi (GapmakoguHamiyHi e(eKTH LIIXoM
3B'A3yBaHHA 3 no3akiniTiHHUM JomeHoM (ECD) IV peuentopa
enigepmansHoro Qakropa pocty moauHd 2 tuny (HER2) Ta
iHayKytoun perpecito nyxuuH 3 rinepekcnpecielo HER2, ski
BusiBastoThes Y 20-30 % BUMagkiB MEPBMHHOTO paKy MOJOYHOI
3a7034. JIeKiJibKa MOMKJIMBHX MEXaHi3MiB, 3a JOMNOMOIOK SKHX
TpacTy3ymal 3HWKYE mepejady CUrHaliB, BKJIIOUYAIOThH 3arnoliraHHs
numepusanii  peuentopa HER2, nocuineHHs eHIOLMTOTHYHOT
JeCTPYKIi pelentopa, NPUrHiYeHHs BUBIIBHEHHS MO3aKJIITUHHOIO
JIOMEHY Ta aKTHBALiK0 iIMyHHOI BiANOBI.

Jlobpe Bigomo, wo Ttpactysymad 3Huwkye HER2-omocepeaxosany
mepenayy CurHaiie depes uuisiX QochaTuaAUIIHOZHTON-3-KiHA3H
(PI3K)/Akt Ta kackaja NpOTETHKiHA3M, WO AKTMBYETHCH MITOrEHOM
(MAPK). Lle npu3BOIHTE 10 MOCHJIEHHS 3yMUHKU KIITHHHOTO LIUKIY
Ta cynpecii pocty Ta nposnidepauii nyxauHaux kaitus (Vu and Claret,
2012). Kpim Toro, Tpactysymab BHMKIMKae iHTepHali3allilo Ta
perpajauito  HER2, crumyniolouM aKTHBHICTb THPO3WMHKIHA3U-
youksiTun-nirazu  c¢-Cbl (Klapper et al., 2000). 3s's3yBaHHs
tpacty3ymady 3 HER2 3anyuae c-Cbl 1o #oro ainsiHku 3aKpinjieHss,
Tyr1112, ne c-Cbl niggae HER2 ybikBiTHHALIT Ta MPU3BOANTE 10
iioro aerpagauii. Sk aHTWTINO, TpacTy3ymad 34aTHMH NPUTATYBATH
iMyHHI KJiTWHM 10 AiISHOK MyXiuHM 3 rinepekcnpeciero HER2 i
BUK/JIMKATH 3arubenp KIiTMH LUISXOM AHTHTIN03aleKHOT KIITHHHO-
onocepeikoBanoi uurotokcuyHocti (A3LT). Jlokniniuni mozeni
NO3BOJIAIOTE  MPUIYCTHTH, WO TpacTy3ymab 3anyyae iMyHHI
edeKTOopHI KaiTHHH, AKi BignosigaroTs 3a ASLIT ( SR

AKTHBYIOTH IMYHHI KJIiTHHH (Ha eeKTOPHUX ]
Ha TpacTy3ymal, MiATBEpPKY€E BaXJIMBICTHY
KIiHIYHOT e)eKTHBHOCTI TpacTy3ymady. :




IUIXOM MOJYJISILT NPOAHTiOreHHUX Ta AaHTHAHTIOTeHHUX (akTopiB.
KombiHoBaHe JikyBaHHs 3 XimiOTepaneBTHYHMM MpenapaTom
nakjitakcesaoM GakTHYHO NPUTHIYYBaJIO aHrioreHe3 noTykKHiile, HiX
nume tpactysymad (Klos et al., 2003), BHacnifok onocepeiKoBaHOT
TpacTy3ymaboM HOpMaJi3auii CyAIMH MyXJIHHH, L0 3a0e3Meuye Kpaly
JoctaBky npenapaty (Izumi et al. 2002).

Jna  nemonctpauii OGionoriynoi aktuBHOcTi SB3 mopiBHsAHO 3
npenapatom [epuentun® €C a6o CIIA 6y1o nposeaeHO cepito
tapmakonuHamiuaux (@) gociimkeHs in vitro i3 BUKOPUCTAHHSAM
PI3HMX aHali3iB Ha KJIITMHAX Ta aHali3iB 3B'A3yBaHHA. Pe3ynpraTtu
aHajli3iB Ha KJIiTMHAX, BKIIOYAlOYM aHai3 aHTHIpoipepaTHBHOT Ail
ta aHaniz A3LT, npoaemonctpyBanu, mo SB3 6yB noaiGuum o
npenapary [epuentun® €C wono 6ionorivHUX  BIACTHBOCTEH
(kniTiHHA moTeHuis). Takok pe3yabTaTH aHali3iB 3B'A3yBaHHS,
BKtoyaroun 3B's3yBaHHs 3 HER2, 3 peuentopamu Fc (FcyRla,
FeyRIla, FeyRIlb, FeyRIlla, FeyRIllb ta FcRn) ta 3 Clg
NpoJeMOHCTPYBaiAu noAidHI  IMyHOXiMi4HI BracTuBocTi SB3 i
npenapary [epuentun® €C. Binblue TOro, pesyisTaTn 10AaTKOBUX
OilonoriuHMX aHai3iB, BKIIOYAIOUM BU3HAYEHHS PiBHS MOBEpXHEBOT
excripecii HER2, susinsnenns ECD peuentopa HER2, npurHiueHHs
tdochopunoannss AKT, adriorene3 in vitro Ta KomOiHOBaHe 3
XiMioTepanier JiKyBaHHs, MPOAEMOHCTPYBaiu noaibHicTs Mixk SB3
Ta npenapaTom FepuenTHH® €C wom0 10JaTKOBOrO MeXaHi3My Jii
TpacTy3yMaly (aetanbHy iHdopmarito auB. y posaini 3.2.R.5 3T/I).
Yei  pesyapratu  @JI ananizie in  vitro 1mono 6iojoriuHux
BJIACTUBOCTEH (K/IITUHHA NOTEHWif), IMYHOXIMIUHUX BIACTUBOCTEH
(AaKTUBHICTb 3B'I3yBaHHsA) Ta J10J1aTKOBUX DI0JIOMYHHX aHai3iB 4iTKo
BHSIBUJIM BiJCYTHICTh CYTTEBHX BiaMiHHOCTeH Mixk SB3 i mpenaparom
Iepuentun® €C a6o CILA.

Kpim Toro, anst nemoHctpauii noaibHocti mixk SB3 Ta npenapatom
Tepuentun® takox Oyao nposeneHo D] mocHimKeHHs in Vivo 3
BUKOPUCTAHHAM OPTOTOMIYHOT MUIIIAYOT MOJICJTI KCEHOTPaHCMIaHTaTa
KTTUH paKy MOJOYHOI 3an03u moauHu BT-474 (mociipkeHHs
BIOEP-CP-Y001).

KiaituHHa  niHIS  KapuMHOMM  MoOJIouHOT  3aio3u  BT-474
xapakrepusyerbes rinepekcnpeciero HER2 i ectporeHHux peuentopie
(EP). 3 ornspy Ha Taki npodini ekcnpecii, us mogens Oyna
BMKOpDUCTaHAa  fK [OLIMPeHa  MOAedb Ui  BCTAHOB/CHHS
TepaneBTHYHUX e(eKTiB HOBUX MpenapariB AJs JiKyBaHHA paKy
MOJI04HOT 3a103u 3 rinepekcnpeciero HER2, ockinbku KaiTHHU paky
MOJIOYHOT 3a71034 JtoauHK BT-474 pocTyTh y BiANOBLARHE ECTPaION,
asie IPOSBISKOTE CTilKicTh 10 anTaronicta EP Taffai

Jina ouinku nporunyxiauHHoi aii SB3 on
KCEHOTPAHCIUIAHTATa KJIITHH PaKy MOJIOYHO]
10 rpyn Muumed 3 KCEHOTPAHCMIAHTATOM
ckiajanacs 3 12 caMok p | |(BiKOM; POOW RIS
BHYTPIIIHBOBEHHO OydepHiuii| po3unH s Seashay Pl

HOCTOBIPHICTH/
NEPEKNARY 3ACHY)

Kinayric



TekcTi — Hociit), SB3 ado npenapar ['epuentun® €C yu CILLUA 103010
Ha piBHi 1, 5 Ta 15 MI/Kr IOTWXHA MPOTATOM 4 THXKHIB.
Edexrusnicts SB3 ta npenapary Iepuentid® ouinioBaan Ha OCHOBI
3MiH 00'eMy MyXJWHK Ta MACH MYXJIMHU OKPEMHUX MHUILIEH (BU3HAYAIH
JBiYi Ha TWXXJIEHBb) Ta JOJATKOBO OILIHIOBAJM HA OCHOBi CTYMEHS
npurdiyeHHs pocty nyxauHu (TGI) (%) B ocranniii aeHe (Ha
36 genp). B ycix rpynmax, ski OTpUMYBald JiKyBaHHS, BHSBJIEHO
MPUTHIYEHHS POCTY MyXJIMHU Ta BiACYTHICTH 3HAYYIIUX BiAMIHHOCTEH
y NPOTUMYXJUHHIA aKTMBHOCTI MiXk rpyrnamu, siki orpumyBanu SB3 i
npenapar [epuentun® €C a6o npenapar epuentun® CILUIA (auB.
tabnuuro 3 y pozaini 2.4 3TJI).

Takum 4MHOM, Yy JOCHIUKEHHSX in Vitro Ta in vivo HaJaHO [0Ka3H
noai6uocti SB3 Ta npenapary ['epuentun® moao dapmakosnoriuHot
iT.

2) BTopuHHa (papMaKoJIMHaMiKa

JocnipkeHHs BTOPMHHOT (apMakoAMHaMIKM HE MPOBOAMIMCA Ha
niactaBi HaykoBux pexkoMeHzalliii HalliOHANbHUX pPEryasTOPHUX
opravis €C (MHRA, PEI Ta MPA) Tta kepiBuuursa EMA
«Kepisnuymeo wjo0o nodibnux Gionozivnux nikapcoexkux zacobie, 1o
Micmame  MOHOKIOHGIbHI — aumuming: HeKNiHiyni  ma  KIIHIYHI

numannusiy (EMA/CHMP/BMWP/403543/2010).

3) dapmakoJiorist Ge3nexku

Hocnipkenns 3 hapmakonorii 6e3neku He NPOBOAMINCA Ha MiJCTaBI
HaykoBux pexomeHpaliii HaLliOHATBHUX PEryaaATOpHHX opraHis €C
(MHRA, PEI ta MPA) ta kepiBauutBa EMA «Kepignuymeo ujo0o
nodibnux  6ionoziunux  nikapcekux — 3acobie, wo  Mmicmsmoe
MOHOKNIOHANbHI  aHMUMing: HeKIHIynl ma KIHIYHT  NUMAanHay
(EMA/CHMP/BMWP/403543/2010).

4) hapmakoarMHamiuHi B3aeMoil

Hocnimpkenns papmMakoIdHaMiuHOT B3aEMOiT TiIKapchbKUX 3ac00iB He
npoBoauaucs Ha nijgctaBi HaykoBux pexkomenzaauilf HallOHa/IBHHX
perynatopuux oprais €C (MHRA, PEI ta MPA) Ta kepiBHuuTBa
EMA «Kepienuymeo w000 nodionux bionoziunux nikapcoxux 3acodis,
wWo MIicmsamb MOHOKIOHQIbHI aHmMuming. Hexkliniyni ma KiiHiyHi
numannay (EMA/CHMP/BMWP/403543/2010).

’ 3. ®apmakoKiHeTHKa:

1) aHamiTHYHI METOIMKH Ta 3BITH
11010 TX Bajigaif

DapMakoKiHeTHKA NPH BBeJleHHI 0IHOPA30BOi J103H

JocnipkeHHs GapMakoKiHETUKY NPH BBEJEHHI 0JJHOPa30BOi 103H He
npoBoAMaKcsA Ha miacTaBi HaykoBux pekomeHjauii HauioHalbHHX
perynstopuux opradie €C (MHRA, PEI Ta MPA) ta kepiBHMLTBa
EMA «Kepisnuymeo w000 nodibnux 6iono2iunux 1ikapcokux 3acobis,
WO MICHAMb MOHOKIOHAIbHI AHMUMINA. HEKIIHIYHI ma KAiHiYHi
numannsy (EMA/CHMP/BMWP/403543/2010).

DapmMakoKiHETHKY (®K)/TOKCMKOKIHETUK
ﬁararopasoaomy BBEJCHHI OUIHIOBATH Y A
J0Ci1XKEHHS TOKCHYHOCTI Y pasi NOBTOPHHUX M#
25 MI/Kr IBAaHCHKUM MaKakam 3 MeToio nemo {
i npenapaty I'epuentun® € "6 b66 IOLLIA L | &

E€Hb /103010 g\
N
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MeTton ananizy

Hnsa BU3HaueHHs KOHUEHTpauii TpacTy3ymaly B CHpoBaTLi KpoBi
micas moBTopHoro BeeaeHHs SB3, nmpenapary epuentun® €C a6o
CIIA SIBAHCHEKHUM MakKakam 3aCTOCOBYBAIU METO/
imyHodpepmentHoro ananizy (IPA) mna KinbKiCHOT OLIHKM piBHIB
TpacTy3ymaly B CHpOBATLi KpPOBi MaBn i3 BUKOPMCTAHHAM aHTHUTINA
JIOJMHU 10 Tpacty3ymaby (AbD Serotec, nmapris Ne 1112) Ta
KOH'torosaHoro 3 nepokcujaszoro AffiniPure crnieuudiunoro anrurina
muwi 10 Fey-gparmenty IgG moaunn (Jackson ImmunoResearch, Ne
3a Karajnorom 209-035-098).

Llefi ™meTon ©OyB BajiJIoBaHMM Ui KUIBKICHOrO BH3HAYEHHSA
TpacTy3ymaly B CHpOBATLi KpPOBi MPUMATIB, SKi BiAPI3HAOTECS Bijl
moauHu (NHP) (nocnimxenns Ne 20041814), Ta niana3zoH KinbKicHOT
ouinky 115 SB3 i npenapary epuentun® cranosus 10-200 ur/ma y
10 % cupoBatui kpoBi. Pe3ynbraTi Banigauii rnokasanu, o METoJ €
YyTIMBUM, CENEKTHBHHUM, JOCTOBIDHUM, TOYHHUM Ta BiATBOPIOBAHHWM
a5 BuMipioBanns SB3 i npenapary [epuentua® y cuposartii kposi
NHP. Vci 3pasku BusBunuca crabiibHUMHM mij uac 30epiraHHsa Ta
00poOKH.

2) BCMOKTYBaHHA

DapMaKOKIHETHKA/TOKCHKOKIHETHKA NpH  0araropa3soBoMy

BBe/eHHi
Hocnimxenns Ne 523870: 4-THikHeBe HOCIUGKEHHS TOKCHYHOCTI Y

pasi noropuux BeeaeHb SB3/BIIB604 BHYTpPilIHEOBEHHO ABAHCBKUM
Makakam

[Moai6uicte npodineit ®K/TK SB3 i mnpenapary Iepuentun®
OLIIHIOBA/M Mic/si MOBTOPHUX BBEJEHb K YaCTUHY 4-THIKHEBOTO
JOCIiI3KEHHS TOKCUYHOCTI Y pa3i MOBTOPHUX BBEJEHb HA SIBAHCHKMX
makakax. Koxniii rpyni 3 3 caMmuiB Ta 3 caMOK sSBAaHCBKMX Makak
BBoaMaM abo SB3, a6o mpenapar Iepuentun® €C uu CILIA no3or0
25 mr/kr. Hociii ta SB3, npenapar Iepuentun® €C i npenapar
lepuentun® CILA BBOAMIM BHYTpPIlIHBOBEHHO (Y XBOCTOBY BEHY)
OJIMH pa3 Ha THXAeHb y aHi 1, 8, 15 Ta 22.

Jlns BU3HAYEHHs KOHLEHTpaLii y cupoBatii kpoBi Ta ouinku @K/TK
SB3, npenapary I'epuentun® €C i npenapary Iepuentun® CILA
3pa3ky CHUPOBATKH KPOBi ABAHCBKMX Makak 30Mpanu y Taki MOMEHTH
yacy: nepej BBeIeHHAM, Oe3znocepeHbo nicas BeeaeHH: (IPD), yepes
2,4,8,12,24,96 ra 168 roaun y jiens 1 Ta aeHs 22.

[Moai6uicts ®K/TK SB3 i npenapary [epuentun® oiiHioBam
LHUIAXOM BU3HAYEHHSA MAaKCUMaJIbHOT KOHLIEHTpallii, 110
cnocrepiranace Yy 4ac Tmax (Cmex) Ta mnAOWI MOiA  KPHBOIO
KOHLIEHTpallisi-uac BiJA HyJs J0 OCTaHHLOI
KiabkicHo BuzHauaethes (AUCo4). Ilapamgfp

MOKa3HUKIB y rpynax, ki OTPUMYBAJK NpeTri

npenapar [epuentun® CLLUIA (qus. Tabnui Of6-Y:P
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3) po3nojin

DapMaKoKiHETUYHI JOCIKEHHS LI0I0 PO3MOAITY HE NPOBOIUIMCS,
mo Bignosigae kepiBHUUTBY EMA «Kepisnuymeo wodo nodionux
bionoziynux nikapcexkux 3acobie, wo MicmAmMe MOHOKIOHANbHI
anmumina. HerITHIYHI ma KITHIYHIT NUMAHHSY

(EMA/CHMP/BMWP/403543/2010).

4) metaboutizm

®apMakoOKiHETMYHI  JOCHI[UKeHHd  wojo  Merabonismy  He
MPOBOIMINCA, IO BiAmoBigae kepiBHUUTBY EMA «Kepisnuymeo
wWooo nodibnux Oionoziynux NiKApcobKux 3acobie, w0 Micmamo
MOHOKNOHAIbHI  AQHMUMIIA., HEeKIIHIYHI  ma  KIIHIYHI  AUMAHHSY

(EMA/CHMP/BMWP/403543/2010).

5) BUBeJICHHSA

DapMakoKiHETHYHI JIOC JDKEHHSA 010 BUBEJICHHSA He
MpoOBOAWIIKCSA, 110 Bianosigae kepiBHUUTBY EMA «Kepisnuymeo
Wooo nodibnux 6Gionociunux nikapcekux 3acobie, wo micmame

MOHOKIOHAALHI  AHMUMING: HeKIIHIYHI ma KAHIYHI  HUMAHHAY
(EMA/CHMP/BMWP/403543/2010).

