Annex 29

to Procedure for Expert Evaluation of
Registration Materials for Medicinal
Products Submitted for State

Registration (Re-registration), as well as for
Expert Evaluation of Materials Introducing
Amendments to the Registration Materials
during the Validity Period of Marketing
Authorization

(paragraph 4 of Section I'V)

REPORT
on pre-clinical studies

1. Name of the Medicinal Product (Marketing
Authorization No., if any):

Versavo (Bevacizumab), concentrate for
solution for infusion, 25 mg/ml, 100mg/4mL and
400mg/16mL, single dose vials

1) type of the medicinal product registered or to be
registered

Similar biological medicinal product

2) performed studies:

Yes or [0 No (if No, Provide reasons)

2. Pharmacology:

1) primary pharmacodynamics

Primary pharmacodynamic activities of multiple
lots of Dr. Reddy’s bevacizumab and RMP,
Avastin® sourced from U.S. [Reference Product
(RP)] and E.U [Reference Medicinal Product
(RMP)] were evaluated for Fab mediated activities
and Fc¢ mediated binding using multiple in vitro
studies to establish preclinical comparability. The
relative potency of the three products in the cell-
based assays was comparable. The binding of all
three products to FcRn, FeyRlIa, FeyRIla, FeyRITb
and C1q was found to be similar to Avastin® (U.S.)
and Avastin® (E.U.).

2) secondary pharmacodynamics

Not performed since no significant differences in
biological activity were observed between Versavo
(Company code: DRL_BZ) and the Innovator
product during in vitro studies

3) pharmacology of safety

Not evaluated since safety pharmacology studies
are not required for the non-clinical testing of
biosimilars {based on ICH S6 (R1) and EMA
guidelines}*

4) pharmacodynamic interactions

Not Applicable

3. Pharmacokinetics:

1) analytical procedures and reports on their validation

The procedure for determination of bevacizumab
in mouse plasma using an ELISA has been
successfully validated and the reports are
available.

2) absorption

Not applicable as route of administration is
intravenous

3) distribution

Not applicable

4) metabolism

Pharmacokinetic parameter, AUC (hr*pg/mL)
evaluated as part of repeat dose toxicity study in
Swiss albino mice was comparable between Dr.
Reddy’s Bevacizumab and RMP, Avastin®.




5) excretion

Pharmacokinetic parameter, clearance (Cl-
mL/hr/kg) evaluated as part of repeat dose toxicity
study in Swiss albino mice was comparable
between Dr. Reddy’s Bevacizumab and RMP,
Avastin®,

6) pharmacokinetic interactions (pre-clinical)

Not Applicable

7) other pharmacokinetic studies

Not Evaluated

4, Toxicology:

1) single administration toxicity

Not mandatory for the non-clinical testing of
biosimilars*

2) multiple administrations toxicity

1. Comparative Repeated dose toxicity study of
Dr. Reddy’s Bevacizumab vs. Avastin® after
intravenous administration for 4 weeks to Swiss
albino mice was evaluated.

Repeated weekly administration of Dr, Reddy’s
Bevacizumab and Avastin® at 500 mg/kg body
weight was well tolerated and did not produce any
evidence of toxicity in Swiss albino mice by
intravenous route. Clinical pathology,
histopathology and TK profiles of Dr. Reddy’s
Bevacizumab were found to be comparable with
Avastin®

2. The comparative systemic toxicity and
immunogenicity study of repeated intravenous
administration of Dr. Reddy’s bevacizumab

Vs. Avastin® was conducted with delayed
follow-up in mature New Zealand rabbits.

The comparative toxicity and local irritant

effect of repeated intravenous administration of
Dr. Reddy’s bevacizumab and Avastin® found
that the products are equitoxic (with

equivalent toxic properties) regarding the effect
of triple intravenous infusion on the body of
mature males and females of rabbits and during
the period of delayed follow-up.

Assessment of the anti-drug antibody in the
serum samples of animals showed similar
incidence of immunogenicity.

3) genotoxicity:
in vitro

Not generally required for the non-clinical testing of
biosimilars*

in vivo (including additional estimation on
toxicokinetics)

Not available

4) carcinogenicity:

Not generally required for the non-clinical testing
of biosimilars*

Not applicable
long-term studies PP

Not applicabl
short-term studies or mid-term studies S EEEIRCRLC

Not applicable

additional studies

5) reproductive toxicity and toxic effect on offspring
development:

Not generally required for the non-clinical testing
of biosimilars*




effect on fertility and early embryo development

Not generally required for the non-clinical testing
of biosimilars*

embryotoxicity

Not generally required for the non-clinical testing
of biosimilars*

pre-natal and post-natal toxicity

Not generally required for the non-clinical testing
of biosimilars*

drug-exposed offspring (immature animals) studies
and/or studies evaluating the delayed effect

Not generally required for the non-clinical testing
of biosimilars*

6) local tolerability

Evaluation of local tolerance was conducted as a
part of comparative repeated dose toxicity and
immunogenicity study in rabbits.

There were no treatment related changes at the
injection site observed.

7) additional studies of toxicity:

No other toxicity studies were conducted

antigenicity (formation of antibodies) Not Applicable
imunotoxicity Not Applicable
mechanism of action studies Not Applicable
substance dependence Not Applicable
metabolites toxicity Not Applicable

Not Applicable

toxicity of related substances

other

Tissue cross reactivity study

Comparative Assessment of the Potential Cross-
Reactivity of Dr. Reddy’s Bevacizumab with
Avastin® using a Selected Panel of Human Tissues
was conducted.

No specific positive staining was observed in any
of the tissues examined with either Dr. Reddy's
Bevacizumab-FITC or Avastin-FITC.

5. Conclusions on pre-clinical studies

The functional comparison of DRL BZ and
Innovator product (Avastin®) was performed using
cell-based assays for evaluating the mechanism of
action. The relative potency of the two products in
the cell-based assays was comparable with
overlapping dose response curve with that of the
Avastin lots. The relative binding and relative
binding affinity of the two products in all the VEGF
binding assays and Fc assays including FcRn and
Clq were comparable,

Pharmacokinetic parameters were evaluated for
DRL_BZ as part of repeated dose toxicity study in
Swiss albino mice in comparison with innovator
bevacizumab. Time versus concentration profiles of
male and female animals were similar and the
systemic exposure and observed Cmax were
comparable in DRL_BZ and innovator product. In
comparative repeated dose toxicity study in Swiss
albino mice, repeated weekly administration of
DRL_BZ and innovator bevacizumab at 500 mg/kg
body weight was well tolerated and did not produce
any evidence of toxicity by intravenous route and
the clinical pathology, histopathology and TK
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profiles of DRL_BZ were comparable to those of
innovator product.