6) dapMaKkoOKiHETHYHI B3aeMOil
(moxmiHiuHi)

@apMakoKiHeTHUHI  JOCHiIKeHHs 11040  (apMaKOKIHETHUHOT
B3aeMOJii He MPOBOJMIMCH, IO Biamopijgae KepiBHUUTBY EMA
«Kepignuymeo wo0o nodibnux 6GionozivHux nikapcokux 3acobie, ujo
MICHAMb  MOHOKJIOHAAbHI  AHMUMINA!  HeKIIHIYHI  md  KIIHIYHI

numannsay (EMA/CHMP/BMWP/403543/2010).

7) iH1ui papMaKkoOKiHETUUHI
JOCIIKEHHA

4. Tokcukonoris:

1) TOKCHYHICTB Yy pa3i 0AHOPa30BOrO
BBE/ICHHA

JlocnipKeHHsT TOKCMYHOCTI Y pazi OJHOpPa30BOr0 BBEACHHS He
MpoOBOAMINCA, 1O Bianosizae kepiBHUUTBY EMA «Kepisnuymeo
Wo0o noJibHUX OION02IYHUX NIKAPCLKUX 3acobis, wo Micmsimo
MOHOKIOHANbHI  QHMUMING:  HEeKNIHIYHI  ma  KIHIYHI  RUMAHHAY
(EMA/CHMP/BMWP/403543/2010) Ta HaykoBum pexomeHzaLism
HalioHanbpHUX perynsatopHux opradie €C (MHRA, PEI ta MPA).

2) TOKCUYHICTB y pa3i MOBTOPHHUX
BBEJCHb

3 pagom perynstopuux opradiB €C 0ya0 y3romkeHo, 110
jpociipkeHds @J1 in vivo Ta JOCHIKEHHS TOKCHUYHOCTI in vivo 1as
SB3 He noTpiOHi, AKIIO AOC/IUKEHHS MOPIBHAHHOCTI AKOCTI Ta
JIOKJTIHIYHI JOCNIIKEHHA in Vifro BBAKAIOTHCA 3a/I0BiIBHHMH Ta HE
BUSIBJIEHO KPUTHUUHUX MPOOIIEM.

Oanak ans rnobanbHO rapMoHizoBaHoi po3podku SB3  Gyno
MPOBEIEHO 4-THKHEBE MOPiBHAJIBHE JOC/I JHKEHHS TOKCUYHOCTI Yy pasi
MOBTOPHUX BBEJIeHb HA SBAHCHKUX MAaKakax, 10 BiANOBIa€ BUMOram
GLP, 3 metoto aeMoHcTpalii noaioHocTi Cl/l'—iHOCT!
TOKCHKOKIHETHKH Ta imyHoreHHocTi SB3, npenapdegl¥épis
i npenapary Iepuentun® CLIA. Tonatkoso A
NEPEeHOCUMICTh K YaCTUHY 4-THIKHEBOIO 10k
y pasi MOBTOPHUX BBE/IEHb.

AKHI BHKopHcroayBaBdsL PE y ™ gpg.mul R
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TOKCUYHOCTI 4 eKClIepUMEHTAlIbHI MPYIU, KOXKHA 3 SKUX CKJIazanacs 3
3 caMuiB i 3 caMOK sSBAaHCBKUX MaKak, OTpumyBaiu Hociif, SB3 abo
npenapat Tepuentur® €C um CIIA (25mr/kr) y Buraszi
LOTHKHEBOT BHYTPilIHBOBEHHOT iH]y3iT (1eHs 1, 8, 15 Tta22) 06'emom
5 ma/kr npotsirom 60 XBuJIMH (Y XBOCTOBY BEHY).

Jlo3a 25 mr/kr Oyna BuOpaHa Ha MiAcTaBi MOMEpeaHiX pe3y/bTaTiB
JOKJIHIYHOTO JOCHIDKEHHA peepeHTHOro JiKapchKoro 3acody
(npenapat lepuentun®, KXJI3). I1pu BBeieHHI ABAHCHKMM MaKakam
npenapary [epuentun® gosor0 1, 5 Ta 25 Mr/kr npotsrom 4—
26 Tukuis npenapart [epuentun® nepeHocuscs 100pe i He BUK/INKAB
03HAK  CUCTEMHOI  TOKCMYHOCTI NpH  BBeIeHHI  Oyab-sKol
JOCITiKYBaHOT 103H.

V Bcix TBapuH, Aki otpumysanu SB3, npenapar Iepuentun® €C i
npenapat ['epuentun® CILIA, crioctepirany 1010 3ax30meaH00Ti
CMEPTHOCTI, ypaXKeHHs Ta 3aCBOEHHs ik Ta Boau. DiKcyBalu KIiHIUHI
CTMIOCTEPEIKEHHS, BHMIPIOBAaNM Macy Tilla Ta CHOXHMBaHHA DxKi.
HopatkoBo MPOBO/IUIUCH oraneMockoniuHi Ta
enekTpokapaiorpadivsi JOCIi DKEHHS (EKI), oo
MpoAEMOHCTPYBaTH NoaibHi nmpodini Tokcuuynocti SB3 i npenapaty
Fepuentun®. JIis ouiHKK KiHIYHOT naTosiorii Ta aHai3y J1edKOLUTIB
nepudepruyHoi Kpori 30Mpanu 3pa3kd KpOBI B YCIX TBapHH, LIO
BWKMJIH, /10 IPOBEICHHSA TECTY i Nepe]| 3aBepLICHHSIM.

Jinst ouinku npoginie ®K/TK SB3, npenapary I'epuentun® €C i
npenapaty [epuentun® CILUA, 3pa3sku cMpOBaTKH KPOBi ABaHCHKUX
Makak 30Mpajiy B Taki MOMEHTH uacy: nepea BeeaeHHsM, [PD. 2, 4, 8,
12,24, 96 Ta 168 roauH y neHsb 1 i aens 22,

Hanpukinui — gocnimkenHs Oyno  npoBejeHO  ayTorncilo Ta
ricronarosioriuie aocnaimpkeHHs. KoHueHTpallii B cupoBarii KpoBi Ta
yrBopeHHst ADA BU3HA4a/IM 3a J0NOMOr00 BasliZloBAHUX METO/1iB.

VYci TBapuHM BWXKMIM 10 3arigaHoBaHoi aytoncii. SB3, npenapat
Tepuentun® €C i npenapar I'epuentun® CILIA noGpe nepeHocHMCs
TBapUHAMM, 3 BiJICYTHICTIO 3HAYHMX BiIXWIEHBb Y BHIIE3a3HAYEHUX
MiJZ0CAIAHUX, M0 Y3rO/PKYBalocs 3 pesy/bTaraMM MonepeaHix
NOKJIIHIYHUX AochiakeHs npenapary [epuentun®. Bynu BinzHaueni
HE3HAUHI JaHi CIOCTePEIKEHHS, OJIHAK Lie Oy/IM OUiKyBaHi pe3y/bTaTH
IUIA TBAPWH LIBOTO Biky. Byno oTpuMaHo noaibHi AaHi criocTepeKeHHS
1010 TBAPUH, AKi OTPUMYBAIIK HOCI, 00 TBApHH, sIKi HE OTPUMYBaIH
JIKYBaHHS Y JOC/IiAHULBKOMY LIEHTPI.

Kpim Toro, He Oyn0 BHABIEHO 3HAYHUX MaKPOCKOHil{HHX um
MiKPOCKOMIYHHUX O3HAK, a TAKOMK 3MiHM MacH Tijia, noB'a3aHux i3 SB3
abo npenapartom lepuentuu®. g

TokcukoKiHeTHKA

¥ 3pa3Kax CHPOBATKH KpOBI, Blﬂlﬁpaﬂnx Y g
HOCiH, ¥ 1eHb | 122 He BUSIBJIEHO PiBHIB, 1110 |
SB3, npenaparty FepuenTMHR €C abo npenajp
CHcTeMHa eKcrnosuilia Tpactysymaoy. Gyaa n{p
camok i nicns eeeneHHs JSB3 1Oy da (omioHE
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npenapaty [epuentuna® €C, a6o npenapary Tepuentun® CILA.
Cepenni 3HaueHHA Cmax Ta AUC(0.) Oynu nonibHuMu y TBapuH, ski
orpumyeanu SB3, npenapar [epuentun® €C abo mnpenapar
['epuentun® CILA.

IMYHOTr€HHICTh

AnTuTina 1o Tpacty3ymady B cuposatii kpoBsl NHP oniHioBanu 3a
JIONIOMOTOK  BaJlijloBaHoro meroay (aociimkeHHs Ne 315714). Vi
npoaHanizoBaHi 3pa3kd OyjIM HEraTMBHUMM IUOJI0 AHTHUTINA 0
Tpacty3ymady. Takum unHOM, He OYJI0 BUABIICHO Pi3HMIL B rpodinsx
IMYHOr€HHOCTI MK rpynamu, ski otpumysasu SB3 i npenapar
Tepuentun® €C ado CILA.

BucHosok/Pestome

Beenennss SB3, mnpenapary [epuentun® €C aGo mnpenapary
lepuentun® CLIA  gosoro Ha piBHi 25 Mr/kr  wisxom
BHYTPILIHBOBEHHOT iH(DY3iT 0MH pa3 Ha THIKACHL NPOTATOM 4 THIKHIB
nocnine 100pe NepeHOCHIOCh ABaHCHKMMH Makamu. He BusBieHo
BiIMIHHOCTEH L1100 MapamerpiB iMyHOM€HHOCTi, TOKCHMKOKIHETHKH
a00 TOKCMYHOCTI MK Tpynamu, SiKi OTpUMYBAId AOCIiIKYBaHHIii
JiKapcbkuid 3acib.

Takum yuHOM, npodisi TOKCHYHOCTI, TOKCHKOKIHETMKH Ta
imynorensocti SB3 € noaiuumu 10 Takux npenapaty [epuentun®
€C i npenapary I'epuentun® CIIIA.

3) 'eHOTOKCHUHICTD:

in vitro

HocniKeHHsS TeHOTOKCHYHOCTI HE MNpPOBOJMUIWCS BiANOBIAHO [0
kepieHuuTBa EMA «Kepignuymeo wuooo nodibnux 6ionoziunux
NIKAPCHKUX  3acobie, o MICHAML MOHOKIOHQIbHI  AHIMUMIAA:
HEKAIHIYHI ma KATHIYHI RUMAHHSY

(EMA/CHMP/BMWP/403543/2010).

in vivo (BKJIIOYAIO4M J01aTKOBY
OLIIHKY 3 TOKCMKOKIHETHKH)

4) KaHLeporeHHICTh:

JlocniukeHHA KaHUEpOT€HHOCTI HE TMPOBOAMIMCA BiJMOBIAHO 10
kepiBHuLUTBa EMA «Kepisnuymeo wooo nodibnux 6ionroeiunux
JNIKApCeKUX  3acobig, w0 Micmame MOHOKIOHAIbHI  aHmumina:
HeKTHIYHT ma KAiHTYHI nUMAaHHA»
(EMA/CHMP/BMWP/403543/2010).

JOBFOCTPOKOBI JJOCII1 JPKEHHS

KOPOTKOCTPOKOBI 10CiKeHHs abo
JOCIIPKEHHS! cepe/IHbOT TPUBAIOCTI

J0JATKOBI JOCTIKEHHS

5) penpoayKTUBHA TOKCUYHICTh Ta
TOKCHYHHI{ BMIMB Ha PO3BHTOK
MOTOMCTBA:

BIUIMBY Ha PO3BMTOK MOTOMCTBA HE MPOBOJIH K
kepiBuuurea EMA «Kepisnuymeo wodo i
nikapevkux  3acobis, wo MICMAMb  MOHO i
HeKAIHIYHI ma

(EMA/CHMP/BMWP/403543/2010).

TEITRA g1 NG
3T 1AHY 3 OFUT i fyA
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BITMB Ha (DEPTHIILHICTD i paHHii
eMOpioHa/IbHHI PO3BUTOK

| €MOpIOTOKCHYHICTD ||

npeHaTajlbHa i MOCTHATA/IbHA
TOKCHYHICTh

JOCIKEHHS, NPH AKHX Npenapat
YBOJAMTHCS MOTOMCTBY
(HecTaTeBO3piuM TBapHHaM) Ta/abo
OLLiHIOETRCH BifjaneHa i

6) MiclieBa NMepeHOCUMICTh

OxpeMHX JociifieHb MicLeBOi MepeHOCHMMOCTI He MPOBOAMIIOCS.
licronatonoriyHa ouinka Micuesoi (micus in'exuil) nepeHocuMocCTi
MPOBOJEHA B paMKax 4-THIKHEBOTO J0CIIDKEHHA TOKCHYHOCTI y pasi
MOBTOPHUX BBEIEHb HA SBAHCHKMX MaKakax (JMB. I0CJiIKEHHS
Ne 523870). He BusBneHO 3HauHWX BiAMiHHOCTEH MicueBoi
nepeHocUMocTi Mizk SB3 Ta pedepenTHUMHU JTiKAPCLKUMHU 3ac00aMH.

7) 10AATKOBI IOCi3KeHHS
TOKCHYHOCTI:

[HIIMX JOCHiKEHb TOKCHYHOCTI (TOOTO IMYHOTOKCHUHOCTI) He
NPOBOMIIOCA BiAMOBIAHO A0 KepiBHMUTBA EMA «Kepignuymeo
Wooo nodibnux 6Gionoziunux JNIKAPCobKUX 3dcobie, wo MICHAmMb
MOHOKNIOHANbHE  aHMUmMIiNG: HeKIIHIYHI  md  KIIHIYHI  NUMAHHS Y

(EMA/CHMP/BMWP/403543/2010).

| AHTUTEHHICTD (YTBOPEHHS aHTHUTIJ) H

| iMyHOTOKCHUHICTE

| JIOCIDKEHHA MEXaHi3MiB ail

| JiKapchKa 3a0eXHICTh H

TOKCUYHICTh METAb0JIITIB

TOKCHYHICTE IOMILLIOK

1HIIE ||

5. BUCHOBKH LIOJ0 JOKIIIHIYHOTO
BHBYEHHS

ITporpama jgokniHiuHMx Jociimkens SB3, pospobneHoro sk
Giocuminsip mpenapary Iepuentun®, mo MicTute TpacTyzymald sk
aKTUBHY PEUOBHHY, BKJIOYala Cepild NOC]iIKeHb in Vilro, B TOMY
YUCIIi aHali3u 3B'A3YBAHHA Ta Ha KJIITHHAX, 3 METOK JIEMOHCTpaLii

nopibrocti SB3 i npenapary [epuentun®. Kpim Toro, ans

naemoHcTpanii mogidHocti SB3 i npemapaty ['epuentun® 0yio
MULIayii

MPOBEJACHO JOCHIKEHHS eEeKTUBHOCTI HAa OPTOTOIMIYH]

MOTEHUIMHOro YTBOPEHHS aHTUTIJ A0 JiKapChKE

BianosigHo po kepieHuure EMA «Kepienu#
bionoziunux aikapcokux 3acobie, uo mc
uwisixom biomexnonozii, sax a;\mué’rh' ﬁe‘noeu
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RUMAHHAY (EMEA/CHMP/BMWP/42832/2005 Rev.1) Ta
«Kepienuymeo w000 nodionux GionociyHux aikapcokux 3acobis, wo
MICIAMb  MOHOKIOHQIbHI  aHMUMINQ:  HeKIIHIYHI  ma  KITHIYHI
HUMAHHSY (EMEA/CHMP/BMWP/403543/2010) J0J1aTKOBI
JOCTIUKeHHS  JIOKJIiHiuHOT  Qpapmakosorii,  (hapMaKOKiHETHKH,
F€HOTOKCHYHOCTI, PENpOAyKTHBHOT TOKCUKOJIOTIT T KAHLIEPOTreHHOCTI
HE NPOBO IUJIHCA.

Jns pemoHctpauii  OiosoriyHoi akTuBHOCTI SB3 mopiBHSHO 3
npenaparom [epuentun® €C ado CLIA 6yno npoBeaeHO cepito
thapmakoJMHAMIYHUX AOCHIIKEHD ix Vitro i3 BUKOPUCTAHHAM Pi3HHX
aHaniziB Ha KJIITHHaX Ta 3B'sA3yBaHHA. Pesynkrard aHanizis Ha
KJIITMHAX, BKJIOYAKOYM aHali3 aHTunposidgeparuBHoi il Ta aHasmi3
A3LT, npoageMoHeTpyBanu, wo SB3 O6yB noaibHum o npenapary
l'epuentun® €C miogo OionOriyHMX BracTHBOCTEH (KJIITHHHA
noteHuis). Kpim Toro, pe3ynsTaTi aHaniziB 3B'13yBaHHs, BKIKOUYAOUH
3B'asyaHHsd 3 HER2, 3p'asyBanns 3 peuentopamu Fc (FcyRla,
FcyRIla, FeyRIIb, FeyRIlla, FeyRIIIb Ta FcRn) Ta 38'Aa3yBanHa 3 Clq,
nokaszanud nojiOHi iMyHoXimiuni BnactuBocti SB3 i npenaparty
Iepuentun® €C. binbiue Toro, pe3yibTaTh A0JAATKOBUX 0i0NOTTYHUX
aHai3iB, BKJIOYAKOUM BHU3HAYEHHs PiBHA MOBEPXHEBOI eKkcnpecii
HER2, susinenennss ECD HER2, npurniuenus dochopuntoBanms
AKT, anriorenes in vifro Ta komOiHOBaHe JIiKyBaHHs 3 XiMioTeparie€to,
MPOIEMOHCTPYBaNM NoAibHicTh Mixk SB3 Ta npenaparom Fepuentuu®
€C moao 104aTKOBOrO MeXaHi3My fii TpacTy3ymady. 3araiom, yci
pesynbTatd aHanizie @1 in vitro moa0 0i0NOriYHUX BJIACTUBOCTEH
(KNiTMHHA MOTEHLA), IMYHOXIMIYHMX BIACTHBOCTEH (aKTHBHICTh
3B'A3yBaHHA) Ta J0AATKOBUX OIOJOriYHMX JIOCHI/PKEHb YITKO
nokasan, o mixk SB3 Tta npenaparom I'epuentun® €C ado CILIA
Bi/ICYTHI CYTTEBI BiIMiHHOCTI.

Pesyneraty noni®HocTi JochikeHb in vifro Oynd IOMNOBHEHI
JOCIIIXKEHHAM 3 BHKOPHMCTAHHAM OPTOTOMIYHOI MHIIAYoi Mojei
KCEHOTpaHCIUIaHaTa KJIITHH paKky MOJIOYHOT 3a1034 itoauHu BT-474.
Edexrusnicts SB3 i npenapary [epuentun® oliHIOBamIM Ha OCHOBI
3MIHM POCTY NMYXJHHU B OKPEMHX MHUIIEH i3 BU3HAUEHHSM YacTOTH
TGI (%). Yei nocnimxyBaHi npenapatv NpUrHiuyyBajid picT MyX/JaHHH
3ajIe’KHUM BiJ 103U yuHOM (1, 5 Ta 10 Mr/kr), i He OyJ0 BUABIEHO
3HAYHUX BiAMIHHOCTEH NPOTHMYXJWHHOT akTUBHOCTI Mixk SB3 Ta
npenaparom I'epuentun® €C a6o CIIIA.

byno mnpoBeaeHo 4-THKHEBE AOCHIMKEHHA TOKCHMUYHOCTI y pasi
MOBTOPHMX BBE/IEHb HA ABAHCBKMX Makakax, ki Oy BinnosianM
BUJOM, IO BHKOPHCTOBYBABCS Y MONEPEJHIX TQie QIO iU HIX
JOOCHIIKEHHAX  ped)epeHTHOr0  JiKapChbKOro 4f5% L '
pe3yabTaTd  MNpPOAEMOHCTPYBalM, 10 TP
TOKCHKOKIHETHKM Ta iMyHOreHHocti SB3
npodinis npenapary Fepuentun® €C Tta 1j
CL[JA He cnocmpiranoc'ﬂ; b Oy b AKO f’_‘__‘ﬂ-
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Macu Tija, MOKa3HUKIB eleKTpoKapaiorpamu, napamerpiB KiiHiyHOT
naToorii Ta ohTaNnbMOCKOMIYHOr0 00CTEIKEHHS, 1O Y3r0KYBaJIoCs
3 MOMepeAHiMM  JOKIIHIYHUMU  JOCTIIKEHHSIMH  Mpenapary
lepuentun® He BuABIEHO 3HAYHMX  MaKpPOCKOTIUHMX M
MiKPOCKOMIYHHX BiAXH/ICHb, 4 TAKOXK 3MIHH MacH Tijla, MOB'A3aHUX i3
SB3 a6o npenapartom ['epuentun®.

[Tpu ouinui OK/TK cepenne 3HaueHHS Cmax Ta AUCoq ¥
eKCIepUMEHTAIbHUX Tpynax 0y0 nogioHuM.

Illono yTrBOpeHHs aHTHTIN 10 Jikapcbkoro 3acody (ADA)., to y
’KOJHOT 3 TBapuH, sKi orpumysanud SB3 abGo npenapar ['epuentun®
€C uu CIJA, ADA He yTBOPHITHCE.

3aranoM, Oynu mnpoBejieHi peTelibHI JOKJTIHIYHI  J0C/IHKEHHS
noJibHOCTI Ta MpPOJEMOHCTPOBaHO, O npodini edexTHBHOCTI,
thapmakokiHeTHKH Ta TokcHuHOoCcTi SB3 Oynu noaiOHMMM 10 Takux
npenapaty ['epuentun®,

3asBHUK
(BIacCHUK peecTpalliifHOro MOCBiAYEHHS) (nignuc)

(ILLB.)

IaenTuikauifnmii no.q/

b 38002
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Clinical

Trial Report

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

ONTRUZANT

2. Applicant

Samsung Bioepis Co., Ltd.
76, Songdogyoyuk-ro, Yeonsu-gu, Incheon, 21987,
Republic of Korea

3. Manufacturer

Samsung Bioepis NL B.V.
Olof Palmestraat 10, Delft, 2616 LR, Netherlands

4. Trials conducted:

I yes T no If not, substantiate

1) type of the medicinal product, by which
registration was conducted or planned

Biosimilar medicinal product

5. Full name of the Clinical Trial, clinical trial
code

Protocol Number SB3-G11-NHV. EudraCT Number
2013-004112-21. A Randomised, Double-blind, Three-
arm, Parallel Group, Single-dose Study to Compare the
Pharmacokinetics (PK), Safety, Tolerability, and
Immunogenicity of Three Formulations of Trastuzumab
(SB3, European Union [EU] sourced Herceptin® and
United States of America [US] sourced Herceptin®) in
Healthy Male Subjects. Date of Report: Jun 23, 2014.

6. Clinical trial phase I

Phase |

7. Period of the clinical trial

First subject signed informed consent: Jan 28, 2014
Last subject last visit: Apr 24, 2014

8. Countries where the clinical trial was
conducted

1 centre in Germany

9. Number of study participants

Planned for inclusion: 108 subjects

Enrolled and randomised: 109 subjects

Excluded: One subject withdrew informed consent
right before start of infusion after randomisation and was
replaced by a new subject. This subject was excluded
from the Safety set and from the PK population.

Analyzed: 108 subjects in the Safety set and in the PK
population (i.e., 36 subjects in each treatment group
[SB3, EU sourced Herceptin®, US sourced Herceptin®]).

10. Goal and secondary objectives of the clinical
trial

Primary objectives:

For the European Medicines Agency (EMA) review:

The primary objective was to investigate and compare
the PK profiles between SB3 and EU sourced Herceptm@’
in healthy male subjects.

i .B.KINAYP]




The primary objective was to investigate and compare
the PK profiles between SB3 and EU sourced
Herceptin®, between SB3 and US sourced Herceptin®
and between EU sourced Herceptin® and US sourced
Herceptin® in healthy male subjects.

Secondary objectives:

For the EMA review:

The secondary objectives were to investigate and
compare the safety, tolerability, and immunogenicity
between SB3 and EU sourced Herceptin® in healthy male
subjects.

For the FDA review:

The secondary objectives were to investigate and
compare the safety, tolerability, and immunogenicity
between SB3 and EU sourced Herceptin®, between SB3
and US sourced Herceptin® and between EU sourced
Herceptin® and US sourced Herceptin® in healthy male
subjects.

11. Design of the clinical trial

This was a double-blind, three-arm, parallel group,
single-dose study in healthy male subjects. In each arm,
all subjects received a single dose of either SB3, EU
sourced Herceptin®, or US sourced Herceptin® by
intravenous (IV) infusion for 90 minutes.

Arm Treatment

1 (n=36) SB3

2 (n=36) EU sourced Herceptin®
3 (n=36) US sourced Herceptin®

On Day 1 in Cohort 1, five subjects were randomised
to receive either SB3, EU sourced Herceptin® or US
sourced Herceptin® (1:2:2). Provided there were no
serious or unexpected safety issues as determined by the
Investigator and Sponsor, two days later, seven subjects
in Cohort 2 received either SB3, EU sourced Herceptin®
or US sourced Herceptin® (3:2:2) on Day 3 (refer to
Cohort 1). Provided there were no serious or unexpected
safety issues as determined by the Investigator and
Sponsor, from Day 5 (refer to Cohort 1), the remainder
of the subjects were randomised to receive SB3, EU
sourced Herceptin® or US sourced Herceptin® in equal
proportion.

Blood samples for PK analysis were collected prior to
start of infusion and at 0.75, 1.5 (end of infusion), 3, 6,
12, 24, 48, 72, 96, 168, 336, 672, 1008 and 1344 hours
after start of infusion. -

The duration of the study was a
during which the PK, safety.




measurements were made following a single dose

administration of SB3, EU sourced Herceptin® or US
sourced Herceptin®.

12. Main inclusion criteria

Inclusion Criteria

1. Healthy male subjects aged 18-55 years, inclusive.

2. Had body weight between 60.0-94.9 kg and body
mass index between 18.0-29.9 kg/m2, inclusive.

3. Had clinical laboratory results within the normal
range or outside the normal range but assessed as
clinically non-significant by the Investigator.

4. Had systolic blood pressure < 140 and > 90 mmHg,
diastolic blood pressure < 90 and > 50 mmHg and heart
rate > 50 and < 90 beats per minute.

5. Had physical examination results without clinically
significant findings.

6. Had 12-lead electrocardiogram (ECG) results
without clinically significant findings.

7. Had echocardiogram results without clinically
significant findings and left ventricular ejection fraction
(LVEF) > 55% at Screening.

8. Who did not smoke or smoked less than 10
cigarettes, 2 cigars or 2 pipes per day (and agreed to
abstain from smoking while resident at the clinical study
site).

9. Had to be willing to abstain from sexual intercourse
or willing to use a condom in addition to having their
female partner use another effective form of
contraception. Effective methods of contraception were
defined as those alone or in combination, that result in a
low failure rate (i.e., less than 1% per year) when used.
These included methods such as certain intra-uterine
devices (the exact failure rate for the device being used
had to be checked as they can vary), barrier methods with
spermicide, oral hormonal contraceptive, injectable
progesterone, sub-dermal implant or tubal ligation from
the time of the first administration of investigational
product (IP) until completion of study procedures.

10. Had to be willing and able to comply with
scheduled visits, treatment plan, laboratory tests, and
other study procedures including standardised meal.

11. Had to be able to provide written informed consent
which had to be obtained prior to any study related
procedures.

Exclusion Criteria

The exclusion criteria is provided in Sgekign
the clinical study report for Study SB3- S
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13. The investigational medicinal product,
method of administration, strength

Test product: SB3 (trastuzumab)

Presentation: 150 mg lyophilized sterile powder for
concentrate for solution for infusion

Batch number: P51703A

Mode of administration: IV infusion for 90 minutes

Dose: 6 mg/kg

14. Comparator, dose, method of administration,
strength

Reference  product: EU  sourced Herceptin®
(trastuzumab)

Presentation: 150 mg lyophilized sterile powder for
concentrate for solution for infusion

Batch number: H4259B01

Mode of administration: IV infusion for 90 minutes

Dose: 6 mg/kg

Reference  product: US  sourced Herceptin®
(trastuzumab)

Presentation: 440 mg lyophilized sterile powder for
concentrate for solution for infusion

Batch number: 554761

Mode of administration: IV infusion for 90 minutes

Dose: 6 mg/kg

15. Concomitant therapy

Subjects were permitted to take paracetamol
(acetaminophen) at single doses up to 1 g and at
maximum daily doses of up to 4 g. Except for emergency
situations, approval had to be obtained from the
Investigator and/or Sponsor prior to the subject taking
any other concomitant medication. If an emergency
situation occurred, the Investigator was to be notified as
soon as possible of what the situation was and which
concomitant medications were administered.

16. Efficacy evaluation criteria

Not _applicable, as Study SB3-G11-NHV did not
evaluate efficacy of SB3. EU sourced Herceptin® and
US sourced Herceptin®.

Pharmacokinetic Evaluation Criteria

Primary pharmacokinetic endpoints

For the EMA review:

» Area under the concentration-time curve from time
zero to infinity (AUCin)

AUCys = area under the concentration-time curve from
time zero to the last quantifiable concentration (AUC)ast)
+ last observed concentration (Cy)/terminal rate constant
(A2)

For the FDA review:

* AUCins




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

» Maximum serum concentration (Cmax)

Secondary pharmacokinetic endpoints

* AUClast (for the EMA review only)

* Chax (for the EMA review only)

* Time to Crnax (Tmax)

* Volume of distribution during the terminal phase (V)

* Terminal rate constant (A;). The parameter was
calculated by linear least squares regression analysis
using the last 3 (or more) non-zero concentrations.

* Terminal half-life (t.z) calculated by In(2)/A;

* Total body clearance (CL)

* Area under the concentration-time curve extrapolated
from time t to infinity as a percentage of total AUC
(%AUCextrap)

17. Safety evaluation criteria

Safety endpoints

* Vital signs

* Physical examination

* Clinical laboratory tests including haematology,
chemistry, urinalysis and cardiac marker

* |2-lead ECG

» Adverse events (AEs) and serious adverse events
(SAEs)

Immunogenicity endpoints

* Incidence of anti-drug antibody (ADA) to
trastuzumab

* Incidence of neutralising antibody (NAb) to
trastuzumab

18. Statistical methods

Pharmacokinetic analysis

The statistical analysis of the loge-transformed primary
endpoint was based on an analysis of variance (ANOVA)
model. The difference in least squares means (LSMeans)
between the SB3 and EU sourced Herceptin®, SB3 and
US sourced Herceptin® or EU sourced Herceptin® and
US sourced Herceptin® and the associated 90%
confidence intervals (Cls) were estimated. Back
transformation provided the ratio of geometric LSMeans
and 90% Cls for these ratios.

For the EMA review, equivalence for the primary
endpoint was determined if the 90% CI for the ratio of]
geometric LSMean of SB3 to EU sourced Herceptin®
was within the acceptance interval of 0.8 to 1.25.

For the FDA rewew equ:valence for the primary




SB3 to EU sourced Herceptin®, and EU sourced
Herceptin® to US sourced Herceptin® was within the
acceptance interval of 0.8 to 1.25, respectively.

Safety analysis

All reported terms for AEs were coded using the
Medical  Dictionary for Regulatory  Activities
(MedDRA®). No statistical testing was performed for
AEs. For all AE and SAE tables, subjects were counted
at most once for each preferred term (PT) and each
system organ class (SOC).

Laboratory data by treatment were summarised by
presenting shift tables and summary statistics of raw data
and change from Baseline (mean, median, standard
deviation [SD], range).

Data from other tests (e.g., vital signs, echocardiogram,
12-lead ECG) were listed and abnormal values were
flagged. Any other information collected was listed as
appropriate.

Immunogenicity analysis

Incidence of ADA and NAb to trastuzumab at Day 1
(pre-dose), Day 29 and Day 57 was summarized by
treatment.

19. Demographic characteristic of study
population (gender, age, race, etc.)

Healthy male subjects. The average age, height, weight
and BMI were generally comparable across the 3
treatment groups. The ethnicity was also comparable
across the 3 treatment groups. The majority of subjects
were White.

20. Efficacy results

Not_applicable, as Study SB3-G11-NHV did not
evaluate efficacy of SB3. EU sourced Herceptin® and
US sourced Herceptin®.

Primary Pharmacokinetic Results:

* The geometric LSMean ratios for the comparison of]
SB3/EU sourced Herceptin® for AUCin, AUCjast and
Cinax were 0.969, 0.971, and 1.001, respectively, and the
corresponding 90% Cis were within the pre-defined
equivalence margin of 0.8 to 1.25, indicating that the two
treatments were bioequivalent.

* The geometric LSMean ratios for the comparison of]
SB3/US sourced Herceptin® for AUCin, AUC)s and
Crmax were 0.930, 0.934, and 0.988, respectively, and the
corresponding 90% Cis were within the pre-defined
equivalence margin of 0.8 to 1.25, indicating that the two
treatments were bioequivalent.

* The geometric LSMean ratios for the copppafiEsse
EU sourced Herceptin®/US sourced
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AUCins, AUClast and Ciax were 0.959, 0.963, and 0.987,
respectively, and the corresponding 90% CIs were within
the pre-defined equivalence margin of 0.8 to 1.25,
indicating that the two treatments were bioequivalent.

21. Safety results

Safety Results
e There were no deaths or discontinuation due to AEs

during the study.

* One SAE (chondropathy) occurred in 1 subject in the
SB3 treatment group; the event was assessed by the
Investigator not to be related to the IP.

» The proportion of subjects who experienced
treatment-emergent adverse events (TEAEs) were
similar between the SB3, EU sourced Herceptin® and US
sourced Herceptin® treatment groups. The most frequent
TEAEs were infusion-related reaction (IRR), headache
and nasopharyngitis. The majority of TEAEs were Grade
I (mild) to Grade 2 (moderate) in severity. Laboratory
data, vital signs, and ECG parameters did not show any
significant changes over time which might be considered
to be related to the IPs.

Immunogenicity Results

* No subjects had positive results for ADA after
administration of SB3, EU sourced Herceptin® or US
sourced Herceptin®.

22. Conclusion

Comparison of SB3 and EU sourced Herceptin®

* The geometric LSMean ratios for the comparison of]
SB3/EU sourced Herceptin® for AUCin;, AUChst and
Ciex were 0.969, 0.971, and 1.001, respectively, and the
corresponding 90% Cis were within the pre-defined
equivalence margin of 0.8 to 1.25, indicating that the two
treatments were bioequivalent.

* The proportion of subjects who experienced TEAEs
were similar between the SB3 and EU sourced
Herceptin® treatment groups. The most frequent TEAEs
were IRR, headache and nasopharyngitis. The majority
of TEAEs were Grade 1 (mild) to Grade 2 (moderate) in
severity. Laboratory data, vital signs, and ECG
parameters did not show any significant changes over
time which might be considered to be related to the IPs.

» No subjects had positive results for ADA when given
a single IV infusion of SB3 or EU sourced Herceptin®.

Comparison of SB3 and US sourced Herceptin®

* The geometric LSMean ratios for the comparison of]
SB3/US sourced Herceptin® for AUCixy, A st and

Cmax were 0.930, 0.934, and 0.988, respe'; AL THre
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corresponding 90% Cis were within the pre-defined
equivalence margin of 0.8 to 1.25, indicating that the two
treatments were bioequivalent.

* The proportion of subjects who experienced TEAEs
were similar between the SB3 and US sourced
Herceptin® treatment groups. The most frequent TEAEs
were IRR, headache, nasopharyngitis, fatigue, back pain
and rhinitis. The majority of TEAEs were Grade 1 (mild)
to Grade 2 (moderate) in severity. Laboratory data, vital
signs, and ECG parameters did not show any significant
changes over time which might be considered to be
related to the IPs.

* No subjects had positive results for ADA when given
a single 1V infusion of SB3 or US sourced Herceptin®.

Comparison of EU sourced Herceptin® and US sourced
Herceptin®

* The geometric LSMean ratios for the comparison of
EU sourced Herceptin®/US sourced Herceptin® for
AUCinr, AUChast and Cinax were 0.959, 0.963, and 0.987,
respectively, and the corresponding 90% Cls were within
the pre-defined equivalence margin of 0.8 to 1.25,
indicating that the two treatments were bioequivalent.

* The proportion of subjects who experienced TEAEs
were similar between the EU sourced Herceptin® and US
sourced Herceptin® treatment groups. The most frequent
TEAEs were IRR, headache, nasopharyngitis and oral
herpes. All TEAEs were Grade 1 (mild) to Grade 2
(moderate) in severity. Laboratory data, vital signs, and
ECG parameters did not show any significant changes
over time which might be considered to be related to the
[Ps.

» No subjects had positive results for ADA when given
a single 1V infusion of EU sourced Herceptin® or US
sourced Herceptin®.