The comparative toxicity and local irritant effect of
repeated intravenous administration of Dr. Reddy’s
bevacizumab and Avastin® in New Zealand white
rabbits found that the products are equitoxic (with
equivalent toxic properties) and Assessment of the
anti-drug antibody in the serum samples of animals
showed similar incidence of immunogenicity.
Evaluation of local tolerance was conducted as a
part of comparative repeated dose toxicity and
immunogenicity study in rabbits. To assess the local
tolerance, deviations in the appearance of vessels
and soft tissues at the injection site during necropsy
were visually registered, and the histological
evaluation of tissues being directly in contact with
the products was performed. There were no
treatment related changes at the injection site
observed.

In Comparative Assessment of the Potential Cross-
Reactivity study, no specific positive staining was
observed in any of the tissues examined with either
Dr. Reddy's Bevacizumab-FITC or Avastin-FITC.
Variable, cytoplasmic staining of vascular smooth
muscle and tumour cells was, however, observed
with both Dr. Reddy's Bevacizumab-FITC and
Avastin-FITC in the positive control material at all
concentrations examined. The observed staining
with Dr. Reddy's Bevacizumab-FITC was generally
comparable to that with Avastin-FITC.

monoclonal antibodies — non-clinical and clinical issues.

*European Medicines Agency (2012) Guideline on similar biological medicinal products containing
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Jlonarok 29
Ao TMops/iky NpoBeACHHA eKCIIEPTH3N
peectpauiinux MaTepiaiis Ha Jikapchbki
3aco0u, 110 NIOJAIOTECA HA AepKABHY
peecTpariio (IiepepeecTpaniio), a Takoxk
EKCTIEPTH3H MaTepiaiB Npo BHECEHHS
3MiH 10 peccTpaliifHuX MaTepianis
npoTAroM il peectpauiiiHoro
HOCBI/I4eHHS
(nyHkt 4 posminy V)

3BIT

PO AOKJIIHIYHI JOCTiIKeHHA

1. Hasea nikapcekoro 3acofy (3a
HAasBHOCTI — HOMEp peecTpauiiiHoro
MOCBIAYCHHS):

Bepcapo (6eBannsyma®), KOHUeHTpAT JJ151
po3uuny aas indysii, 25 mr/mu, 100 mr/4 mu ta
400 mr/16 mi1, oaH01030Bi 1aKOHH)

1) tun nikapcekoro 3acoQy, 3a SKUM
MPOBOIHIIACS abo IJIAHYEThCS
peecTpalis

IToni6uuii GiosoriuHuii TikapchKuii 3aci6

2) IpOBeIeH] 1OCITi IKEHHS

TaK O Hi (AKIIO Hi, 06IpYHTYBATH)

2. ®apmakoJioris:

1) mepBuHHa papmakoauHaMiKa

IlepBunHa dapmakouHaMiuHa aKTUBHICTh
JEKINBKOX cepiif mpenapaTy Oesauusyma® kommaHii
«JI-p Penni’c» Ta pedepeHTHOro nikapcskoro 3acoby

(RMP)  Apactun®, ortpumanoro 3  CIIA
[pedepentnuit npemapar (RP)], Ta 3 €C
[pedepentunit  nikapceKuii 3acib (RMP)]

OliHIOBanacsd Ha HasBHicTH Fab-omocepenkoBanoi
akTHBHOCTI Ta Fc-onocepeikoBaHOTO 3B'A3yBaHHA 3a
JIOTIOMOTOK YHCIIEHHHAX AOCIIIOKEHE iM VilFo 3 METOIO
BCTAHOBJIEHHA TMOPIBHAHHOCTI Ha JOKJiHiYHOMY
crami. BigHocna OlonoriyHa axkTHBHICTE TPBOX
npenaparie y JOCHIDKEHHAX Ha KIITHHaXx Oyna
MOpPiBHIOBAHOIO. Bysi0 BCTaHOBNEHO, 10 3B'SI3yBaHHS
Bcix Tpeox mnpenapatie 3 FcRn, FcyRla, FeyRlla,
FeyRIIb ta Clq € ananorivHum [nia mpernaparis
AsacTuH® (CLIA) Tta Apactun® (€C).

2) BropuHHA (hapmMakoiHHaAMIKa

JlocnipKeHHsT He MPOBOAMIIMCS, OCKiIBKM He BOyIo
BUSIBJICHO CYTTEBUX BiaMiHHOcTe#l y OiosorivHii
aKTHBHOCTI MK npenapaToM Bepcaso (kop, HaaHuii
komnaniero: DRL_BZ) ta iHHOBaUiHHUM npenapaToM
ITiJT Yac JOCIIBKEHD in vilro.

3) papmakonoria Ge3nexu

He ouinroBanacs, OCKIJIBKM  JIOCHIJUKEHHA 3
¢dapmakonorii  Oe3nmeky He BHMAraeThCsi MpH
MpOBE/ICHHI JOKJIIHIYHUX JIOCIIIPKEHb

Oioananoriynux npenapariB {3rigHo HactaHou ICH
S6 (RI) Ta HactanoB EMA }*

4) dpapmakoauHaMiyHi B3aeMOJil

He zacrocoBHe

3. @apMaKoKiHEeTHKA:

1) aHaMiTHYHI METOJUKH Ta 3BITH L1010
IXHBOT Bamigamii

[Tpouenypa BuzHaueHHa Oepanmszymaly y MuInavii
Tuiasmi MetoioM imyHodepmenTtHoro ananisy ELISA
Oysa ycniluHO BajizioBaHa, i BiAMOBIAHI 3BITH € ¥
HasIBHOCTI.




2) BCMOKTYBaHHA

He 3acTocoBHE, OCKINBKM IIIAX BBEACHHSA -
BHY TPiLIHBOBEHHHIA.

3) posnoain

He 3actocoBHe

4) metabomnizm

®apmakokineTnunuit nokasuuk AUC (rom*mr/mi),
SIKAH OLIHIOBABCS Y JIOCIIJKEHHI TOKCHYHOCTI Mpu
GaraTokpaTHOMY BBELCHHI NpenapaTy MHLIAM JTiHii
Swiss albino, Oys nopiBHIOBaHMM i npemapaty
Oepauzymab xommanii «J[-p Pemmi’c» Ta RMP,
ApacTHH®.