Applicant (Marketing
Authorization Holder)




3BiT npo KJIiHIYHE BUNPOOYBaAHHS

1. Ha3Ba nikapcbkoro 3aco0y (3a HasiBHOCTI -
HOMEp peecTpaLiifHOro rnoceijgueHHs)

OHTPY3AHT

2. 3asBHUK

Camcynr Bioenic Ko., JItz.
76, Courgoriotok-po, €ouHcy-ry, Inuxon, 21987,
Pecnybanika Kopes

3. Bupobuuk

CamcyHr bioenic HJI B.B.
Ono¢ [Nanmernrpaar 10, dendr, 2616 LR, Higepnanau

4. llpoBeaeHi aociyKeHHs:

I Z wHi AKIIO Hi, 0OTpYHTYBaTH

1) Tun nikapcekoro 3acoy, 3a SKUM
npoBoAMIacs abo NIaHyeTbCs peecTpaltis

[ToniGHuit Gionoriunuii nikapceKuii 3acid

5. ToBHa Ha3Ba KAiHIYHOTO BUNPOOYBaHH,
KOJOBaHWH HOMEP KJIIHIYHOro BUIPOOYBaHHA

IIpotokon Ne SB3-Gl11-NHV. EudraCT Ne 2013-
004112-21. PannomizoBane, nozgiiiHO ciine, y TpboX
napaneibHUX Tpynax AOCHiIPKeHHS OJHOPAa30BOI JI03H 3
MeTO nopiBHAHHA (papmakokiHeTuku (PK), Gesneku,
NEPEHOCHMOCTI Ta IMYHOr€HHOCTI TPbOX I[pernapaTis
tpactysymaly (SB3, npenapary [epuentun®, wo
nocrayaerecsi 3 Cponeiicbkoro Corwzy [€C] Ta
npernapatry  ['epuentun®, 1m0  nocrayaeTtbea  3i
Cnonyuenux Illrarie Amepuku [CIIIA]), 3a yuacTtio
310pOBUX MTO0OPOBOJIBLIIB YOI0BIUOT CTATI.

Hara 3Bity 23 uepsus 2014 p.

| 6. ®aza KniHIYHOro BUNPOOYBaHHS

®daza |

7. llepioa npoBeAeHHA KAIHIYHOTO
BUMPOOYBaHHA

[lepwmii mocnimpkyBanuit mianucas iHdopmosaHy
sroay: 28 ciuns 2014 p.

OcTaHHiii  BI3UT  OCTAHHBOTO  JOC/IIKYBAHOIO:
24 xBitHs 2014 p.

8. Kpaiuwm, e npoBoauiiocs KiiHiuHe
BUNPOOYBaHHA

| uentp y HimeuuuHi

9. KinpkicTh n0CTiHKYBaHUX

3anuanoBano: 108 nocnikyBaHux.

BiutoyeHo Ta pangomizosano: 109 pociigkyBaHux.
Bukmoueno: 1 A0CIiKYBaHHUH BiAKIHKAB
iHopmoBaHy 3roay OesnocepeaHBO Mepea MoYaTkom
iHpy3iT nmicas pangoMizaull ta OyB 3aMiHEHMH HOBUM
aocnimpkyBanuMm. Lleid mocnimkyBanuii OyB BUKITIOUEHUH
i3 BUOipKM 1Js aHanizy Oe3neku Ta 3 MonyJsuii s
ananizy @K.

[Tpoananizosano: 108 pocnimkyBaHux y BuOipui ans
aHaiizy Oesnexu ta y nonyaauii aas ananizy @K (rodro
36 nocaiuKyBaHUX Y KOXKHIH rpyni Jlikyse

F i FOb

3C1AHO 3 OPHI IHANONM
AoctoBIPHiCTD

BEPEMRARY 3ACRIAYYD

Kissyric H.B




npenapar [epuentuH®, wo mnocravaetecs 3 €C,
npenapat l'epuentun®, 1o nocrauaerses 3i CLLIA)].

10. MeTa Ta BTOpPUHHI Li/i KAiHIYHOTO
BUMPOOYBaHHS

OcHoBHa MeTa:

Hnst ornagy €BponelchbKoro areHTCTBa 3 JIKAPCHKHX
3aco6iB (EMA):

OcHoBHOIO MeTOK OyJ10 AOCHIAMTH Ta MOPiBHATH
npodini ®K SB3 Ta npenapary [epuentud® 1o
nocrayaetecsi 3 €C, y 300poBHX J100pOBOJIBLIB
4oJI0BivOT cTaTi.

Ina orasay VYrpaBiiHHA 3 KOHTPOMIO 3a AKICTIO
XapuyoBHX MPOYKTiB Ta Jdikapcbkux 3acobiB (FDA):

OcHOBHOW MeTow OyJ10 JOCHiJUTH Ta MOPiBHATH
npodini ®K SB3 i npenapary [epuentun®, wo
noctayaethesa 3 €C, SB3 i npenapary [epuentun®, wo
nocrayaersest 3i CIUA, Ta npenapaty ['epuentun®, wmo
nocrauaethess 3 €C i npenapary [epuentun®, wo
nocrauaerbest 31 CILLA, y 3mopoBux m00poOBOMBIIB
4OJIOBIYOT CTATI.

BropuHHi 11ii:

s ornany EMA:

BropuHHuMKM LiasMU OyJI0 JOCHIANTH Ta MOPIBHATH
Oe3neky, MepeHOCHUMICTh Ta iMyHoreHHicte SB3 i
npenapary [epuentud®, wo nocradaerses 3 €C, npu
3aCTOCYBaHH{ 310pOBUM 100pOBOJIBLIAM HYOJOBIUOT CTATI.

Hns ornany FDA:

BropunHumH uinsiMu Oy/io AOCAIAUTH TA MOPIBHATH
Ge3neky, MEePeHOCHMICTh Ta iIMYHOreHHicTh SB3 i
npenapaty [epuentud®, wo nocrayaerses 3 €C, SB3 i
npenapaty ['epuentun®, mo nocrauaerses 3i CLLA, ta
npenapaty ['epuentun®, wo nocrasaetscs 3 €C i
npenapaty I'epuentun®, mo nocravaetses 31 CILIA, npu
3aCTOCYBaHHI 3/10pOBUM J0OPOBOJILLISIM YOJIOBIHOT CTATI.

11. Iu3aitH KAiHIYHOrO BUNPOOYBaHHS

[le Oyq0 no/siitHO ciine y TphOX napaneibHUX rpynax
JIOCITDKEHHsT 0JJHOPa30BOi 03 3@ y4acTiO 3/10POBHX
100pOBOIIBLIB 4OMOBIUOi cTaTi. Y KOXKHiM rpyni Bci
JOCHIKYBaHI OTPUMYBAJIM OJHOpPA3oBy 103y abo SB3,
abo npenapary ['epuentin”, wo nocrauaetses 3 €C, abo
npenapary [epuentun®, mo nocrayaerbea 31 CLIA,
LUIIXOM BHYTPillIHBOBEHHOT (B/B) iHdY3ii npoTsrom
90 XBHUIMH.

['pyna JlikyBaHHs
1 (n=36) SB3
2 (n=236) [Ipenapat ['epuentuH, WO
nocrayaerbes 3 €CY

NEPEKAAA 3POBAENO
ITAHO 3 OPKT IHANON

Aoctoeipnicrp
MEPENNARY 3ACRIANYSD

Kimaypic H.




3(n=136) [Mpenapar Tepuentun®, wo
nocrayaetbes 3i CLLIA

Y geus 1 y koropti | n'ate apocnipkyBaHux Oyu
paHjomizoBaHi A oTpuMants abo SB3, abo npenapary
Fepuentus®, wo nocradaetses 3 €C, abo npenapaty
Tepuentun®, mo noctauaetses 3i CLIA (1:2:2). 3a
YMOBH BIJACYTHOCTI cepHO3HUX abo HecrnojiBaHuX
npodnem oa0 Oe3neKu 3a BU3HAUEHHAM J0CIIiJHUKA Ta
crioHcopa, yepes Asa AHi 7 A0C/iKyBaHUX y KOropti 2
orpumyBanu a6o SB3, a6o npenapar 'epuentun®, o
nocradaethes 3 €C, abo npenapar epuentun®, mo
nocrauaethbes 3i CILA (3:2:2) y mens 3 (nocunaHHs Ha
koropry 1). 3a yMOBM BIACYTHOCTI cepito3HMX abo
HecrnoAiBaHUX rpobiem o0 Ge3rneku 3a BU3HAYEHHIM
JIOCTiIHWKA Ta CrOoHcopa, 3 AHA 5 (nmocuiaHHs Ha
koropty 1) pewrra aocaiuKkyBanux Oyaa paHJIoMi3zoBaHa
mis orpumanns SB3, npemapary [epuentun®, 1o
nocrauaeteest 3 €C, abo npenapaty ['epuentun®, wwo
noctraydaetses 31 CILIA, y piBHil nponopuii.
3pa3ku  KpoBi ans ananizy @K 30upanu nepen
nouyarkom iHQy3ii Ta uepes 0,75, 1,5 (3akiHueHHs
iHdysii), 3, 6, 12, 24, 48, 72, 96, 168, 336, 672, 1008 Ta
1344 roauu nmicnd noyarky iHQy3ii.

Makcumansia TpuBanicTs J0CHIKEHHS CTaHOBMJA
moHahioibe § THIKHIB, NPOTAroM SAKHUX MPOBOIUIOCH
BU3HAueHHsA noka3HukiB @K, 6e3nexu Ta iMyHOreHHOCTI
nicis BBeJeHHS oAHopasoBoi ao3u SB3, npenapary
I'epuentnn®, mo nocrauyaetses 3 €C, ado npemapaty
Tepuentua®, wo nocrayaerses 3i CLIA.

12. OcHoBHI KpuTepii BKJIHOUEHHS

KpuTepii BKIHOYEHHS

1. 310poBi 4010BiKM BikOM 18—55 pOKiB BKJIIOUHO.

2. Maca tina y mexkax 60,0-94.9 kr ta iHaeKc MacH Tija
y mexax 18,0-29.9 kr/M? BKIIHOUHO.

3. Pe3yabTat KJIiHIYHUX 1a00paTOpHUX AOCIiIKEHb Y
Mexkax HopMu abo 103a MeKaMu HOPMH, aje OliHeHi
JIOCTI THMKOM SIK KJIiHIYHO He3HAUYIIL.

4. Cucroniuuuit aprepianbHuit  THck <140 Ta
> 90 MM pT. ¢T., AlacToji4HKil apTepianbHuil THCK < 90
Ta > 50 MM pT. CT. i YacTOTa CepLEBUX CKOpoUYeHb = 50
Ta < 90 yaapiB Ha XBUJIHHY.

5. Pesyapratu pizukansHoro oberesxeHns 0e3 KaiHIYHO
3HAYYLIUX BiAXHJICHE.

nzpeanAa 3POBAERD
ITIAKO 3 OPKI IHANON

AoCtoeiprhicTy
REPENNAAY 3ACRlAuyD




7. Pe3ynbTaty exokapiorpamu 0e3 Ki1iHiuHO 3HAUYIIMX
BiAXWIEHb, a (Qpakuis BHKMAY JBOTO IMITYHOUKA
(®BJILL) > 55 % nijg yac CKpUHIHTY.

8. He kypui abo ocolu, siKi BUKYpPIOIThH MeHILE
10 curaper, 2 curap abo 2 moabok Ha aeHb (i
MOroLKYIOThCS YTPUMATHUCA BiJ KypiHHS MiJ 4ac y4acTi
y KJHIYHOMY J0CIiPKEHHI).

9. Ocobu, 3rojiHi yTpumarucs Bijl CTaTeBUX KOHTAKTIB
abo0 BHKOPHUCTOBYBATH TMpe3epBaTHB HA [J0JATOK [0
BUKOPUCTAHHS X MapTHEPKOKW iHIIOro edekTUBHOro
3aco0y koHTpauenuii. EdQexTHBHI METOIM KOHTpaLenLii
BM3HAYEHI AK TaKi, 110 NPH 3aCTOCYBaHHI OKpemMo abo B
KOMOIHAIT MarTh HH3BKY YacTOTy HeeheKTHBHOCTI
(tobro meHwe 1% Ha pik). BoHM BKJIOYAKOTh Taki
METOJM, SIK TEeBHi BHYTPIIIHHOMATKOBI MpUCTpPOT
(HeoOXiaHO MepeBipUTH TOUHY YACTOTY Hee(heKTUBHOCTI
3aCTOCOBAHOrO  MPHUCTPOI, OCKIIbKH BOHA  MOMXe
BapitopaTucs), Oap'epHi MeTOAM 3i CHEPMILUIOM,
nepopajibHi FOPMOHAIbHI KOHTPALENTHUBH, iH'€KLiHHMI
MPOrecTepoH, i I KIpHAN iMnaanTar abo
nepeB'sa3yRaHHs MAaTKOBMX TpyD, MOUMHAIOUM Bij wacy
Nepuioro  BBeJEHHA  JOCIiKYBAaHOrO  JiKApCHKOTO
zacoby (JIJ13) no 3aBepiueHHs fOCHiKEHHS.

10. Baxkanus Ta MOMJIMBICTL BUKOHYBATH 3arIaHOBaHI
BI3WUTH, IJIaH JIIKyBaHHS, 1ad0paTOpHi JOCTiIKEHHA Ta
iHLi npoueaypu JIOCI JIPKEHHS, BKJIKOYAKOUYH
CTaHIapTH30BaHE XapuyBaHHSI.

11. CripoMosHicTh HagaTH NMUCbMOBY iH(opMOBaHY
3rofy, AKy notpidHo Oyno oTpuMatH 10 Oy/b-AKHX
MpoLEAYpP, NOB'A3aHUX 3 IOCII IXKEHHSM.

Kputepil BUKIIOYEHHS]

Kpurepii BukiItoueHHs HaBejeHi B po3aini 9.3.2 3eity
npo kjaiHiuHe gociigxkeHHsa SB3-G11-NHV.

13. TocnimpkyBanuit likapcbKuid 3aci0, crnocid
3aCTOCYBaHHS, cuia Jii

JociuKkyBaHHii NiKapcbKuid 3aci0: SB3
(Tpacty3yma0).
Jlikapcheka dopma: 150 mr niodinizoBaHoro

CTEPHIILHOTO MOPOLIKY AJS KOHLEHTPATy I PO3YMHY
s iHgy3ii.

Howmep cepii: P51703A.

Cnoci6  3acrocysanHsa: B/B  iH(Y3i1  MPOTITOM
90 XBWJIHH.

Ioza: 6 mr/kr.

14. I1penapat nopiBHsHHA, 1032, cnocid
3aCTOCYBaHHA, CcHa il

PedepenTHMit JiKapcbKuid 3aci0: npenapar
['epuentun®, wo nocrayaetsbes 3 €C (Tpacsy
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Jlikapebka  ¢opma: 150 mr  niodinizoranoro
CTEPHJIBHOTO MOPOIIKY /A KOHLEHTPATY AJS PO34MHY
At iHQy3ii.

Homep cepii: H4259B01.

Cnoci®0  3acTocyBaHHs: B/B  iHOY3is nporsrom
90 xBUNHH.

Jloza: 6 Mr/kr.

Pedepenthuii NiKapCcbKUii 3acio: npenapar
Tepuentun®, mo nocrauaerses 3i CLLA (Tpactysyma6).

Jlikapceka  dopma: 440 Mmr  niodinizoBaHoro
CTEPUIIBHOTO MOPOIUKY AN KOHLUEHTPATY A PO3YHUHY
st indys3ii.

Howmep cepii: 554761.

Cnoci®  3actocyBaHHA: B/B  iHQY3ia npoTarom
90 xBUIHH.

Hoza: 6 mr/kr.

15. CynyTHs Teparis

HocaikypaHum  Oyno  103BOJIEHO  MpuHAMATH
napaueramos1 (aueramiHodeH) 0HOPa30BOK A030H) 10
Il r Ta makcumanpHOIO [1000BOIO 103010 J0 4r. 3a
BUHATKOM HEBIJAKJIaJHUX CUTYyaliil, HeoOXigHo 6yJo
OTPUMATH J03BiJ JOCTiAHMKA Ta/abo croHcopa, nepii
Hi3K npuiiMaTi Oy Ab-sKi iHLII CynyTHI JliKapchKi 3aco0u.
VY Bumaaky HeBiAkmaaHoi cutyauil ciig Oyjo sikomora
LIBM/IILIE MOBIJOMUTH JOCIIAHUKY MPO CUTYALIlO Ta SIKi
CYMYTHI JIiKapchKi 3ac00M NMpUiiManCh.

16. Kputepii oliHKH e()eKTHBHOCTI

He 3actocoBhe. ockiibku Yy jociimkendi SB3-Gl1-

NHV ue owuinoBanu edexrtuBHicte SB3. npenapary
epuentun®. mo nocrauaetses 3 €C. Ta npenapaTy
Cepuentua®, mo nocrayaerses 3i CLLA.

Kpurepii oninku papmakokiHeTHKH

[TepBuHHI KiHUEBI TOYKK aHai3y GapMaKOKiHETHKM

Hns ornsimy EMA

» [lnomwa nij KPUBOIW KOHLEHTPALisi-4ac BiJ HYs 10
HeckinueHHocTi (AUCns).

AUCyr= naomwa nig KpUBOK KOHLEHTpalif-4yac BiJ

HYJIS1 JIO Hacy JOCATHEHHS OCTAHHLOT KOHLEHTpaLIT, 110

KiJIbKICHO BHU3HAYAETHCS (AUC)ast) + ocTaHHs

KOHUeHTpauis, o cnocrepiraerbest (Ci)/KoHcTaHTa

WBHAKOCTI eniminauii (Az)

Hnsa ornsany FDA
*  AUCins

lMePEXnAR IPOBAEHO
3T TAHO 3 OPKT IHANON
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REPENAAAY 3ACRIAVYR

Kinaypic i,

f X

PATIA T\ 2|

b :
A% F.ﬂ.LHTMq: iKauiiinui Ko A

L,S‘f;}\_\_a?,SO(.]gsgg

\\/‘ =

< %7*;\‘,?7

e

ju"é’/




* [lnowa nia KpUBOIO KOHLEHTpaLlis-4ac Bij| HYJs 10
4yacy [JOCATHEHHSA OCTaHHBO! KOHUEHTpauil, Lo
KinbKicHo BusHauaeThes (AUCHs)

* MakcumanbHa KOHLEHTpALisi B CHpPOBATLi KpOBI
(Cmax)

BTopuHHI KiHIIEBI TOYKH

*  AUCpst (nuuie qna ornagy EMA)

* Cinax (uuie ans orasay EMA)

* Yac 1o nocsirHeHHs Cmax (Timax)

* O6'em posnoziny B KiHueBiH ¢a3i (Vz)

Koncranra weuakocti eniminauii (A.). Ilapamerp
pO3paxoByBaJIH 3a J0MOMOTrOI0 JiHilHOTO
perpeciiiHoro aHai3y MeToI0M HaliMEHIIMX KBaapaTiB
3 BUKOPUCTaHHSAM ocTaHHiX 3 (abo Ginklie)
HEHYJIbOBUX KOHLEHTpaLliii
* KinneBuit  nepioy  namiBeuBeseHHs  (t'%2)
po3paxoBaHuii 3a jonomororo In(2)/2,

* 3aransHuii kiipenc (CL)

* Ilmoma  mig KPHBOIO KOHLEHTpaLlis-yac,
€KCTparnoJibOBaHa 3 MOMEHTY t 10 HECKiHYEHHOCTI,
sk BigcoTok BiJ 3aranbHol AUC (%A UCexirap)

17. Kputepii oliHKH Oe3neku

KiHleRi TOUKH OLLiHKY Oe3meKu

* [loka3HUKH JKUTTEBO BAKIUBUX (PYHKILiiT

»  di3ukanpHe 00CTEKEHHS

» Kniniuni naGopatopHi J0CHiaKeHHs, BKIIOYAIOYH
aHaJli3 KpoRi, 6ioximMiuHe AOCTiIKEHHS, aHali3 ceui
Ta KapJianeHUii Mapkep

» EKI 312 BiggeneHn

» [loGiuni edextu (T1E) Ta cepitozni nobiuni edexrtu
(CIIE)

KiHUeBl TOYKH OLIHKH iIMYHOT€HHOCTI

* Yacrora yTBOpEeHHS aHTUTLJI 10 TpacTy3ymady

* Yacrora yTBOpPEHHSI HEHTPAMI3yHOUUX AaHTHTIN
(HAT) no tpactysymaly

18. CraTtHcTHYHI METOIH

Amnani3 GpapMakoKiHEeTUKH
CTaTUCTHYHMI aHasli3 MepBMHHOI jnorapudgmiuyHo
MepeTBOPEHOT KiHLEBOI TOYKHM IPYHTYBaBCcA Ha MoJeni
aucnepeiiiHoro ananizy (ANOVA). bynu pospaxopani
pi3HMLA cepelHIX 3HAYEHb 3a METOAOM HaHMEHIIUX
kBaapatiB (LSMeans) wmixk SB3 i npenaparom
Tepuentun®, wo nocravyaerses 3 €C, SB3 i npernapatom
lepuentun®, mo nocrayaerbes 3i CLLA, a60 MI}K
npenapatom [’ epuenTIle@ IO [0CTAYAETHEH

BiNOBI 1 pQ/M&RB&HH ( ;
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3BOPOTHOTrO MEPETBOPEHHA OTPUMAHO CI1iBBiJHOLIEHHS
reometpuuHux LSMeans T1a 90% JI and  umx
CIiBBi/THOIIEHb.

Hns ornany EMA ekBiBaieHTHICTh NepBHHHOT KiHLIEBOT
TOYKH BH3Ha4anace, ko 90 % I jig cniBBigHOLLIEHHS
reomerpuyHoro LSMean SB3 mo Takoro nokasHuka
npenapary [‘epuentun®, wo nocrasactees 3 €C,
3HAXOJMBCA B MeXax iHTepBaly npuitHatHocti Bij 0,8 10
1,25.

Jus  ornagy FDA  ekBiBaJeHTHICTE  epBUHHUX
KIHIEBMX TOYOK BM3Hauanach, gkmo 90 % JII ana
criBBijHOMEHHs reometpuyHoro LSMean SB3 o
TAKOro MokasHWKa mpenapaty [epuentun®, wo
nocrayaetses 3i CLIA, SB3 go npenapary lepuentun®,
o nocrayaersea 3 €C, i npenapary [epuentun®, wo
noctayaetecs 3 €C g0 npenapary [epuentun®, 1o
nocrauaethes 31 CLIA, 3naxoaunucs B Mexax intepsany
npuitnatHocrti Bij 0,8 no 1,25 BignosinHo.

AHani3 6e3neku

Vci  3apeectpoBani  Tepminu [IE  koaysaiues 3a
J0NOMOroww Meau4yHOro CJlOBHMKA U1 PeryisTOpHOT
pisabHocTi (MedDRA®). CratvcTHunuii aHaniz momo
[IE ne nposoauses. st Beix Ttabnuup [1E Ta CIIE
KUIBKICTB A0CTI/PKYBaHHX MiApaxoByBaiu He Oijblue
OJHOrO pasy I KOXKHOIO TEPMiHYy MepeBaKHOro
BMKODHMCTaHHA Ta KOJKHOTO KJacy CHCTEMH OpraHis
(KCO).

JlabopaTtopni  JaHi  BIAMOBIZHO JIIKYBaHHIO OyJiM
y3arajbHeHi LWIAXOM NpeACTaBieHHs TaOIuLb JUHAM KK
Ta 3BEJIEHOT CTATMCTHKM BHXIJHMX OaHHUX 1 3MiH Bix
BUXIJHOro piBHA (cepeJHE 3HAYEHHS, MeJiaHa,
craHaaptHe Biaxunexus |[CB], nianasow).

Jani iHWMX TecTiB (HANPUKIAJ, MOKAZHHKH SKUTTEBO
BaKIMBUX (PYHKUIH, exokapuiorpama, EKI' 3 12
BiagBeneHb) OyaM  rniepepaxoBaHi, Ta  Mo3HAuYeHi
BiIXMJIEHHS BiJ HOpMHM. byap-sika iHmma 3iGpana
iH(opmauis Oyna nepepaxoBaHa BiANOBIAHUM YHHOM,

AHani3 iIMYHOT€HHOCTI

Hacrota yreopenHs ADA ta HAT no Tpactryzymaby B
neHb | (mepen BBEACHHSIM 103M), HeHb 29 Tta neHb 57
Oyna y3arajJbHeHa BiJMOBiHO JIKYBAHHIO.

19. HemorpadivHi NOKa3HUKK A0CIi1KYBaHOT
nonyJsiuii (crath, BiK, paca, ToOLL0)

3n0poBi n0o6poBonbLi uonoBiuoi crari. Cepeaniii Bik,
3pict, Maca tina ta IMT 3aranom Oynu nopiBHSIHHUMHU ¥
3 rpynax JjikyBaHHs. ETHiYHa npuHANEKHICTE TaKOXK

,ELOCJ'Ii,E[}KLBaHHX HaJIeKaJIk 10 €BPOI]

ITEFERAAA JFOBAERD
3r1AHO 3 OPKI IHANON
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Hinnywic H.




He 3actocoshe, ockinbku v pocaimxenui SB3-G11-

NHV _nue ouintoBann edextusHicts SB3, npenapaty
Tepuentun®, wo nocrayaerecs 3 €C, i npenapary
Cepuentun®, mwo nocrauaersces 3i CLIA.

IlepBHHHI pe3yabTAaTH OUIHKH (apMAKOKIHEeTHKH:
* CnisBigHowenus reomerpuunnux LSMean s
nopiBuaHHa  SB3/mpemapar  Tepuentun®, 10
nocradaetecst 3 €C, woa0 AUCin, AUCast T2 Cmax
CTAHOBMAM BiamoBigHo 0,969, 0,971 Ta 1,001, a
sianosiani JII 3Haxoaunuce y Mexax [oOrnepeaHbo
BM3HAUEHOTO piBHA eKBiBanenTHocTi Bia 0,8 mo 1,25, wo
CBiZUTH NPO GiOEKBIBANEHTHICTH BOX MpEnaparis.
* CrniBigHoweHHs reomerpuuHux LSMean nns
nopiusHHs  SB3/mpemapar  [epuentun®,  wio
noctayaerbes 31 CLUA, mwono AUChs, AUCLst Ta Chax
craHoBuaM BignosigHo 0,930, 0,934 ta 0988, a
BianoeiaHi 90 % JII 3HaX0AMAHCH Y MeXKaX MOnepeaHbo
BM3HAYECHOTO piBHA ekBiBaneHTHocTi Bixg 0,8 mo 1,25,
L0 CBiAYMTE Npo Di0EKBiBaJEHTHICTH IBOX Mpenaparis.
» CniBBiagHOLIEHHS reoMeTpUUHUX LSMean ans
nopiBHAHHA npenapat ['epuentun®, WO MocTayacThes 3
€C/npenapar Fepuentun®, wo nocrayaerses 3i CLIA,
010 AUCin, AUCst Ta Cmax CTAHOBMIIM BIJMNOBIIHO
0,959, 0,963 Ta 0,987, a signosigni 90 % I
3HaXOIWJIUCh Y MEKaX MOMepeHb0 BU3HAYEHOTO PiBHS
ekBiBasenTHocti Big 0,8 no 1,25, wo cBiguuts npo
0i0eKBiBaJIEHTHICTH JBOX MpPenaparis.

20. PezynpTaty epeKTUBHOCTI

PesyieTaTt ouiHKK De3mneKku

* [lporsirom jpoCHifKeHHs HEe  CHOCTEpiranocs
JIETalIbHUX BUIMAJKIB abo NPUNTUHEHHS
nocunikeHHs BHacnijgok [E.

*  OnauH CIIE (xoHaponaris) BUHHK y
1 mocnimkyBaHOro B rpyri jgikyBanus SB3; ssuiie
OyJ10 OLIHEHO JOCIIJHUKOM fAK He noB'a3ane 3 J1J13.

* UYacTtka JocnimKyBaHHX, y SIKMX crocTepiraiucs
noGiuHi e(peKTH, 10 BUHUKIM M 4Yac JiKyBaHHS
(TTETTIT), Oyna noaiGHOWO MK rpynamu JiKyBaHHs
SB3, npenaparom [epuentun®, o nocrauaerses 3
€C i npenaparom ['epuentun®, o nocrayaerses 3i
CIUIA. Haiitinsw yactumu TEITT 6ynu indys3iiini
peakuii (IP), ronoBHuii 0inb Ta Ha3’0dapUHIIT.
binewicte TIEITJI Gynu 1 cryneus (nerkuit) ta 2

21. Pesyneratu 0e3neku

NOB'A3aHUMH

-*' e
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Vv

3T PAHO 3 OPKT IHANOM
AocToBiPniCTb

NEPENNARY 3ACRIAYYR

Kinayplic H.




MOKAa3HUKAX JKMUTTEBO BaXkJMBUX (YHKILIH Ta
napametpax EKT'.
PesyapTaTi iMyHOr€HHOCTI
* ¥ KOJIHOrO I0CIIUKYBAHOTO HE OTPUMMAHO MO3UTUBHUX
pesyneTatis o0 yrBopeHHss ADA micis BBejeHHs
SB3, npenapary I'epuentun®, mo nocrauaetses 3 €C,
abo npenapary I'epuentun®, o nocrauaetscs 3i CLLIA.

22. BUCHOBOK (3aK/IIOUYEHHS)

IlopiBuanna SB3 i mnpenapary Depuentun®, o
nocrayaerbes 3 €C

* CniBBigHoLIEHHS reoMeTpuuHuX LSMean ais
nopiBHsHHa  SB3/mpenapar  Tepuentun®, o
nocraqaerbes 3 €C, moao0 AUCin;, AUClst T2 Crax
cTaHOBMAM BignoeigHo 0,969, 0,971 Ta 1,001, a
gignosiani JII 3Haxoamnuce y Mekax MornepeaHbo
BM3HA4YEHOro piBHA ekBiBaneHTHOCTI Big 0,8 g0 1,23, wo
CBIYUTH NMpO Oi0EKBiBAJIEHTHICTE ABOX Mpemnaparis.

* Yactka n0CHiKyBaHMX, y SIKMX CHOCTepirajucs
I1EILJI, 6yna noaibHOIO Mix rpynamu jikysaHHsa SB3 i
npenapatom [epuentud®, mo mnocrayaetscs 3 €C.
Haii6insw yactumu TTETTT 6yau [P, ronoBHuii 6inb Ta
Hasodapunrit. binewicts [IEITJT Gynu 1 (nerkuii)
cTyneHs Ta 2 (nomipHuid) cTymeHs Tskkocti. He
BHMABJIEHO CYTTEBHX 3MIiH i3 4acoM, sKi MOYKHA BBa:KaTH
nos'szanumu 3 JUI3, y nabGopaTopHuXx aHMX,
MOKA3HWKAX  JKUTTEBO  BaXJIMBUX  (YHKUiH Ta
napametrpax EKI".

* ¥V KOJHOrO JOCIIAKYBAaHOIO HE OTPUMAHO
MNO3UTHBHMUX pe3y/bTaTiB o0 yTBopeHHs ADA nicas
oaHopaszosoi  B/B  iHdy3ii SB3 alo npenapary
Tepuentun®, wo nocrayaerses 3 €C.

[lopiBugunsg  SB3 i npenmapary Tepuentun®, uio
nocrayaetsed 3i CLLIA

» CnisigHouenHsa reometpuuHux LSMean ms

nopiBusnHsg  SB3/npenapar  [epuentua®,  wio

nocravyaerses 31 CILHA, mon0 AUCins, AUClast T2 Crnax

craHoBuaM BignmosigHo 0,930, 0,934 Ta 0,988, a

ianosiani 90 % JII 3Haxoaunucek y Mexax nornepeHno

BM3HAYEHOro piBHA ekBiBaseHTHocTi Big 0,8 mo 1.25,

LLO CBIAYMTE Npo O10eKBIBAJIEHTHICTD JIBOX IIpenaparis.

* YacTtka pocnmifuKyBaHMX, Y SAKHX CHOCTEpiranucs

[1ETLJ1, 6yna nonibHO0O Mix rpynamu jikyeanHs SB3 i

npenaparom [epuentun®, mwo nocrauaerses 3i CLUA.

Haii6ineur yactumu [EITJI 6ynu IP, ronoBuuit Ginb,

Ha30(apuHIiT, BTOMJIIOBAHICTb, Ol/Ib Y CMHI Ta pmuT

ﬁfvtunnl IPOGAEHO
3T [AHO 3 OPKI IHANON
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3MiH i3 4acoMm, siki MOKHA BBa)<aT Nos's3anumu 3 J1J13,
y 1a00paTOpHMX JaHUX, [OKA3HMKAX IKHTTEBO
BaXCTMBHMX (pyHKIiit Ta mapameTpax EKT.

* ¥V KOAHOro J0CHIUKYBAaHOTO HE OTPUMAHO
MO3UTUBHUX Pe3YJIbTATIB 1040 YTBOpeHHA ADA nicas
oaHopaszoBoi  B/B  iHQy3ii SB3 abo npenapary
["epuentun®, mo nocrayaerses 3i CILA.

[opiBusnus npenapary [epuentun®, 1o nocrayacrses
3 €C. i npenapary [epuentun®, o mnocradaerncs 3i
CIIIA

* CniBBijHOWEHHs reomeTpuuHuX LSMean s
nopiBHsiHHS npenapat ['epienTua®, wo nocravaeTses 3
€C/npenapar Fepuentun®, mwo nocrauaetses 3i CLLA,
1010 AUCinf, AUC)ast Ta Cinax CTAHOBMJIM BiZIMOBIHO
0,959, 0,963 Ta 0987, a sBimgnoBigui 90% I
3HaXOAMJIKCH Yy MeXkKax MoMNepe/HbO BUZHAUEHOTO PiBHS
exsiBaneHTHocti Big 0,8 mo 1,25, wo cBiguuTh npo
OioeKBiBaJIeHTHICTB IBOX Mpenaparis.

* YacTka J0CHIUKYBAaHMX, Y SIKMX CIIOCTEpiraaucs
[TETTJI, ©yna mnoniGHOW MiX rpynmamu JliKyBaHHs
npenapatom [epuentun®, wo nocravaetses 3 €C, i
npenapatom epuentun®, mo nocrayaerses 3i CLLIA.
HaiiGinew yactumu [MEITT 6ynu IP, ronosuuii 6ins,
Hazo(apuHrIT | reprnec poTOBOI MOPOKHUHM. VYci
[TETUJT 6yam | (nerkuii) cryneHs Ta 2 (momipHH)
CTYNeHA TAKKOcTi. He BWABACHO CYTTEBMX 3MiH i3
yacoM, SIKi MOXXKHa BBakaTu noB'szanumu 3 JIJI3, y
nabopaTopHUX JIaHUX, MOKA3HUKAX KUTTEBO BAKIHBHX
¢yHkuiit ra napamerpax EKI'.

* V¥V K0oQHOro JOCHIMKYBAHOTO HE OTPUMAHO
MO3UTHBHUX PE3Y]ILTATIB 11010 yTRBOpeHHsA ADA mica
oHOpa3oBoi B/B iHdy3ii npenapary [epuentun®, o
nocrauaersest 3 €C abo npemapaty ['epuentun®, wio
noctavaerhes 31 CIIA.

3aaBHUK
(Bl1aCHHUK peecTpaLiifHOro (mianuc)
MOCBIAUEHHS)

(M.1B.)

MEPEKAAA 3POBAEND
3r1AKO 3 OPKI IHARON

AOCTOBIPHICTY
REPENRARY 3ACBIAYYD

Kimayric HB47//
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Clinical Trial Report

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

ONTRUZANT

2. Applicant

Samsung Bioepis Co., Ltd.
76, Songdogyoyuk-ro, Yeonsu-gu, Incheon, 21987,
Republic of Korea

3. Manufacturer

Samsung Bioepis NL B.V.
Olof Palmestraat 10, Delft, 2616 LR, Netherlands

4, Trials conducted:

I e Z no [f not, substantiate

1) type of the medicinal product, by which
registration was conducted or planned

Biosimilar medicinal product

5. Full name of the Clinical Trial, clinical trial
code

Protocol Number SB3-G31-BC. EudraCT Number
2013-004172-35. A Phase Il Randomised, Double-
Blind, Parallel Group, Multicentre Study to Compare the
Efficacy, Safety, Pharmacokinetics and Immunogenicity
between SB3 (proposed trastuzumab biosimilar) and
Herceptin® in Women with Newly Diagnosed HER2
Positive Early or Locally Advanced Breast Cancer in
Neoadjuvant Setting. Date of Report: Jun 09, 2017.

|6. Clinical trial phase

| Phase III

7. Period of the clinical trial

First subject signed informed consent: Apr 14, 2014
Last subject/last visit: Feb 14, 2017

8. Countries where the clinical trial was
conducted

This study was conducted in 97 study centres: 5 centres
in Korea, 3 centres in Malaysia, 1 centre in Mexico, 6
centres in the Philippines, 4 centres in Vietnam, 2 centres
in Bosnia and Herzegovina, 15 centres in Ukraine, 3
centres in Bulgaria, 2 centres in the Czech Republic, 2
centres in France, 9 centres in Romania, 10 centres in
Poland, 16 centres in India and 19 centres in the Russian
Federation.

Planned for inclusion: 806
Screened and randomized: 1254 and 875

Analyzed:
e SB3 Herceptin® | Total
9. Number of study participants Randomised 437 133 375
| Set
Full 437
Analysis Set




Per-protocol | 402 398 800 |
Set

Safety 437 438 875
Analysis Set

PK 161 152 313
Population

10. Goal and secondary objectives of the clinical
trial

Primary objectives:

The primary objective was to demonstrate comparable
clinical efficacy of SB3 and Herceptin®, in terms of]
pathological complete response (pCR) rate of the primary
breast tumor in women with human epidermal growth
factor receptor 2 (HER2) positive early or locally
advanced breast cancer (LABC) in neoadjuvant setting.