5) BuBeieHH

DapMakoKiHETHYHHH  mokasuuk  kiipenc  (Cl-
MI/TOA/KT), SKHH OUIHIOBABCA Y  JIOCIiDKeHHI
TOKCHYHOCTI  npu  0araToKpaTHOMY  BBEJEHHI
npenapaty wmumaM il Swiss  albino, 6ys
MOPiBHIOBAHMM  JUI  mIperapary — GeBauusymat
komnadii «/I-p Peaui’c» Ta RMP, ApacTun®,

6)  dapmakokiHeTHUHI  B3aeMopii
(roxminivHi)

He 3actocosue

7) iHIIi (bapmMakokiHeTHYHI
JIOCHTiKeHHS

He nipoBoiunucs

4. TokcHKoJIOTIS:

1) TOKCHYHICTH Y pasi OAHOPA30BOro
BBCOCHHA

He € 000B's3k0BMM TIpM TpoBeJeHHI AOKITIHIYHHUX
JocipkeHs 6ioaHaIOriuHUX npenaparis *

2) TOKCHYHICTE y pasi MOBTOPHHX
BBE/ICHb

1. Byno npoBeieHO MNOpIBHAMBHE AOCTIIKEHHS
TOKCHYHOCTI  mpu  GaraTokpatHOMy  BBEJICHHI
npenapaty Oeauusymad kommnasii «JI-p Pemai’c» i
npenapaty ABacTUH® micias BHYTPIIIHEOBEHHOTO
BBE/IEHHA MMPOTIroM 4 THXKHIB MMIIaM JiiHiT Swiss
albino.

BararokpaTHe INOTIXKHEBE BBEJCHHS IpenapaTy
Oesaumsymab kommasii «[{-p Pemui’cy» ta npenapary
ApacTuH® y gn03i 500 mr/kr macu Tina mobpe
[EPEHOCUNIOCS | HE BUKIHKAJIO JKOAHUX TOKCHYHHMX
ABUI Yy Mumed Jinii Swiss albino mpu BBeaeHHi
BHYTPIIHEOBEHHUM IILIAXOM. 3a pe3ysibTaTaMu
nabopaTopHuX, NATOriCTONONTYHHX Ta
TOKCHKOKIHETHYHUX [{0CIIIKEeHB OY/I0 BCTAHOBJIEHO,
o npenapat 6epauuzymab komnanii «JI-p Pemmi’c»
OyB MOPiBHIOBAHUM i3 mpenaparoM ABacTHH®,

2. TlopiBHsIbHE  JOCHIDKEHHS  CHCTEMHOI
TOKCHYHOCTI Ta IMyHOT€HHOCTI TIpH 6araToKpaTHOMY
BHYTPILIHBOBEHHOMY BBEJCHHI npemnapary

Gepaumsymad xommauii «JI-p Peai’c» Ta npenapary
ABacTHH® i3 MepiojloM  CHOCTEpEXKEHHS 32
Bitanenumu  edexramm  Oysio  mpoBejeHO Ha
JIOPOCITMX HOBO3ENAHICHKUX KPOJISX.

VYV NOpiBHANBHOMY JOCHI/DKEHHI TOKCHMYHOCTI Ta
MicLeBoi moapasHiorodol il mpu GaraTokpaTHOMY
BHYTPiLlIHEOBEHHOMY BBE/IEHHI npenapary
Gepauuzymad xomnanil «JI-p Penni’c» ta npenapary
ApactuH ® Oyno BHABIEHO, IIO Li MpenapaTH €
€KBITOKCHYHHMH  (MAalOTh  OJHAKOBI  TOKCHYHI




BJIACTHBOCTI) 3 TOYKM 30pY BIUIMBY TMOTpiiHOT
BHYTPIIIHBEOBeHHOT iH(y3ii Ha opranism 3pimmx
CaMUiB Ta caMHIb KPOJiB Ta MPOTATOM TNepiomy
CIIOCTEPEIKEHHS 32 Bi/UIa/IEHHMH eheKTaMu.

Ouinka yTBOpeHHs aHTHTII 10  mpemapary,
MPOBE/ICHA HA 3pa3KaX CHUPOBATKH KPOBI TBapuH,
MPOIEMOHCTPY Bala aHAJIOTYHY IMyHOT€HHICTB.

3) reHOTOKCUYHICTB:

Ak npaBuno, He BUMaraeThcs mpH NPOBe/ICHHI

in vitro JOKTIHIYHHUX JOCTiKEHD GioaHamoriuHux
npemnaparie ¥
in  vivo (Bkmouatrouu jgopatkosy | Jani BiACYTHI

OLIIHKY 3 TOKCHKOKIHETHKH)

4) KaHLIEPOTEHHICTE:

Sk npaBmio, He BUMaraeThes
JOKIIHIYHHUX JOCIIPKEHB
npenaparis *

NpH TpPOBEIeHHI
GioaHanoriuHux

JOBrOCTPOKOBI JOCIIJIPKEHHS

He 3actocoBHe

KOPOTKOCTPOKOBI  JOCHIKEHHS abo
JOCIII/PKEHHS CepeTHhOT TPHBAJIOCTI

He 3acTocoBHe

JIOJJATKOBI TOCIIDKEHHS

He 3actocosHe

5) penpoAyKTHMBHa TOKCHYHICTE Ta

JK mpaBuilO, HE BHMAaracTbcAd TIPH IPOBEACHHI

TOKCHYHHI  BIUIMB Ha  PO3BHTOK | JOKJIIHIYHHMX JIOCITIIKEHb GiloaHanoriyHux

MOTOMCTBA: npemnapatis *

BIUIMB Ha (epTWwibHicTs i pawHiil | SIK mpaBuno, He BUMAraeThes NpPH IPOBEACHHI

eMOpioHaIbHUI PO3BUTOK JOKJIIHIYHHX JIOCJIIKEHD OioaHanoriyHmux
npenapartis *

eMOPIOTOKCHYHICTE JIK mpaBHIIO, HE BHUMAracTbes TpPH MPOBEACHHI
JOKITIHIYHHX JIOCHI3KEHD OloaHaIOrIYHUX
npenapatip *

npeHaTalbHa i MocTHaTalbHa | SIK TNpaBUIO, HE BHUMAraeTbCs MNpPH TPOBEACHHI

TOKCUYHICTB JOKJIIHIYHUX JOCITITKEeHb OioaHanorivyHux

npenaparis *

JOCTUKEHHS, TIPU SKUX [Ipernapat
YBOJUTECH MOTOMCTRY
(HecTaTeBO3pPIMMM TBapuHaMm) Ta/abo
OLIIHIOETECS BijianeHa ais

Sx  mpaswuio,
JOKJIIHIYHUX
npenapartis *

HE BHUMAraeTbCsl TPHU TPOBEICHHI
JIOCJII3KEHb OioaHaMOTIYHUX

6) mMicueBa NepeHOCHMICTD

Ouinka MicLeBOI NEPEHOCUMOCTI BHKOHyBajiacs y
MOPIBHSAIBHOMY ~ JIOCHTI/DKEHHI TOKCHYHOCTI  [pH
OaraTokpaTHOMY BBEJICHHI npenapary Ta
IMyHOI'€HHOCT] Ha KPOJIsIX.