(pCR was defined as no histological evidence of]
residual invasive tumor cells in the breast specimen
removed at surgery [breast pCR; bpCR]. Non-invasive
breast residuals were allowed and the pathological
examination of axillary lymph nodes was not to be
considered; ypT0/is, ypNO/+).

Secondary objectives:

The secondary objectives were:

e To evaluate the efficacy of SB3 compared to
Herceptin® by
- total pathological complete response (tpCR)

rate

- overall clinical response rate
- event-free survival
- overall survival

o To evaluate safety and tolerability of SB3
compared to Herceptin®

e To evaluate pharmacokinetics (PK) of SB3
compared to Herceptin®

e To evaluate immunogenicity of SB3 compared to
Herceptin®

11. Design of the clinical trial

This was a randomized phase 111, double-blind, parallel
group, multicentre study to compare the efficacy, safety,
PK and immunogenicity between SB3 and Herceptin® in
women with HER2-positive early breast cancer (EBC) or
LABC. Subjects were randomized in a 1:1 ratio to reccive|
either SB3 or Herceptin® in a neoadjuvant setting for 8
cycles concurrently with 8 cycles of chemotherapy (4
cycles of docetaxel followed by 4 cycles of 5-
fluorouracil/epirubicin/cyclophosphamide). Subjects
then underwent surgery. After surgery, subjeotsagceived




a further 10 cycles of adjuvant SB3 or Herceptin® as per
randomization to complete 1 year of therapy.

The duration of the study was 54 weeks of active
treatment and 4 weeks of safety follow-up

12. Main inclusion criteria

Inclusion Criteria
Subjects had to meet all of the following criteria to be
eligible for the study:
e Female aged 18-65 years old
e Eastern Cooperative Oncology Group (ECOG)
performance status of 0-1
* Non-metastatic, unilateral newly diagnosed
primary breast cancer of clinical stage II to III
including inflammatory breast cancer with:
- tumor size > 2 cm
- historically  confirmed primary
adenocarcinoma of the breast
- HER2-positivity confirmed by a central
laboratory or an accredited local laboratory and
defined as immunohistochemistry 3+ or
fluorescence in situ hybridisation (FISH) +
e Known hormone receptor (oestrogen receptor and
progesterone receptor) status
» Baseline left ventricular ejection fraction (LVEF)
> 55% measured by echocardiography or multiple
gated acquisition (MUGA) scan
e Subject had to be able to provide informed
consent, which had to be obtained prior to any
study-related procedures
Exclusion Criteria
e The exclusion criteria is provided in Section 9.3.2
of the clinical study report for Study SB3-G31-
BC.

invasive

13. The investigational medicinal product,
method of administration, strength

Name: SB3

Dose regimen: 8 mg/kg (loading dose), then 6 mg/kg
(maintenance dose) every 3 weeks

Mode of administration: intravenous infusion

Cycle: a total of 18 cycles (8 cycles of neoadjuvant
therapy and 10 cycles of adjuvant therapy)

14, Comparator, dose, method of administration,

strength

Name: EU-sourced Herceptin®

Dose regimen: 8 mg/kg (loading dose), then 6 mg/kg
(maintenance dose) every 3 weeks

Mode of administration: Intravenous infusion

Cycle: a total of 18 cycles (8 cycles of neoadjuvant
therapy and 10 cycles of adjuvant therap

ol _--"-v-




15. Concomitant therapy

Non-investigational Products, Dose and Mode of]
Administration

Both treatment groups received SB3 or Herceptin®
concurrently  with 75 mg/m?> docetaxel given
intravenously every 3 weeks for 4 cycles followed by 5-
fluorouracil 500 mg/m?, epirubicin 75 mg/m?® and
cyclophosphamide 500 mg/m? given intravenously every
3 weeks for 4 cycles as a neoadjuvant therapy.

Adjuvant hormonal therapy could be administered to
hormone receptor-positive subjects according to local
practice.

Detailed information on prior and concomitant therapy
is provided in Section 9.4.7 of the clinical study report for
Study SB3-G31-BC.

16. Efficacy evaluation criteria

Primary efficacy endpoint
e Pathological complete response rate of the
primary breast tumor

(pCR was defined as no histological evidence of
residual invasive tumor cells in the breast specimen
removed at surgery [bpCR]. Non-invasive breast
residuals were allowed and the pathological examination
of axillary lymph nodes was not to be considered;
ypT0/is, ypNO/+.)

Secondary efficacy endpoints

The secondary efficacy endpoints were:

» Total pathological complete response (defined as
the absence of invasive residual tumor cells in
both breast and lymph nodes)

® Overall clinical response rate during neoadjuvant
therapy (tumor size was measured by ultrasound
or calliper)

e Event-free survival, defined as the time from the
date of randomization to the date where an event
occurred. An event was disease recurrence or
progression  (local, regional, distant or
contralateral) or death due to any cause.

e Overall survival, defined as the time from the date
of randomization to the date of death, regardless
of the cause of death. Subjects who were alive at
the time of analysis were censored at the date of]
the last follow-up assessment.

17. Safety evaluation criteria

Safety
* Incidence of adverse events (AEs) and serious
adverse events (SAEs)




¢ Incidence of symptomatic cardiac events and
asymptomatic left ventricular dysfunction

e Incidence of infusion-related reactions

¢ Laboratory value abnormalities.

Safety of subjects was monitored by physical
examination, performance status and vital signs
assessment. Biochemical and haematological laboratory
parameters were also measured. Cardiac function was
evaluated by 2D echocardiography or MUGA scan and
ECG.

Adverse events were collected and classified according
to NCI-CTCAE v4.0 with the exception of CHF which
was graded according to NCI-CTCAE v4.0 and NYHA
functional classification; left ventricular dysfunction
which was graded according to NCI-CTCAE v3.0; and
febrile neutropenia which was graded according to NCI-
CTCAE v4.03.

Pharmacokinetics

e Trough serum concentration (Ciough) at pre-dose
of Cycle 1,3, 5,7 and 8
Immunogenicity
e Incidence of anti-drug antibodies (ADAs) and
neutralising antibodies (NAbs) at pre-dose of]
Cycle 1, 5, 9, 14 and 30 days after the last dose of]
I,

18. Statistical methods

Efficacy analyses
The primary efficacy analysis aimed to show the

equivalence in terms of the bpCR rate between SB3 and
Herceptin® within the pre-defined equivalence margin.

To demonstrate equivalence in the bpCR rate between
the two treatment groups, the ratio and the difference of]
bpCR rate were analysed for the primary analysis.
Equivalence was declared if the 90% confidence interval
(CI) of the ratio in the bpCR rate between treatments was
entirely contained within the equivalence margin of]
[0.785, 1.546], or if the 95% CI of the difference in the
bpCR rate between treatments was entirely contained
within the equivalence margin of [~13%, 13%].

The two-sided 90% CI of the ratio and 95% CI of the
difference in the bpCR rate were estimated for the Per-
protocol Set (PPS) as primary analysis and for the Full
Analysis Set (FAS) as supportive analysis. In addition,
two-sided 95% CI for the ratlo was estlmated forthePPS

performed.




Pharmacokinetic analyses

The statistical analysis of the loge-transformed Cirough at
pre-dose of Cycle 8 was performed using the analysis of]
variance model (ANOVA). The difference in least
squares means of the loge-transformed Cirougn at pre-dose
of Cycle 8 between SB3 and Herceptin® and the
associated 90% CI was estimated from the ANOVA
model. Back transformation of those values provided the
ratio of geometric least squares means and 90% CI for the
ratio. Equivalence for Cougn Was concluded if the 90% CI
for the ratio of geometric least squares means of SB3 to
Herceptin® was completely within the acceptance
interval of 80% to 125%.

Trough serum concentrations at pre-dose of Cycle 1, 3,
5, 7 and 8 were summarized by treatment group and
cycle.

The number and percentage of subjects exceeding
Ciough concentration of 20 pg/mL at pre-dose were
summarized by treatment group and cycle.

Safety analyses

All reported terms for AEs were coded using the
Medical Dictionary for Regulatory Activities and the
grade was reported according to NCI-CTCAE v4.0
(except CHF which was graded according to both NCI-
CTCAE v4.0 and NYHA functional classification; left
ventricular dysfunction which was graded according to
NCI-CTCAE v3.0; and febrile neutropenia which was
graded according to NCI-CTCAE v4.03). Adverse events
were summarized descriptively by treatment group.
Changes in vital signs were summarised descriptively by
treatment group and cycle, clinical laboratory
measurements and cardiac function were summarized
descriptively by treatment group and time period.

All other variables were summarized descriptively by
treatment group and also listed.

Immunogenicity analyses

The immunogenicity analyses were performed for the
Safety Set. The incidence of ADAs and NAbs was
summarized by treatment group and cycle.

Sample size calculation

With the expected bpCR rate of 37.5%, 358 subjects per
treatment group should be evaluable in terms of bpCR to
meet 80% power to detect the equivalence wn:hm the
margin of [0.785, 1.546] under the assump_
difference between the two treatments in by ¥




Considering the non-evaluable cases for bpCR (e.g.,
inoperable cases), 403 subjects per treatment group were
to be randomised into the study incorporating
approximately 11% of dropout rate and overall 806
subjects were to be randomised with 1:1 ratio.

Pharmacokinetic blood samples were to be collected in
a total of 300 of the randomised subjects (150 per
treatment group). This assumed an inter-subject
coefficient variation (CV%) of 52% of Cirougn at pre-dose
of Cycle 8 based upon previously published data. This
was a two one-sided t-test with 5% significance level and
90% power to detect a 20% difference in PK between
SB3 and Herceptin®. The non-evaluable cases were
anticipated to be 30%.

19. Demographic characteristic of study
population (gender, age, race, etc.)

The mean age was 49.5 years (range 24-65 years) in the
SB3 and 49.6 years (range 22—65 years) in the Herceptin®
treatment groups. The mean weight was 68.71 kg (range
35.1-128.0 kg) in the SB3 treatment group and 69.64 kg
(range 35.0-150.0 kg) in the Herceptin® treatment group.
All subjects were female and the majority of subjects
were white (67.3% and 66.0%, respectively). The
proportion of subjects who were of childbearing potential
was 45.3% in the SB3 treatment group and 44.1% in the
Herceptin® treatment group. The proportion of subjects
who were post-menopausal was 50.3% and 49.3%,
respectively. The majority of subjects had an ECOG
status of 0 at baseline (83.8% and 83.3%, respectively).
The mean LVEF level at baseline was 65.29% in the SB3
treatment group and 65.18% in the Herceptin® treatment
group. There were also no marked differences in
demographic details between the two treatment groups in
the PPS and the PK Population.

20. Efficacy results

In the PPS, the bpCR rate was 51.7% (208/402) in the
SB3 treatment group and 42.0% (167/398) in the
Herceptin® treatment group. Equivalence between SB3
and Herceptin® was demonstrated with an adjusted ratio
in bpCR rate (SB3/Herceptin®) of 1.259 and 90% CI of
the ratio [1.112, 1.426], which was entirely contained
within the pre-defined equivalence margin [0.785.
1.546]. The adjusted difference in bpCR rate
(SB3/Herceptin®) was 10.70% and the 95% CI of the
difference was [4.13%, 17.26%]. The upper limit of the
95% CI was outside the pre-defined equivalence margin
[-13%. 13%]. These results were reflected in the
sensitivity analyses, including the analysns urthe
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With regard to the secondary efficacy variables, the
tpCR rate in the SB3 and Herceptin® treatment groups
was 45.8% and 35.8%, respectively, for the PPS. The
adjusted ratio of tpCR rate was 1.315 and the 90% CI was
[1.137, 1.520]. The adjusted difference of tpCR rate was
11.05% and the 95% CI was [4.44%, 17.66%)]. The
overall response rate in the SB3 and Herceptin® treatment
groups was 96.3% and 91.2%, respectively. The adjusted
ratio of overall response rate was 1.055 and the 90% CI
was [1.023, 1.088]. The adjusted difference of overall
response rate was 5.03% and the 95% CI was [1.74%,
8.31%]. The tpCR and overall response rate analysis
results reflected the bpCR analysis results.

The median follow-up duration was 437 days (range 94-
393 days) in the SB3 treatment group and 438 days (range
24-651 days) in the Herceptin® treatment group. Event-
free survival and overall survival were similar between
the SB3 and Herceptin® treatment groups.

As the overall incidence of ADA was markedly low in
both SB3 and Herceptin® treatment groups, the
relationship between immunogenicity and treatment
efficacy could not be statistically analyzed.

21. Safety results

Safety Results
During the overall study period, the incidences of]

treatment-emergent adverse events (TEAEs) and SAEs
were comparable between the SB3 and Herceptin®
treatment groups. A total of 426 (97.5%) subjects in the
SB3 treatment group and 421 (96.1%) in the Herceptin®
treatment group reported at least one TEAE. The system
organ classes with the most TEAEs were blood and
lymphatic system disorders, skin and subcutaneous tissue
disorders and gastrointestinal disorders. The most
frequently occurring TEAEs were alopecia, neutropenia,
nausea, leukopenia, anaemia and diarrhoea. Proportions
were similar across the two treatment groups for the
events.

The incidences of severe TEAEs (325 [74.4%] subjects
in the SB3 treatment group and 315 [71.9%] subjects in
the Herceptin® treatment group) and TEAEs that were
considered to be related to [P (146 [33.4%] subjects and
145 [33.1%] subjects, respectively) were comparable
between the SB3 and the Herceptin® treatment group.
The incidence of TEAEs leading to IP discontinuation
was comparable between the two treatment groups (15
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A total of 177 SAEs were reported in 114 (13.0%)
subjects, all of which were treatment-emergent. In the
SB3 treatment group, 98 SAEs were reported in 56
(12.8%) subjects and in the Herceptin® treatment group,
79 SAEs were reported in 58 (13.2%) subjects.

There were 6 deaths reported during the study (1 subject
in the SB3 treatment group and 5 subjects in the
Herceptin® treatment group); none were related to IP.

Incidences of TEAEs of special interest (infusion-
related reaction, CHF, left ventricular systolic
dysfunction) were comparable between the SB3
treatment group (48 [11.0%] subjects) and the Herceptin®
treatment group (53 [12.1%] subjects).

Clinical laboratory data, vital signs and other safety
parameters did not show any unexpected safety issues.

Pharmacokinetic Results

The mean serum trough concentration profiles from
Cycle 3 to Cycle 8 were similar between the SB3 and
Herceptin® treatment groups.

The 90% CI for the geometric least squares mean ratio
of SB3 to Herceptin® in Ctrough at Cycle 8 was within
the pre-defined equivalence margin of [80%, 125%]
which demonstrated that steady-state trough levels
following SB3 were equivalent to those of Herceptin®
PK.

The proportion of subjects who had serum Cirough
greater than 20 pg/mL was similar at each cycle in both
treatment groups. A total of 99.2% of subjects in the SB3
treatment group and 97.3% in the Herceptin® treatment
group had Cyougn greater than 20 pg/mL at pre-dose of
Cycle 8.

Immunogenicity Results

The overall incidence of ADA to trastuzumab was low
in both treatment groups up to the end of study (3 [0.7%]
subjects in each group).

22. Conclusion

The bpCR rate of SB3 and Herceptin® demonstrated
equivalence in the aspect of ratio (90% CI of the adjusted
ratio in bpCR rate for the PPS between the two treatment
groups [1.112, 1.426] was within the pre-defined
equivalence margin [0.785, 1.546]). In the aspect of]
difference, the upper limit of the 95% CI of the adjusted
difference in bpCR rate [4.13%, 17.26%] was outside the
pre-defined equivalence margin [-13%, 13%)].

Regarding the secondary efficacy varlables ,;bfg tpCR
and overall response rate analysis res

bpCR analysis results. The event-fice ,,"
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overall survival were similar between the SB3 and
Herceptin® treatment groups.

During the overall study period, the incidences of]
treatment-emergent adverse events (TEAEs), TEAEs
related to IP, SAEs, and TEAEs of special interest
(infusion-related reactions, CHF, left ventricular systolic
dysfunction) were comparable between the SB3 and
Herceptin® treatment groups

WEPE®The mean serum trough concentration profiles
from Cycle 3 to Cycle 8 were similar between the SB3
and Herceptin® treatment groups.

The overall incidence of ADA to trastuzumab up to the
end of the study was low and comparable between the
SB3 and Herceptin® treatment groups (3 [0.7% subjects
in each group].

This study was conducted in compliance with
International Council for Harmonisation Good Clinical
Practice guidelines and the Declaration of Helsinki.

Applicant (Marketing
Authorization Holder)
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3BiT 1po KJiHiYHe BUNpoOyBaHHS

1. Haspa nikapcbkoro 3aco0y (3a HasiBHOCTI -
HOMEP peEeCTpaLiiHOro NOCBiJYeHHs)

OHTPY3AHT

Camcynr bioenic Ko., JIta,

2. 3asBHUK 76, Courgoriolok-po, €oHcy-ry, Inuxon, 21987,
Pecny6iika Kopest
3. Bupo6uuk Camcynr bioenic HJT B.B.

Onod Manmewrpaar 10, lendr, 2616 LR, Hinepnanau

4. ITpoBeneHi AoCiKeHHS:

I TaK C H AKILO Hi, 00rpyHTYBaTH

1) Tvn aikapceKoro 3acody, 3a SAKUM
npoBoAuIacs ado MIIaHy€eThCS peecTpaLis

[loniGuuit 6ionoriunuii nikapceKuii 3aci6

5. IToBHa Ha3Ba KIiHIYHOTO BUIPOOYBaHHS,
KOJOBaHHI HOMEp K/IiHIYHOrO BUMPOOYBaHHs

[Iporoxon Ne SB3-G31-BC. EudraCT Ne 2013-
004172-35. PanpjomizoBaHe mogBiiiHO cnine y
napasne/jibHUX rpynax dararoueHTpose gociimkeHus 11
(azu 3 MeTol0 mMopiBHSHHS e(eKTUBHOCTI, Ge3neku,
(hapmMaKoKiHETUKH Ta IMYHOT€HHOCTI SB3
(3ampornoHoBaHoro OiocuminsApy Tpactysymady) i
npenapaty ['epuentis® npu jikyBaHHi sxKiHOK 3 Briepiue
niarnoctopaHuM  HER2-no3utuBHuM  pannim  aGo
MICLICBOTIOIIMPEHUM ~ PAKOM  MOJIOYHOT 3a103d Y
Heoa ' toBAHTHOMY PEIKUMI.

Hata 3BiTy 9 ueprns 2017 p.

| 6. Maza kiiHIYHOrO BUNPOOYBaHHs

®asza 11 |

7. llepioa npoBeieHHs KJIiHIYHOTO
BUNPOOYBaHHS

[lepwmit  nocnimkyBanuii nignucae  iHdopmoaHy
sroay: 14 kBitHa 2014 p.