V wmicui iH'eKUifHOTO BBE/IEHHsS HE CIIOCTEpiranocs
KOJHMX 3MiH, TIOB'I3aHUX i3  3acTOCYBaHHIM

npenapary.

7) IOOATKOBI JIOCHIKeHHS

TOKCHYHOCTI:

JIK mpaBuO, HE BHMMAaracTbCcs MpPU IPOBEICHHI
JOKJTIHIYHUX JIOCJTIKEHB OioaHamoTiuHUX
npenapatis *

AHTUI'eHHICTH (YTBOPEHHS aHTUTLI)

[HIMX JOCITiKeHb TOKCUYHOCTI HE TIPOBOAMIIOCH

iIMYHOTOKCHYHICTh

He 3acrocosue

JIOCITIJPKEHHST MeXaHi3MiB ail

He 3actocosHe

JliKapchKa 3a/eKHICTD

He 3acTocoene

TOKCUYHICTE MeTabOoIiTIB

He 3acTocoBue

TOKCHUYHICTE JOMIILIOK

He 3actrocosue




1HIUE

JlocninkeHHs mepexpecHoi peakTHBHOCTI TKAHUH
byna nposesena mopiBHsA/IbHA OLIHKA TOTEHIIHHOT
TIEPeXPECHO PeaKTHBHOCTI Mpenapary Gesaiusymab
kommanii «/I-p Pexni’c» Ta npenapaty Apactun® 3
BHKOPUCTAHHAM OKPEMOro HaGOpy TKAHHH JIFOJUHH.
He cmocrepiranoca  wojHOro cnelrpigHOrO
MO3UTHBHOrO (apOyBaHHs JKOAHOT 3 HOCITIIKYBAHUX
TKAHMH ~ aHi TpH  3aCTOCYBaHHi  Ipenapaty
Oepaumsymad kommanii «JI-p Penni’c», Miuenoro
dayopecuein izoriomjianarom (FTTC), ami npu
3aCTOCYBaHHI npenapary AsacTHH ®, MiyeHOro
FITC.

5. BuCHOBKM 100 AOKJiHIYHOTO
BHUBYECHHSA

®ynkuionaneHe nopisHgHHA npenapaty DRL BZ ta
iHHOBaLifHOTO npenapary (ABacTHH®)
MPOBOJAMIOCA 3 BHKOPHCTAHHSAM JAOCHI/DKEHh HA
KIITHHAX 3 METOIO OLHKM MeXaHisMy iXHboi Aif.
Bignocna Gionoriuna akTHBHICTE JBOX NpenapaTis y
JOCITI/UKEHHSIX Ha KITHHAaX Oy/a NOpiBHIOBAHOIO 3
YaCTKOBUM CIIIBIaJIiHHAM KPHBOI 3aJI€XKHOCTI «103a-
edexr» i3 Takow A cepilt npenapary ABacTHH.
BignocHe 3B'A3yBaHHSA Ta BifHOCHA 3B'A3yBasbHa
3[AaTHICTH [BOX IpenapariB y [OCHIIKEHHAX Ha
3g'asyBanHs 3 VEGF Ta y pocnijpkennsx 3 Fe,
srmoyaroud FcRn ta Clq, 6ynu nmopiBHIOBaHHMH.
DapMaKoKiHETHYHI TIOKa3HUKH DRL BZ
OLIHIOBANMCA Yy [JOCHIPKEHHI TOKCHYHOCTI MpH
GaraTokpaTHOMY BBe/IEHHI NpenapaTy MMIaMm JiHii
Swiss  albino, mopiBHAHO 3  iHHOBaUifiHHM
npenaparoM OeBarm3ymad. [TokasHUKM 3anexHOCTI
KOHILEHTpaLil Iperapary y KpoBi BiJl yacy y camiliB
Ta caMulb OylmH OJHAKOBHMH, a CHCTEMHa
eKcIo3ullia Ta 3adikcoBanuii nokasuuk Cmax Oynau
nopiBuioBanumu s DRL BZ Ta iHHOBauiiiHOro
npernapaty. Y  TOpIBHANBHOMY  JOCJIi/DKEHHI
TOKCHYHOCTI  npu  OaraToKpaTHOMY  BBeJICHHI
npenapaTy Mumam JiHii Swiss albino 6ararokpathe
LIOTHXKHEBEe BBeseHHs npenapaty DRL BZ Ta
iHHOBallifiHoro mpemnapaty GeBauusymab y nozi 500
MTI/KT MacH Tina 1o0pe nepeHOCHIIOCs i He BUKIIMKAJIO
KONHMX  TOKCHMYHMX  SBMIL NpH  BBEJCHHI
BHYTPILIHBOBEHHHM  IIJIAXOM, @  pe3yJIkTaTH
nabopaTopHUX, [IaTOriCTONOT YHUX Ta
TOKCHKOKIHETUYHHX JIOCIPKeHb, OTpuMaHi 1yt DRL
BZ, Oymu mopiBHIOBaHMMH 13 TakuMH Ui
iHHOBaLliltHOTO Npernapary.

IIpy NOpiBHANBHOMY JAOCHIXKEHHI TOKCHYHOCTI Ta
miclieBoi moapasHiorouoi Ail mpu HararokpaTHOMY
BHYTPIIIHEOBEHHOMY BBEJICHHI npernapary
Hepanmzymad kommnanii «/I-p Pemai’c» Ta npenapary
ABacTUH® OGiMMM HOBO3ENAHIACHKHUM KpoJsM OyJI0
BUSBICHO, 10 LI MpenapaTH € eKBITOKCHYHMMH
(MalOTh OHAKOBI TOKCHYHI BJIACTHBOCTI), a OIliHKA




YTBOPEHHsl aHTHUTI [0 Mpernapary, IpoBejeHA Ha
3pasKax CHPOBATKH KpoBi TBapuH,
NPOAEMOHCTPYBaja  aHaloriuHy  iMYHOT€HHICTb.
Oninka MicLeBol NEpeHOCHMOCTI BHKOHYBajacs Yy
MOPIBHAIBHOMY — IOCTiIXKEHHI TOKCHYHOCTI TpH
GaratokpaTHOMY BBe/ICHHI npenapary Ta
iMYHOT@HHOCTI Ha KPOJIsIX. 3 MeTOIO OL(HKH MicLeBoT
MepPeHOCHMOCTI  IpenapaTy M 9ac pPO3THHY
Bi3yaJbHO PEECTPYBaIN BiIXWICHHS Y 30BHIIIHBOMY
BUIVIIAL CYAMH Ta M’SKUX TKaHHH Yy Micui
iH'eKIlifHOTO ~ BBEJICHHA TMperapary, a TaKoX
MPOBOJAWIM  TICTONIOTYHY OIIHKY TKaHHH, LIO
OesnocepeHBO KOHTAKTYyBallM 3 IIperiaparamu., Y
micii iH'eKIIIHOrO BBEJEHHS HE crocTepiranocs
JKOAHMX 3MiH, TIOB'A3aHMX i3 3aCTOCYBAHHAM
rpenapary.