Octanniii  BI3UT  OCTAHHBOTO  JOCHIAZKYBAHOIO:
14 nororo 2017 p.

8. Kpainu, e npoBoaunocs KiiHiuHe
BUINIPOOYBAHHSA

Hocnikenna 6yno nposeaeHo y 97 A0CHiAHHLUBKUX
ueHtpax: 5 uenrpiB y Kopei, 3 uentpu y Manaiizii,
| uentp y Mekcuui, 6 uentpie ©Ha ®@ininmiHax,
4 uentpu y B'etnami, 2 uenrpu y Bocnii i ['epueropuni,
15 uentpis B Vkpaini, 3 uentpu y Boarapii, 2 uenrpu y
Yecpkiit Pecnybniui, 2 uentpu y @panuii, 9 uentpis y
Pymynii, 10 uentpi y [loabuui, 16 uentpis y Iuaii ta
19 uenrpis y Pociiicekiii @enepariir.

9. KinbKicTh 10ciipKyBaHUX

3annanosano: 806.

BxiroueHo  3a  pesyibratamMM  CKPHHIHTY  Ta
paHjomizoBaHo: 1254 i 875.

[TpoananizoBaHo:

TEPEKNAA 3POBAENO

Ir1AKO 3 OPKT IHANON
AoctosipHiCTh

REPENRARY 3ACRIANYD

Kimayric H.B




I SB3 | Ilpenapar | Beworo
["epuentun®

PangomizoBana 437 438 875

BUOipKa

Bubipka a5 nororo | 437 438 875

aHanizy

Bubipka nauienris, | 402 398 800

AKi BUKOHAJIH BUMOTH

NMPOTOKOJY

Bubipka naa ananisy | 437 438 875

0e3neku

[Tonynsuis g | 161 152 313

aHaumizy

(papmakoKiHETHKH

10. MeTa Ta BTOpUHHI HiJi KJTiHIYHOTO
BUNPOOYBaHHS

OcHoBHa meTa:

OcHoBHOO ~ MeTOIO  OYyJI0  MPOAEMOHCTPYBATH
MOPIBHAHHY KniHiuHy eektuBHicTh SB3 i mpenapary
[epuenTiH® 3 ToukM 30py NatoMophoaoriuHOT MOBHOT
BianoBiai (pCR) nepBUHHOT NyXJIMHKM MOJIOYHOT 3a/103H
y KIHOK i3 paHHiM a00 MiCLEBOMOLIMPEHHM pPaKOM
MosiouHoT 3an03u (MIIPM3) 3 no3suruBHUM cTaTycom
peuenTtopa eniaepMalibHOro (haktopa pocTy JHOIUHU
2 tuny (HER2) npu 3acTocyBaHHi B Heoax'loBaHTHOMY
PEKUMI.

(pCR Bu3Hauanu K BiACYTHICTH riCTONOrIUHUX O3HAK
3aJIMUIKOBUX IHBA3UBHMX MyXJIMHHHX KIIITHH Yy 3pa3Ky
TKaHHHH MOJIOYHOT 3a/103H1, BUJAJIEHOT 1iJ1 4ac onepauii
[PCR  momounoi 3asmo3u; bpCR]. onyckanucs
HEIHBA3WBHI 3aJUIIKKH TKAHWUHU MOJOUYHOT 3aJ1034, a
natomopgooriyHe AOCITIKEHHS NaxBOBHX
nimatvunuX  By3NmiB  He posrspanocs; ypTO/is,
ypNO/+).

BropuHHi uini:
BropunHumu uinsmu G6yno:

* ouinutd edektuBdicte SB3  nopisusHO 3
npenaparom ['epuentun® 3a

- 4aCTOTOK 3arajibHOi MaTtoMopgoIoriuHol MOBHOT
Bianogiai (tpCR);

- YaCTOTOK) 3arajibHOl KJIiHIYHOT BiANOBIi;

- BUSKMBAHICTIO 0€3 Mo il

- 3arajibHOK BHIKHUBAHICTIO;

* ouinuTH Oe3nexy Ta nepeHocumicts SB3 nopisHaHO
3 npenapatoM ['epuentun®;

* OLHUTH (hapMaKOKIHETHKY (d)K)

L L

ICTAKO 3 OPKT IHAAOM
AocroglpHiCTb
REPENRAAY 3ACBIANYD

Himayric H.

380025596
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* OUIHWTM iMyHoreHHictb SB3 mopiBHsHO 3
npenaparom [epuentun®.

11. Jluzaiin kniHiuHOTO BUNIpOGYBaHHS

Pannomizosane noagiiino cnine y mapanensHux
rpynax Oaratouentpose pgociimxenns I ¢azu 3
METOI0 NOpPiBHAHHA edekTHBHOCTI, Gesneku, OK Ta
imyHorennocti SB3 i npenapaty [epuentun® npu
niKyBaHHi jKiHOK 3 HER2-no3uTHBHUM paHHiM pakom
MoJiouHOT 3amo3u (PPM3) a6o MITPM3. [Mauientok
paHzoMisyBanu y cmiBsifHourenui 1:1 a1a oTpumanns
abo  SB3, abo npenapary Iepuentun® y
HEOAI'IOBAHTHOMY  PEXHMI  MpPOTArOM 8 LMKIIB
ofHoYacHo 3 8 uMknamu Ximiotepamii (4 umkaM
Jouerakceny 3 HACTYMHUMH 4 uukinamu  5-
dropypauuny/enipydiuuny/unknodocdaminy). Ilotim
NauieHTKH mignsrand  onepauii. [licns onepauii
MamieHTKH OTpuMyBaan we 10 UMKIiB ag'loBaHTHOT
tepanii SB3 abo npenaparom [epuentun® srigno 3
paHIoMizauiero 10 3apeplueHHs 1 poky Tepanii.
TpuBanicte  jocnikeHHs  craHoBuIa 54 THXKHI
aKTHBHOTO JIiKyBaHHA Ta 4 TIKHI CHNOCTEPEKEHHS
1010 O€3MeKH.

12. OcHOBHI KpuTepil BKIKOUEHHS

Kputepil BKIo4YeHHs

JlAs BKIIOUEHHS Y JOCHi/DKEHHS MALi€HTH NMOBWHHI
Oysu BiANOBiaTH BCIM HABEJACHUM HUIKUYE KPHTEPIisiM.
* XKinku Bixom 18-65 pokis.

* [TokasHuK 3arajbHOrO CTaHy 3a wikanoo CXigHoi
00'eqHaHoi oHKonoriynoi rpynu (ECOG) — 0—1.

*  HemeractaTuuHuif  0JHOCTOpPOHHINM  Bhepiue
NIarHOCTOBaHMI MEPBUHHMIA paK MOJOYHOI 3a503M
kniniunoi cranii [I-1II, Bkmoyarouu 3ananbHuii pak
MOJIOYHOT 3aJI03H1 3:

- PO3MipOM MYXJIMHH > 2 cM;

- MiATBEP/UKEHOI0 JAHUMH aHAMHE3y [CPBUHHOIO
iHBA3MBHOIO a/ICHOKAPLIMHOMOK MOJIOYHOT 3a/103H;

- nosutuBHuM cratycom HER2, niarBepmkennm
LEHTpa/IbHOK  j1a0opatopicio  abo  akpeIUTOBAHOIO
MiCLiEBOKO JabopaTopieto i BU3HAYeHHWM #AK 3+ 3a
pesyabTaTamH iMYHOrICTOXIMIYHOIO J0CTiIKEHHs ab0
AK  TO3MTHBHMH  pesynbTaT (+) QuiyopecueHTHOT
ribpuauzauii in situ (FISH).

* Bimomuii cratyc ropmMoHanBHHMX ~peLenTOpiB
(ecTpOreHHMX  peuenTopiB |1 MPOrecTepOHOBMX
peuenTopis).

Ha BHMXIIHOMY piBHi, BH3Ha4YeHa 8
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exokapjiorpagii abo GaraTokaHaIbHOrO CKaHyBaHHS
(MUGA).

* TMauienTy noBuHHI GyTH CNPOMOMKHUMHM HajaTH
inpopmoBaHy 3rofy, fKy MOTPIOHO OTpUMATH [0
NpoBeJeHHS Oy/Ib-IKHX MNpOLEAYpP, MOB'A3aHUX 3
JOCIT JDKEHHSIM.

Kputepii BuknroueHus
Kputepii BuKntoueHHs HaBe1eHO B po3aini 9.3.2 3BITY
npo KiiniyHe gocuiakenns SB3-G31-BC.

13. JlocaimxyBanuii nikapceskuii 3aci6, crnoci6
3aCTOCYBAHHA, cuna aif

Hassa: SB3.

Pexxum nosysanus: 8 mr/kr (HaBaHTaxyBanbHa 103a),
Hajgan — 6Mr/kr (migTpuMyBanbHa [03a) KOXKHI
3 THXKHI.

Crioci6 3acTocyBaHHs: BHYTPIlIHBOBEHHA iHdY3is.

[ukn: 3aranom 18 umkiis (8 uuKIIiB Heoa  rOBAHTHOT
Tepanii Ta 10 UMKiB aa'loBaHTHOT Tepanii)

14. Tlpenapat nopieHsiHHs, 1034, Cr10ci®
3aCTOCYBaHHs, cuia ail

Haspa: npenmapar I'epuentun®, wo nocrtauaetscst 3
c€C.

Pexum nosysannus: 8 mr/kr (HaBaHTaKyBanbHa 103a),
Hagani — OMI/Kr (migTpumyBajibHa 103a) KOXKHI
3 THKHI.

Cnoci6 3acTocyBanHsA: BHYTPIIIHBOBEHHA iHDY3id.

LHuxor: 3aranom 18 uukiis (8 uukniB Heoaa FOBAHTHOT
Tepanii Ta 10 uMKIiB aa'toBaHTHOT Teparif).

15. CynyTHs Tepanis

HenocnizkyBaHi fikapeeki 3aco0u, Jio3a Ta croci6
3aCTOCYBaHHsI
O6uasi rpynu JikyBawHs oTpumypanu SB3  aGo
npenapar [epuentun® ogHOYacHO 3 JoLETAaKCENOM
10300 75 Mr/M? BHYTPILIHBOBEHHO KOXHI 3 THKHI
MPOTArOM 4 LMKIIB 3 HACTYMHUM BHYTPILIHEOBEHHUM
BBEIEHHAM S-(ropypauuny 500 mr/m?, enipyGiuuny
75mr/M*  Ta  uuknodochamizy 500 mMr/m2  koxkHi
3 TUKHI NpOTAroM 4 LUMKIIB Y AKOCTI HE0a 1 FOBaHTHOT
Teparii.

BianoBiaHO 10 MicUEBOI NPaKTUKM MalieHTam 3
MO3UTHBHHM CTATYCOM TOPMOHAJIBHHX PELENTOpiB
MOKHA OyJI0 Mpu3HAuaTH aa'lOBaHTHY TFOPMOHAJIBHY
Teparii.

Hetanena indopmauis mono nomnepeaHsoi  Ta
CyNyTHBOI Tepanii HaBeaeHa y posaini 9.4.7 3sity npo
KiaiHiuHe pocnimpkenns SB3-G31-BC.

16. Kputepil ouiHku epeKTUBHOCTI

[lepBrHHA KiHLIEBA TOYKA
* Yactota naromopdosioriuHoi nos

TEPEKAAR 3POBAERD
3rFAKO 3 OPKF IHANOM
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(pCR BM3HaYaH SIK BiACYTHICTB MCTONOTIYHUX O3HAK
3aJIMIIKOBHX IHBA3UBHUX MyXJIHHHUX KIITHH Yy 3pasKy
TKaHUHM MOJIOYHOT 3all03M, BHAAJECHOT Mia 4ac
onepauii [bpCR]. Jonyckanucs HeiHBa3uBHI 3a1MIIKK
TKaHHHH MOJIOYHOI 3a/1034, a natoMopdoJoriute
JOCIIIKEHHS  NaxBOBUX JIM(ATUYHUX BY3ITB He
posraspanocs; ypTO0/is, ypNO/+).

BropunHi kiHueri Touku edekTUBHOCTI

BropuHHumMHu  KiHLEBMME TOukamMu edeKTHBHOCTI
Oyau:

* 3aranbHa natomop(oJoriuHa MOBHA BiANOBIAb
(BM3HAua/IM SK BiACYTHICTH HBA3MBHHX 3aJIMLIKOBUX
MyXJMHHHX KIITHH AK Yy MOJIOYHIHA 3a/103i, Tak i B
AiMpaTHYHUX BY3/1aX).

* Yacrora 3aranpHOl KHiHIUHOT BiAMOBiAI mig uac
He0a/l'fOBaHTHOT Tepalii (po3mip MyXauHM BUMipIoBaTn
3a JIONOMOIOK YJBTPa3ByKOBOIO JOCIiaKeHHS abo
Kasinepa).

* Bwxkusanicte 6e3 nojii, sky BM3HAYanu K 4yac Bin
JaTv paHAoMi3auil [0 JaTv, KOJM cTanacs Mojis.
[lopieto  Oyau  peumaue  abo nporpecyBaHHs
3aXBOPIOBAHHSA (MICUEBHIA, perioHalbHU, BigsaneHuii
abo KoHTpanatepanphuii), abo cmepTh 3 6yab-AKOT
MPHYHHH.

* 3arajbHa BHKWBAHICTh, SIKY BM3HAYAIM SIK Yac Bil
JaTtd paHaoMisauii 10 JaTH CMepTi, He3anekHo Bia
npuurHy cmepti. Jlani nauienris, siki Oyau sKUBUMH HA
MOMEHT aHasi3y, UEH3YpyBalli Ha JaTy OCTaHHBOTO
00CTEKEHHS B MepioJ1 CHOCTEPEKEHHSI.

17. Kputepii ouinku Gesneku

besneka

* Yacrora noGiunux edexris ([1E) Ta cepitosHux
nobiunux edexrie (CIIE).

* UYactora CUMNTOMHUX KapiadibHUX MOAiH Ta
OescumnToMHOT AMChYHKLIT MiBOTO WITyHOUKA.

* YacroTa indy3iitHux peakuiii.

* BiaxunenHts naGopatopHux MOKasHMUKIB.

besneky nauieHTIB KOHTPOMIOBANM 3a AOMOMOIOH
(pizukanbHOro 06GCTEXKEHHS, OLIHKH 3arajbHOTO CTaHy
Ta IOKA3HHMKIB JKUTTEBO BAXIUBHX (yHKuUiH. Takomx
BU3HAuanM OioXimiuHi Ta rematosoriuni nabopatopHi
napameTpu. @yHKLLiIO ceplis OLiHIOBAJIN 33 JOTTOMOTOHO
2D exokapaiorpadii abo ckanyBanns MUGA Tta EKI.

[ToGiuni edextu Oynu 316paH1 Ta Knacmbmoaam

BUIHOBLHHO HO JHraﬂbHHX TeleHOﬂor A-—‘.-
G
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(NCI-CTCAE) v4.0, 3a BuHSTKOM 3acTiliHOT cepieBoi
HepoctatHocti (3CH), saxy wnacudikyBanu za NCI-
CTCAE v4.0 Ta ¢yHKUiOHAIEHOW0O Knacm])mauae}o
Heto-Hopkerkoi kapaionoriunoi acouiauii (NYHA);
AucyHKUii fiBOrO wITyHOUKa, Ky Kiacudikysaiu 3a
NCI-CTCAE v3.0; Ta (ebpunsHoi Heifitponenii, sky
knacudikysanu 3a NCI-CTCAE v4.03.

DapmMakoKiHETHKA

* MinimManeHa KOHUEHTpalis B CHpOBATUi KPOB
(Ctrough) Mepea BBEIGHHAM Npenapatis y uuknax 1, 3, 5,
7 Ta 8.

ImyHorenuicTh

* HacroTa yTBOPEHHA aHTHUTIN 10 NiKapehKkoro 3acoby
(ADA) ta weiitpanisyrounx awrutin (HAT) nepex
BBEJICHHAM Mnpernapary y uuknax I, 5, 9, 14 ta yepes
30 pHiB nmicas OCTAHHBLOrO BBEACHHA HOCIiIKYBAHOIrO
nikapebKkoro 3acody (J1JI3).

18. CratucTHYHI METOAU

Amnanis edeKTHBHOCTI

[TepBununit ananis edexruBHOCTI MaR Ha MeTi
MPOAEMOHCTPYBATH  €KBiBaNeHTHicTE Mixk SB3 i
npenaparom ['epuentud® mogo wactoru bpCR y
MexKax rnonepeaHs0 BU3HAYEHOTO piBHA
€KBIBaJIEHTHOCTI.

Hns nemowcTpauii eksiBaneHTHocTi wactotu bpCR
MK JIBOMA TPYyMamMu JIiKyBaHHs IiJ{ 4ac NepBUHHOTO
aHanizy Oyau npoaHaiizoBaHi CHiBBiJHOLIGHHS Ta
pisnuus yactotu bpCR. EkeiBaneHTHiCTh BHU3HaBAJH,
akwo 90 %  poipumit  iwtepsan  (JI)  ans
cniggifHomenHa vactoth bpCR MK npenapatamu
TMOBHICTIO 3HAXO/IMBCS B MEXKaX PiBHS €KBiBAaJIEHTHOCTI
[0,785, 1.546], abo siximo 95 % I pisuuui uactor bpCR
MDK npernapataMu TOBHICTIO 3HAXOJMBCS B MewkKax
piBHA ekBiBasieHTHOCTI [-13 %, 13 %].

HBoctoponsi 90 % [I ans cniesinHowenHs ta 95 %
Al past pisuuni yactor bpCR ouinroBamu y BuGipui
MauieHTiB, AKi BUKOHAIM BUMOTH nipoTtokony (PPS), sk
MEepBUHHMH aHani3, a y BUOIpLUi A MOBHOTO aHaji3y
(FAS) — sk popatkouit amaniz. Kpim  Toro,
aBoctopontil  95% Il  ana  cniBBigHOmIEHHS
ouintosanu y PPS ta FAS sk fonatkosuit ananis. Bysin
NPOBE/AEHI aHaJi3H YyTIHBOCTI.