[lpy mnpoBeleHHI JAOCHIZXKEHHS 3 IOPIBHAIBHOIO
OLIHKOIO MOTEHL{HHOT NIepeXpecHOl peakTHBHOCTI He
crocTepiranocs KOJTHOTO crienupigHOrOo
MO3HTHUBHOrO (papOyBaHHs KOAHOT 3 AOCIIIXKYBAHUX
TKaHWH TpH 3aCTOCYBaHHI mpenaparty Oesaiuzymab
komnanii «JI-p Pemui’c», migenoro FTTC, a6o
npenapaty ApactuH®, wmivenoro FTTC. Opnak
pisHOMaHiTHe  uUTOIIa3MatuyHe  (apOyBaHHs
rmajkux M'S3iB CyAMH Ta TYXJIHHHHUX KIJITHH
crocTepiranochk sK MPH 3acTOCYBaHHI Ipenapary
Oepaum3ymad xommawnii «[I-p Pemami’c», miueHoro
FTTC, Tak i npu 3acTocyBaHHi npenapaTy ABacTHH®),
miveHoro FTTC, nmnopiBHAHO i3 TO3UTHBHUM
KOHTpOJIeM B YCiX  KOHLEHTpamisx, 10
nocaimkyBanucsa. @apOyBaHHs, AKe criocTepiranocs
IIpH 3aCTOCYBaHHI npenapaty Gepaunszymad KoMmnaHii
«JI-p Penni’c», mivenoro FTTC, sax npasuio, Oyino
MOPIBHIOBAHUM 1 3 TAaKMM MpU  3aCTOCYBaHHI
npenapaty ApactiH®, miyenoro FTTC.

* €pponelcbke areHTCTBO 3 Jikapchkux 3acobiB (2012) «HacraHoBa 3 aHanorignmx
6i0/I0riYHHX TiKaPCEKHX 3aC00iB, 110 MICTATH MOHOKJIOHAJIbHI AHTHTLIA: AOK/IIHIYHI Ta KIiHIYHI

TTUTAHH).

3asiBHUK (BJIACHUK
peecTpauiiHoro
MOCBITYEHHS)

12-cepmHs-2020 | 6:22 PM IST

(mianuc)

Kamkan bamxani (Kajal Bhambhani)

npi3BUIIE, IM’sI, MO DATEKOBI
-]




Annex 30

to Procedure for Expert Evaluation of
Registration Materials for Medicinal
Products Submitted for State

Registration (Re-registration), as well as for
Expert Evaluation of Materials Introducing
Amendments into the Registration Materials
during the Validity Period of Marketing
Authorization

(paragraph 4 of Section I'V)

Report

on clinical trial

1. Name of the Medicinal Product (Marketing
Authorization No., if any)

Versavo (Bevacizumab), concentrate for solution for infusion,
25 mg/ml, 100mg/4mL and 400mg/16mL, single dose vials

2. Applicant

Dr. Reddy's Laboratories Ltd
8-2-337, Road No.3, Banjara Hills, Hyderabad, Telangana - 500
034, India

3. Manufacturer

Dr. Reddy's Laboratories Ltd
Survey No. 47, Bachupally Village, Bachupally Mandal, Medchal
Malkajgiri District, Telangana, India

4., Performed studies:

yes O no if no, provide reasons

1) type of the medicinal product registered or to be
registered

Similar biological medicinal product

5. Full name of clinical trials, code number of clinical
trial

1. Phase I: A Single Dose, Double-Blind, Parallel Arm,
Comparative Pharmacokinetic Study of Three Bevacizumab
Preparations, Administered by the Intravenous Route to Male
Normal Healthy Volunteers; Study identifier: BZ-01-001

2. Phase III: A randomised double-blind study in two parts
mCRC (Part A): - Comparing two humanised monoclonal
antibodies that target Vascular Endothelial Growth Factor
(VEGF) in combination with mFOLFQOXG6 in patients with
non-resectable metastatic colorectal cancer (mCRC)

and

NSCLC (Part B): - Comparing two humanised monoclonal
antibodies that target VEGF in combination with pemetrexed
and carboplatin in recurrent or advanced non- squamous  non-
small cell lung cancer (NSCLC);

Study identifier: BZ-01-002

6. Phase of clinical trial

Phase I and Phase II1

7. Clinical trial was held

Phase I: from 24 November 2015 to 24 June 2016
Phase III: from 29 Jan 2016 to 21 Feb 2019

8. Countries where the clinical trial was held

Phase I: New Zealand
Phase III: India and Russia

9. Number of subjects

Phase [;

planned: 150 subjects

actually enrolled:149 subjects

Phase II1:

planned: 224 Subjects

actually enrolled: Part A: 101 subjects and additionally 47 and
Part B: 60 subjects)

10. Objective and secondary goals of the clinical trial

Phase I: Primary Objective- To demonstrate
pharmacokinetic (PK) similarity of Dr Reddy’s Laboratories

Bevacizumab (DRL_BZ) versus the Reference Medicinal

Product (RMP; EU-approved Avastin®) and the Reference

Product (RP; US-licensed Avastin®) after administration of a

single 1 mg/kg intravenous (IV) dose in healthy male subjects.
Secondary  Objectives- To  assess the safety and
immunogenicity of the administered dose of DRL BZ, RMP,
and RP in healthy male subjects.

Phase III: Primary Objective- To compare the efficacy
measured in terms of progression free survival at 6 months




(PFS6) of two anti-VEGF antibodies administered in
combination with chemotherapy for mCRC (Stage IV) as first-
line treatment for metastatic disease and recurrent or advanced
non-squamous ~ NSCLC  not  previously treated  with
chemotherapy.

Secondary Objectives- To compare the efficacy measured in
terms of progression free survival at 9 months (PFS9), Overall
Response Rate (ORR) and Disease Control rate (DCR) of
DRL_BZ (investigational = medicinal  product-IMP) and
Avastin® (reference medicinal product-RMP) administered in
combination  with chemotherapy  for mCRC as first-line
treatment for metastatic disease and to assess safety , tolerability
and immunogenecity of DRL_BZ and RMP in patients with
mCRC

NSCLC (Part B): To compare the efficacy measured in terms
of ORR and DCR of DRL BZ and RMP administered in
combination with chemotherapy for recurrent or advanced non-
squamous NSCLC not previously treated with chemotherapy.

To assess safety, tolerability and to compare immunogenicity
and pharmacokinetics of DRL_BZ and RMP in patients with
non-squamous NSCLC.

11. Clinical trial design

Phase I: Double-blind, parallel, single dose, comparative PK
study

Phase IIl: A randomised double-blind study in two parts to
compare the efficacy and safety of DRL-bevacizumab
(DRL_BZ) and Avastin® in combination with mFOLFOX6 and
5-flourouracil (5FU) in patients being treated for the first time
for mCRC and in combination with pemetrexed & carboplatin
in patients with non-squamous NSCLC

12. Main entry criteria

Phase I: Healthy adult male subjects, 20 to 45 years of age
with a body weight between 50 and 100 kg and a body mass
index between 18.0 and 28.5 kg/m2 and in general good health.
Phase III: Male or female patient between 18-75 years of age
with metastatic colorectal cancer or NSCLC of non-squamous
histology.

13. Studied drug, posology, strength

Phase I: Dr. Reddy’s Bevacizumab (DRL_BZ) administered ata
dose of 1 mg/kg single intravenous dose

Phase III: Dr. Reddy’s Bevacizumab (DRL_BZ)

administered at a dose of 5 mg/kg as an IV infusion for mCRC

and 15 mg/kg as a single IV infusion for NSCLC

14. Comparator, dosage, posology, strength

Phase I: EU-approved Avastin®(RMP) and US-licensed
Avastin®(RP) at a dose of 1 mg/kg single intravenous dose
Phase III: EU-approved Avastin®(RMP) at a dose of 5 mg/kg
as an IV infusion for mCRC and 15 mg/kg as a single IV
infusion for NSCLC.

15. Concomitant therapy

Phase I: None (as the study was conducted in healthy
volunteers)

Phase 11I: A combination therapy of oxaliplatin, leucovorin
and 5-flourouracil (mMFOLFOX6) for mCRC and
pemetrexed & carboplatin for non-squamous NSCLC

16. Efficacy Endpoints

Phase I: Primary PK parameters-AUC(0-t), (AUC(0 -o0))

and Cmax and Secondary parameters-Tmax, Vss, ti», CL

Phase III: Primary end point- Progression Free Survival at 6
months (PFS6 Rate) and secondary end point- Progression

Free Survival at 9 months (PFS9 Rate), Overall Response Rate
(ORR) and Disease Control Rate (DCR).

Primary PK parameters - AUC .., AUCo.tau and Crnax while
the secondary PK parameters included t1/2, Az, AUCq-,
AUCexlrap%, CL, Ctroughl, Ciroughfl, vss and Vz-

17. Safety Endpoints

Phase I: vital signs, adverse events (AEs), physical
examination, electrocardiograms, and clinical laboratory safety
data

Phase I1I: monitoring of adverse events (AEs), infusion
reactions and serious adverse events (SAEs), clinical safety
assessments including physical examination, vital signs, and




clinical laboratory evaluations (haematology, biochemistry and
urine analysis).

For immunogenicity - determination of presence of anti-drug
antibodies

18. Statistical methods

Phase I: Bevacizumab concentrations and PK parameters were
listed and summarized by treatment using appropriate
descriptive statistics. For the primary parameters AUC(o),
AUCwpy, and Cmax, a 3-way statistical comparison was
conducted to test between DRL _BZ and the RP and RMP, as
well as between the RP and RMP. Based on the predefined
acceptance criteria, PK similarity was concluded for all 3
comparisons for all primary PK parameters (AUC (o), AUC(0-),
and Cmax) since the 90% CIs for all comparisons were
contained within the predefined bioequivalence limits of
80.00% to 125.00%. The CI estimates were narrow at around
100%. The observed inter-subject variability was <20.5% for all
PK parameters across all 3 treatments.

Demographic and safety data were listed and descriptively
summarized by treatment and jointly (as appropriate) using
descriptive statistics.

Phase III: All statistical analyses relating to the study were
performed on statistical software, SAS version 9.2

Sample Size

mCRC (Part A): The sample size calculation targeted an 85%
statistical power to conclude non-inferiority with a margin of half of
the difference (18.8%) of DRL BZ as compared to
Avastin®. The 18.8% non-inferiority limit is half of the effect
size in the PFS rate at 6 months of the addition of bevacizumab
to modified IFL chemotherapy reported in the ARTIST trial.
Due to the use of a different chemotherapy backbone
(mFOLFOX6) the PFS6 rate needed to reconfirm in a BSSR
after data for PFS 6 rate was available for approximately 100
patients.

The study finally recruited and randomized 117 patients: 101
patients in India and 16 patients in Russia in DRL_BZ and
Avastin arm and in addition, 47 patients were recruited from
India in the test arm to comply with revised “Guideline on
Similar ~ Biologics-Regulatory ~ Requirement for  Marketing
Authorisation in India, 2016 (Effective 15 August 2016)” to
ensure at least 100 patients in the test arm (DRL_BZ).

NSCLC (Part B): Empirically, a sample size of about 30
patients per arm was expected to provide an appropriate
detection of gross differences of therapeutic outcomes between
both treatment arms. Twelve patients in each treatment arm were
considered adequate for a descriptive comparison of PK profiles
of DRL_BZ versus RMP to meet the secondary objective.

19. Demographics of the studied population (gender,
age, race as well)

Phase I: Healthy adult male subjects, 20 to 45 years of age

Phase III: Male or female patient between 18-75 years of age
with metastatic colorectal cancer or NSCLC of non-squamous
histology.

20. Efficacy Results

Phase I: Pharmacokinetic similarity has been demonstrated for
all comparisons (DRL_BZ wversus RP [US-licensed Avastina],
DRL_BZ versus RMP [EU-approved Avastine], and between
the RP [US licensed Avastin®] versus RMP [EU-approved
Avasting]). For all comparisons, the 90% Cls for AUC(0-w),
AUCq+ and Cmax were contained within the predefined 80.00%
to 125.00% bioequivalence limits,

Phase III:

mCRC (Part A): Efficacy in terms of PFS6 rate was
comparable for DRL _BZ and Avastine across all the
populations. The PFS6 rate has been compared with two-sided
90% confidence intervals for the difference between DRL BZ
and Avastine arms. In the mITT population the difference
between the arms estimated by Wilson Score Method was 7.8%
with a two sided 90 % CI of -8.7 to 23.7. Thus, the lower limit
of 90% ClIs for the difference between arms was above the




protocol defined non-inferiority limit of -18.8%, proving the
non-inferiority of DRL_BZ arm efficacy as compared with the
Avastine. Similar results were observed for the ITT and PP
populations. Further all the secondary endpoints (PFS9 rate,
ORR and DCR) were also comparable in both arms.