AHani3 GpapMakokiHeTHKY

CratucTvuHui aHali3 JjorapuMiuHO TepeTBOpPEHOT
Crough TMEpel BBEJAECHHAM npenapatiB y uwukai 8
NPOBO/IMIIM 3 BHKOPHCTAHHAM MoJeni uc W
ananizy (ANOVA). Pizuuigo cepe,r_ml 'g& ;

[EPEKAAR 3POBAEHO
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METOJOM  HaWMEHIUMX  KBAJPaTiB  Jorapudmiuto
nepeTBopeHol Ciough SB3 i npenapaty Iepuentun®
nepen  BBEJSHHAM npenmapatiB y uukiai 8 Ta
Bianosiauuii 90 % JII ouiHooBaTH 3a MO0
ANOVA. 'V pesyibrati 380pOTHOIO MEpeTBOPEHHS 111X
3Ha4Y€Hb OTPUMAHO CIMiBBIJHOLICHHS TEOMETPHUHUX
CepelHiX 3HAaYEeHb 32 METO/IOM HAaHMEHUINX KBajpaTis
1a 90% I ana cnieeignomenns. BucHoBok rnpo
eKBiBaTeHTHICTh Cirough poGuam, axkmo 90 % JII mns
CIiBBiHOLIEHHS FEOMETPUYHUX CEPelHIX 3HAYEHb 32
METO/I0M HaWMeHWHX kBaapatie SB3 po npenapary
['epuentun® nopHicTIO 3HAXOIMBCA B MeKax iHTepBay
npuinatHocti Big 80 % mo 125 %.

MinimanbHi KoHLeHTpaLii B cHpoBaTLi KpoBi mepen
BBE/ICHHAM Mpenapartis y uuknax 1, 3, 5, 7 ta 8 6yno
y3arajlbHeHO 3a TPyNamMH Ta LMKJIOM JIiKyBaHHS.

Kinekicte Ta  Bimcotrok  mauienTis, Y  AKHX
KkoHueHTpalis Ciough NepeBuiyBana 20 MKI/MA nepes
BBEJCHHSM npenapartip, OyaM y3aralbHeHi 3a rpynamMu
Ta LMKJIOM JIIKyBaHHS.

Anaiz 6e3nexu

Yci 3apeectposani Tepminn aas [E komyeanu 3a
Aonomoro MeauuHoro CnoBHHKa JJisl peryIsaTOpHOT
AIAIBHOCTI, @ cTymiHb peectpyBaau 3rigHo 3 NCI-
CTCAE v4.0 (3a Bunsatkom 3CH, siky knacudixysann
aK 3a NCI-CTCAE v4.0, Tak i 3a (yHKLiOHANIBEHOIO
knacudikaniero NYHA; nucdynkuii nisoro mnyHouka,
aKy knacudikysanu 3a NCI-CTCAE v3.0; Ta
(ebpunsHoi HelTponeHil, aky knacudikysanu 3a NCI-
CTCAE v4.03). IToGiuni edextu Gynum ys3aranbHeHi
OMKHCOBO 3a TPYNaMH JIIKYBaHHSA. 3MiHH [OKA3HUKIB
JKUTTEBO BAXK/IMBUX (DYHKILIH y3arajibHeHi OMUCORO 3a
rpyrnaMi Ta LMKJIOM JIiKYBaHHS, KAiHiYHI 1abopaTopHi
MOKa3HUKM Ta cepueBa (YHKUIA y3arajibHEeHI OMUCOBO
3a rpynamu JIIKyBaHHS Ta 4aCOBWUM MNEPiogoM.

Yei inmi 3MiHHI y3aranbHeHi OMUCOBO 3a rpynamu
NiKyBaHHA | TAKOXK MepepaxoBaHi.

Anani3 iMyHOreHHoCTI

AHani3 IMYHOr€HHOCTI NpPOBOAMIM Yy BuOipui ans
ananizy Gesnexu. Yactota yrsopenus ADA i HAT
y3arajbHEHa 3a rpynamu Ta UMKIOM JTiKYBaHHs.

Po3paxyHOK po3mipy BUOipku

[lpu ouikysaniii yactori bpCR 37.5 %, 358 naujentin
Y KOJKHIH rpyni JiKyBaHHs MOBUHHI OyTH ULuHeHl 11010
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[0,785, 1,546] y pasi npunyiienns BigcyTHoCT pi3HULi
MIK JIBOMa [IpenapaTamMy o0 YacTOTH bpCR.

Bepyuwu n10 yBaru Bunajaxu, o He nigisraiTs oL I
bpCR  (manpuknaa,  HeonepaGeibHi BUNAAKH),
403 nauientu y KOXHiH rpyni JiKyBaHHS Maiu OyTH
PaHIOMI30BaHi  y  JOCHI/UKEHHS,  BpPaXOBYIOUH
npubauzuo 11 % koediuienr sincipy, i 3aramom
806 nauienTiB  manmu  OyTM  paHZOMi30BaHi y
criBBigHOLIEHH] 1:1.

3pasku KpoBi s OLIHKM (papMaKOKIHETHKM Maiu
Oytu BiniOpani 3aranom y 300 paHzomizoBaHux
nadientie (150 wa rpyny nikysauus). Buxogsuu 3
pauiule onyOnikoBaHMX [aHuX, L€ mnepeadayano
MikcyO'exTHuii  Koediuient BapiabensHocTi (CV%)
Cirough 52 % mepe/ BBeASHHSM MpenapariB y uukii 8.
byno nsa omHocTopoHHix t-kputepii 3 5% pisHem
3HAYYLLOCTI Ta NOTYxKHicTIO 90 % ans Businenns 20 %
pisuuui @K wmixx SB3 i npenmaparom [epuentu®.
OuikyBanocs, 0 BUNAAKHK, AKi He MiAAATAI0TE OUiHL,
CTAHOBUTUMYTH 30 %.

nonyasuii (craThb, BiK, paca, TOLIO)

19. lemorpadiuHi nOKazHUKU JOCIIKYBaHOT

Cepenniii Bik ctaHoBuB 49,5 pokiB (aianazon 24—
65 pokiB) y rpyni nikyBauHs SB3 Ta 49.6 pokis
(nianason 22-65 pokiB) y rpyrmi NiKyBaHHs MpenapaTtom
[epuentun®. Cepenns maca Tina craHosmna 68,71 kr
(aianason 35,1-128,0 kr) y rpyni nikysanus SB3 Ta
69,64 kr (xianazon 35,0-150,0 kr) y rpyni nikyBaHHs
npenaparom I'epuentun®. Yei nauientu 6yau sxinouol
craTi, i OijbliicTe nNauieHTIB  HajgeXald 10
eBporneoianoi pacu (67,3 % Tta 66,0 % BianosiaHo).
YacTka nauieHTOK penpoayKTHBHOTO BiKy CTaHOBHMJIA
45,3 % y rpyni jaikyanua SB3 ta 44,1 % y rpynmi
nikyBaHHa  npenapatoM  [epuentun® — Yacrtka
NaieHTOK y MocTMeHonaysi cranoBuia 50,3 % Ta
49,3 % sianosigHo. Y GinbIIOCTi NaLieHTOK cTaTyc 3a
ECOG wna Buxiznomy pieni 6ys 0 (83,8 % ta 83.3 %
Bianosiano). Cepenniii pisens ®BJIII va BuxigHOMYy
piBHi cTaHOBMB 65,29 % y rpyni nikysauus SB3 Ta
65,18 % y rpyni nikyBanHsa npenaparom ['epuentun®.
Takox we Oyno 3HauHMX  BiAMiHHOCTEH y
AemorpaiuHuX JaHUX MiX JBOMA rpynaMu JIiKyBaHHs
y PPS Ta nonyasuii ans ananisy OK.

20. Pesynbstatu edeKTHBHOCTI

Y PPS vacrora bpCR cranosuna 51,7 % (208/402) y
rpyni nikysanns SB3 Tta 42,0 % (167/398) y rpyni
J]ll(yBaHHH npenaparom [epuentun®. EKB Q;J,Imicn
Mgk  SB3 i npenapatom HETIT
[POJEMOHGTPOE
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criBBijHOWEHHI yacTor bpCR  (SB3/T'epuentun®)

1,259 1 90 % Il aas cniBsigHowenns [1,112, 1,426],
AKMH TIOBHICTIO 3HAXONMBCA y MekKax MOMepeaHso
BU3HAYEHOTO piBHA ekBiBaneHTHOCTI [0,785, 1,546].
Ckopurosana PI3HULSA 4acToT bpCR
(SB3/T" epuenTHH®) cranosuaa 10,70 %, a 95 % JII ans
pisuuui cranosus [4,13%, 17,26%]. Bepxus mesxa
95 % JII Buxomuna 3a Mexi monepe/iHbO BU3HAYEHOTO
piBHs eksiBanenTHocTi [-13%, 13%]. Lli pesynsraty
Oynu BigoOpakeHi B aHanisi 4yTaMBOCTI, BKIIOYAIOUH
ananiz y FAS.

lUlono BTOpMHHMX 3MiHHMX edeKTHBHOCTI, 4acToTa
tpCR y rpymax nikyeanHs SB3 i npenaparom
Fepuentun® y PPS cranoeuna 458 % ta 35,8 %
BilNoBiHO. CKOpPHroBaHe CHIBBiJHOLIEHHS 4YacTOT
tpCR cranosuno 1,315, a 90 % JII cranosus [1,137,
1,520]. Ckopurosana pizHuus yactor tpCR craHoBuia
11,05%, a 95% I - [4,44%, 17.66%)]. Yacrora
3araabHOT BiAMoBiAi y rpynax JjikyBanHs SB3 Ta
npenaparom ["epuentun® cranosuna 96,3 % ta 91,2 %
Bi/iNoBiAHO. CKOPUroBaHe CHiBBIJHOIIEHHSN YacTOT
3arajbHOi  BianoBiai cranoBuiao 1,055, a 90 %JII
craHoBuB [ 1,023, 1,088]. Cxopurosana pizHuus yactor
3arajsibHOT BIAMOBIAI cTaHoBMma 5,03 %, a 95 % ]Il
craHoBuB [1,74%, 8,31%]. Pesyarratu ananisy tpCR i
4aCTOTH 3arajibHOT BIANOBii BinoOpakanu pe3ynbraTu
ananizy bpCR.

Meniana  TpuBanmocti  mepiogy  croctepeeHHs
craHoBuia 437 nuis (nianason 94-593 amis) y rpyni
nikyBanHs SB3 Ta 438 nuiB (aianaszon 24651 aeus) y
rpymi JNKYBaHHs npenaparom Iepuentun®,
BukusanicTs 6e3 noaiii Ta 3aranpHa BUKMBaHICT 6y
noaibHMMHK y rpynax dikyBanua SB3 Ta mpenaparom
[epuentun®.

Ockinbku 3aranbHa yactoTa yrBopeHHs ADA 6yna
AyXKe HU3BKOIO AK y rpymi jtikyBanHs SB3, tax i y rpyni
nikyBanHa npenapatoM [epuentun®, 3B's30k  Mixk
IMyHOTEHHICTIO  Ta  e(eKTHBHICTIO  JliKyBaHH:
HEMOKJIMBO CTaTHCTHYHO MPOaHaIi3yBaTH.

Il 21. PesynwsraTu Ge3nexu

Pe3ynbTaTH oUiHKY Oe3MeKH

[Tpotsarom 3aranbHOro nepiofy AociifkeHHs yacToTa
nobiuHuX e(eKTiB, WO BUHUKIM TiA Yac JiKyBaHHS
(IETLI), ta CIIE Oyna nOpiBHAHHOK MDK rpynamu
nikyBaHHa SB3 i npenaparom I epuerrruH“D 3aranom
426 (97‘ 5 %) nauleHTlB y Tpyii HleBaHHﬂ SB3 Ta 421

IWEPERKARR JPOBAERQ
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NOBIIOMHUM Npo mpuHaiimui oaun TIEIUL Knacamu
CHCTeMH OpraHiB 3 Haibinbmow KinbkicTio TIEITJ]
Oynu po3siam Kposi Ta niMbaTUuHOT cHCTeMH, posnaju
LIKIpK Ta MiAMKIPHOT KAITKOBMHM Ta po3Jau TpaBHOT
cuctemu. TIEILJI, mo BunHukanu waituacriue, Oynu
anonewuis, HeiTponeHis, Hy10Ta, TelKoneHis, aneMis Ta
Aiapest. Ilponopuii sy Gyan noaiGHuMu y aBox
rpynax naiKyBaHHs.

Yacrora Takkux IMETUT (325 [74,4 %] nauienrie y
rpyni nikysauns SB3 Tta 315 [71,9 %] nauientis vy
rpyni JikysaHHa npenapatom epuentun®) i TTEIJI,
K BBaxkanucs mos'ssanumu 3 JUI3 (146 [33.4 %)
nauientie ta 145 [33,1 %] nauientis ianopigHo) Gyau
MOPIBHAHHUMHM MK rpynamu Jikyeanus SB3 i
npenapatrom I'epuentun® Yacrora TIEITJL, wo
MPU3BEIH 10 NMPUMHMHEHHs 3acTocyBanHs JIJI3, Gyna
NOPIBHAHHOK MiX JBOMa rpynamu nikyBauus (15
[3.4 %] nauienTis Ta 14 [3,2 %] nauienrip BianoeigHo).
3aranom Oyno 3apeectpoBano 177 CIIE y 114
(13,0 %) mnauieHTis, yci 3 HMX BHHHKIM nij uac
nikysauus. Y rpymi  aikyaumus  SB3  Gyso
sapeectpoBano 98 CIIE y 56 (12,8 %) mauienTie, a B
rpynmi  JikysauHs npemapatom [epuentun®  6ymno
3apeectpoBano 79 CIIE y 58 (13,2 %) nauieHTip.
llpotsirom  pocnmigxenns  Gyno  3apeecTpoBaHO
6 neraneHux Bunaikis (1 nauiedt y rpyni nikysanus
SB3 ta 5 mauienris y rpyni nikysaHHs npenapatom
Fepuentun®™); sxoneH 3 HUX He OyB noB's3anuii 3 [1U13.
Yacrora [TEITJ], mo craHoBAsSTE 0COOTUBUIL iHTepec
(indysiiina peakuis, 3CH, cucroniuna aumchyHkuis
JMBOrO IyHOUKA), Gy/1a NOPIBHAHHOIO MK IpyMoOO
nikysauua SB3 (48 [11.0 %] nauientiB) i rpynoto
jikysanHs npemapatom [epuentun® (53 [12,1 %]
natieHTiB).

Kniniuni aGopartopHi 1aHi, NOKa3sHUKH SKUTTEBO
BAK/IMBUX (YHKIiH Ta iHWI mapamerpu Ge3neku He
BUABMJIM OyAb-KMX HECNOAIBAHUX [pOOJIEM L1010
Oesneku.

PesynbTaTi ouiHky hapMakoKiHeTUKH

[Ipodini cepeansoi miniMaabHOI KoHuUeHTpauii y
CHpOBATLi KpoBi BiJl wwukay 3 g0 uukay 8 Gyiw
noiibHMMu Mik rpynamu Jikysauns SB3 i npenaparom
['epuentun®.

90% Al ans  chiBBigHOWIEHHA
CepeJHiX 3HaueHb 33 METO/JI0M HaliMeH1y
Cuougn SB3 10 mpenapaty [epuent
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SHaXOAMBCA B MEMKAX MONEPEHbO BH3HAYEHOrO PiBHS
ekBiBaneHTHOCTI [80%, 125%] Lle npoaemoucTpyBaso,
O MiHiManbHi piBHI Y pIBHOBaXHOMY crami micis
BBEEHHA SB3  ekBiBasieHTHi TakuM npenapaty
[epuentun®,

YacTka nauienti, y axux Cirough Y cHpoBartiii KpOBI
nepeBHliyBaia 20 Mkr/ma, Oyna noni6Ho B KOKHOMY
Lmkni B 000X rpynax nikyBadHs. 3araiom y 99,2 %
nali€eHTiB y rpymi JikyBanus SB3 tay 97,3 % y rpymi
mikysaHHs  mpenapatoM  [epuentun®  Cyougn y
CHPOBATIll KpoBi mnepesuityBana 20 MKI/MI nepen
BBE/ICHHSM MpernapariB y HMKIi 8.

Pe3ynbTaT OLIHKH iIMYHOT€HHOCTI

3arajbHa yactora yTeopenHs ADA 10 TpacTyszymaGy
Oyna HM3BKOK B 000X rpynax NiKyBaHHS [0 KiHLSI
pocaimkenns (3 [0,7 %) nauientu y koxkuil rpyni).

22. BUCHOBOK (3aKJIIOYEHH:)

3a yacrororo bpCR na SB3 i npenapar 'epuentun®
MPOJCMOHCTPOBAHO  CKBIBAJICHTHICTE B  acnekTi
cnigeiHowenHs (y PPS 90 % JII ans ckopurosaHoro
criBBiaHowenHs yactor bpCR Mikx nBoma rpynamu
nikyeanHa [1,112, 1,426] 3uaxopmuscs Y Mekax
MOMNepeHb0 BU3HAYEHOrO pIBHA  €KBiBAJEHTHOCTI
[0,785, 1,546]). B acniexri pisnuui, Bepxust mexa 95 %
Al nns ckopurosanoi pisuuii yactor bpCR [4,13 %,
17,26 %] 3Haxoaunach Mo3a MeKaMu nonepeaHLo
BH3HAUEGHOTO PiBHA ekBiBaneHTHOCTI [-13 %, 13 %].

oo BTOPUHHMX 3MIHHMX  edekTHBHOCTI,
pesyabtatu ananizy tpCR Ta wactotu 3aranbHoi
BIAMOBiAL BifoOpaxkanu pesynsratd anamizy bpCR.
BuknBanicTs Ge3 noaiii Ta 3aranbHa BUKHBaHICTS OyIiH
NoAIOHMMH MK rpynamMu JTikysaHHs SB3 i npernaparom
[epuenTun®.

[IpoTsrom 3arajnsHOro nepioay A0C/iUKEHHS 4acTOTa
MOOIYHMX e(eKTiB, W0 BMHUKIH MiA Yac JiKyBaHHs
(IETLT), TEI, nos'asanux 3 U3, CIIE Ta ITEII,
L0 CTAHOBJIATH 0COOMBUI iHTepec (iHy3iiini peakuiT,
3CH, cucrosiuna aucdyukuis aisoro wayHouka), Gysa
MOPIBHAHHOK MK rpynamu JikypaHHs SB3 i
npenaparom ['epuentun®.

[Ipodini cepeanboi minimManbHOT KoHueHTpauil B
CHpOBaTIli KpoBi Big wukny 3 10 uukay 8 Gyiu
noAibHUMHK Mik rpynamu fikysanus SB3 i npenaparom
Tepuentun®.

3aranLHa 4acToTa YTBOPEHHs ADA o Tpacty3zymaty

37 AKO 3 OFnriHAﬂou
AoCToBIPHICTY 2
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npemnaparom [epuentun® (3 [0,7%] nauientu Y KOXKHi i
rpyni].

e nocnimkenns Gyno nposeseno Biamosigmo 10
BUMOI HaJIeXHOT KIiHIYHOT MPaKTUKH, BCTAHOBIEHHX
MizkHapoaHOIO panoro 3 rapmosisauii, Ta NPUHLKITIB
["enbciHCbKOT eKnapartii.

3asiBHUK
(BIacHUK peectpaliiiHoro (miamuc)
MOCBIYEHHs1)

(moBHe im'st)
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