Hence, it can be concluded that no significant differences in
efficacy observed between DRL _BZ and Avastine in the
treatment of mCRC. For primary efficacy endpoint (PFS6 rate),
the statistically demonstrated efficacy similarity using the
protocol defined non-inferiority ~criterion for DRL _BZ as
compared to Avastine for all the analysis populations and
observed comparable values for secondary efficacy endpoints.
Thus, the primary protocol endpoint was fulfilled in the mITT,
ITT and PP based population analyses showing DRL_BZ to be
comparable/non-inferior to Avastine, in terms of efficacy as
supported by the comparable results for the secondary efficacy
endpoints (PFS9 rate, ORR and DCR).

NSCLC (Part B): The PFS rate at 6 months was 44.0% (two
sided 90% CI 29.1, 60.1) in the DRL_BZ arm and 45.0% (two
sided 90% CI 28.4, 62.8) in the Avastine arm, for the mITT
population. The difference in percentage between the arms
estimated by Wilson Score Method was — 1.0% with a two sided
90 % CI of -242 to 22.1.The PFS rate at 6 months was
comparable for both arms.

The ORR observed at EOS assessment was also numerically
comparable between the treatment arms for the mITT population
[41.4 % (two sided 90% 27.7 - 56.5) in the DRL_BZ arm and
48.1% (two sided 90% CI 33.2 - 63.4) in the Avastine arm]. The
difference in percentage between the arms estimated by Wilson
Score Method was — 6.8% with a two sided 90 % CI of -27.2,
14.5.

The DCR observed at EOS assessment was also numerically
comparable in both arms for the mITT population [62.1% (two
sided 90% ClIs 46.8, 75.3) in the DRL_BZ arm and 63.0% (two
sided 90% CIs 47.2, 76.4) in the Avastine arm]. The difference in
percentage between the arms estimated by Wilson Score Method
was — 0.9% with a two sided 90 % CI of -21.2 to 19.7].

Thus, both secondary efficacy end points (ORR and DCR) were
comparable, further supporting the conclusions from the analysis
of the above primary efficacy endpoint PFS6 results.

Hence, it can be concluded that no significant differences in
efficacy was observed between DRL_BZ and Avastine in the
treatment of NSCLC.

21. Safety Results

Phase I: No deaths or serious AEs were reported during the
study and no subjects were discontinued due to AEs. A similar
number of subjects reported a similar number of treatment-
emergent AEs (TEAEs) in the 3 treatment arms: on DRL_BZ,
37 subjects (74.0%) reported 89 TEAEs; 38 subjects (77.6%) on
the RP reported 89 TEAEs and on the RMP, 35 subjects (70.0%)
subjects reported 105 TEAEs.

The number of subjects with TEAEs assessed as related to the
study drug by the Investigator was similar for the RP and RMP
(9 subjects [18.4%] with 13 TEAEs and 11 subjects [22.0%]
with 20 TEAEs, respectively). The number of subjects with
treatment-related TEAEs were numerically fewer with DRL_BZ
(5 subjects [10.0%] with 7 TEAEs). Only 1 TEAE of Grade 3
severity was reported (in the RMP treatment arm), there were no
events reported with Grade 4 or 5 severity. The most frequently
reported TEAE considered related to the study drug was
headache. Most of the TEAEs were Grade 1 in severity and
resolved.

No safety concerns based on laboratory measurements, vital
signs or electrocardiograms were reported.

Phase III:

mCRC (Part A): safety analysis population consisted of 117
patients (58 DRL_BZ arm and 59 Avastine arm) who received at
least one dose of DRL_BZ or Avastine. The total dose, treatment




duration, and duration of observation were comparable for both
arms.

A total of 1246 (572 in the DRL BZ arm and 674 in the
Avastine arm) TEAEs were reported in 113 (96.6%) patients [57
(98.3) patients in the DRL_BZ arm 56 (94.9) patients in the
Avastine arm]. The incidence of TEAEs ((98.3% in the
DRL_BZ arm and 94.9% in the Avastine arm) was comparable
in both arms. Most TEAEs [DRL BZ arm: 475 events in 56
(96.6%) patients, Avastine arm: 560 events in 55 (93.2%)
patients] were not related to the study drug. The most frequently
reported TEAEs in both arms were, thrombocytopenia
[DRL_BZ arm: 51 events in 19 (32.8%) patients, Avastine arm:
53 events in 19 (32.2%) patients, anaemia [DRL _BZ arm: 41
events in 19 (32.8%) patients, Avastine arm: 31 events in 21
(35.6%) patients] and diarrhoea [DRL_BZ arm: 34 events in 21
(36.2%) patients, Avastine arm: 39 events in 21 (35.6%)
patients]. The majority of the reported TEAEs were mild
[DRL_BZ arm: 315 events in 52 (89.7%) patients, Avastine
arm: 357 events in 49 (83.1%) patients]. The number of infusion
related reactions reported in the study has been low, a total of 9
infusion related reactions (4 in the DRL BZ arm and 5 in the
Avastin® arm) were reported. Majority of the reported infusion
related reactions were mild to moderate in intensity.

Overall 67 SAEs (27 in the DRL_BZ arm, 40 in the Avastine
arm) were reported in 37 (31.6%) patients (17 (29.3%) patients
in the DRL_BZ arm and 20 (33.9%) patients in the Avastine
arm. A total of 8 (6.8%) patients (4 patients in each arm) reported
TEAEs resulting in death, none of them were related to
study drug. A total of 30 (25.6%) patients [16 (27.6%) patients
in the DRL_BZ arm and 14 (23.7%) patients in the Avastine
arm] discontinued from the study due to TEAEs.

There were no clinically meaningful changes from baseline to
endpoint/during the study for haematology and biochemistry
parameters across both the treatment arms. Thrombocytopenia
[DRL BZ arm: 51 events in 19 (32.8%) patients, Avastine arm:
53 events in 19 (32.2%) patients] was the most common
laboratory abnormality reported during the study. Analyses of
vital sign and physical examination findings did not reveal any
clinically relevant difference between the arms.

In mCRC (Part A) test arm patients, the incidence of TEAEs in
test arm patients was 98.1% (103 patients), with a total of 988
events. The TEAE profile was in line with that reported for the
randomised data set which is known for bevacizumab.

NSCLC (Part B): safety analysis population consisted of 60
patients (30 in each arm) who received at least one dose of
DRL_BZ or Avastine. The total dose, treatment duration, and
duration of follow-up were comparable for both arms.

A total of 388 (214 in the DRL_BZ arm and 174 in the Avastine
arm) TEAEs were reported in 51 (85.0%) patients [28 (93.3)
patients in the DRL_BZ arm 23 (76.7) patients in the Avastine
arm]. The incidence of TEAEs in the DRL_BZ arm was 93.3%
(28  patients) and in the Avastine arm was 76.7% (23 patients).
Most TEAEs were not related [DRL _BZ arm: 197 events in 28
(93.3%) patients, Avastine arm: 163 events in 21 (70%) patients]
to the study drug. The most common TEAEs were anaemia
[DRL BZ arm: 29 events in 15 (50%) patients, Avastine arm:
26 events in 14 (46.7%) patients] and asthenia [DRL_BZ arm:
12 events in 11 (36.7%) patients in each arm]. Majority of the
TEAEs reported were mild [DRL_BZ arm: 101 events in 23
(76.7%) patients, Avastine arm: 93 events in 16 (53.3%)
patients] in severity. A single infusion reaction (reported as
hypertension) of moderate in severity was reported in the
DRL_BZ arm.

Overall, 24 SAEs (15 in the DRL_BZ arm and 9 in the Avastine
arm) were reported in 17 (28.3%) patients (12 (40.0%) patients
in the DRL_BZ arm and 5 (16.7%) patients in the Avastine arm)
during the study. A total of 6 (10%) patients reported TEAEs
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resulting in death (4 (13.3%) patients in the DRL _BZ arm and 2
(6.7%) patient in the Avastin® arm) during the study. A total of
12 patients (6 in each arm) discontinued from the study due to
TEAES.

There were no clinically meaningful changes from baseline to
endpoint/during the study for haematology, biochemistry
parameters across both the treatment arms. Analyses of vital sign
and physical examination findings did not reveal any clinically
relevant difference between the arms.

Thus it can be concluded that safety for DRL_BZ was found to
be similar with the safety data of the RP (US licensed

Avastin®) and RMP (EU-approved Avastin®), and in line with
that known for Avastin®.

22. Conclusions Phase I:

® Pharmacokinetic similarity has been demonstrated for all

comparisons (DRL_BZ versus RP [US-licensed Avastin] and

RMP [EU-approved Avastin], and between the RP [US-licensed

Avastin] versus RMP [EU-approved Avastin]). For all

comparisons, the 90% Cls for AUCg.), AUC(0.1) and Cprax Were]

contained within the predefined 80.00% to 125.00%

bioequivalence limits,

® The results of this study indicate a comparable immunogenicity
profile of DRL_BZ, US-licensed Avastin, and EU-approved
Avastin. Only 1 subject had a positive ADA incidence (in
DRL_BZ) at the Day 85 visit, and was found to be a non-
neutralizing type of antibody upon nAb analysis. Thus, the
3 products DRL._BZ, RP and RMP do not appear to be different
in their immunogenicity profile. The low immunogenicity
profile observed in this study is in line with published data and
the label/summary of product characteristics.

*DRL_BZ, RP (US-licensed Avastin), and RMP (EU-approved
Avastin) were well tolerated when administered as a single 1
mg/kg iv dose to healthy subjects in this study.

e The overall safety data for DRL_BZ was found to be similar
with that of the RP (US-licensed Avastin) and RMP (EU-
approved Avastin), and in line with that known for Avastin.

Phase I1I: Overall efficacy similarity between DRL _BZ and

Avastin® was established given that DRL_BZ was found to be

non-inferior to Avastin® in terms of efficacy in mCRC patients,

as measured by PFS6, and comparable for the other efficacy
parameters, including PFS9 rate, ORR and DCR in mCRC
patients. Results were also numerically comparable for the

parameters PFS6 rate, ORR and DCR in NSCLC patients. .

Safety profile of DRL_BZ and Avastin® was comparable and

consistent with the known safety profile of bevacizumab for

both the studied indications.

Prevalence of ADAs was low and no differences were observed

between the treatment arms in both the indications studied.

The descriptive data for primary PK parameters Cna, AUCo

and AUCq,, were also numerically comparable between the

arms.

In conclusion, DRL_BZ administered in healthy subjects as
well as patients with mCRC and NSCLC in combination with
chemotherapy is found to have similar pharmacokinetics and
comparable efficacy immunogenicity, and safety as of the
innovator bevacizumab Avastin®,
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Honarok 30

Ao [Topsanaky npoBeaeHHs eKCIEPTH3N
peecTpauifiHux MaTepianis Ha Jikapchki
3ac00H, 1110 OJAITHCS Ha AepiKaBHy
peecTtpauito (mepepeecTpaliio), a TaKoxK
eKCIEPTH3W MaTepiaiB po BHECEHHS
3MiH o peecTpauiliHux Matepianin
npoTaroM Ail peectpatiiinoro
NOCBi4eHHA

(nynkr 4 pozainy 1V)

3BiT
po KJIiHiYHe BUNpPoGyBaHHS

1. HasBa nikapcskoro
3aco0y (3a HasBHOCTI —
HOMEp peecTpauiiHoro

Bepcago (0eBauuszymab), KOHUEHTPAT It PO3HHHY sl indgysiii,
25 mr/ma, 100 mr/4 mut ta 400 mr/16 mur, oaHOR030Bi daaxonn)

HOCBiA4eHHs):

2. 3asBHHUK A-p Peni'c JlaGopatopis JIta [Dr. Reddy’s Laboratories Ltd]
8-2-337, Poyn Ne 3, Banmkapa Ximns, Xaiinepa6ay, Tenanrana - 500 034,
Tnnis [8-2-337, RoadNo.3, Banjara Hills, Hyderabad, Telangana - 500 034,
India]

3. BupobHuk A-p Peaui'c JlaGopatopis JIta» [Dr. Reddy’s Laboratories Ltd]
Hinsruus Ne 47, ¢. Bauynani, bagymani Manjan, okpyr Meuan
Manxaiiripi, Tenaurauna, Insis
[Survey No. 47, Bachupally Village, Bachupally Mandal, Medchal
Malkajgiri District, Telangana, India].

4 T TaK O Hi, AKIIO Hi, 06IpyHTYBaTH

JOCTIIKESHHS:

I) Tun nikapcekoro
3acofy, 3a  AKUM
NPOBOJNIACH abo
JTaHY €TBCA PeECTpalis

IToni6nuii 6ionoriynuii ikapcekwuii 3aci6

5, [ToBHa
KJIiHi4YHOrO
BUIIpOOYBaHHH,
KOJIOBaHHUH
KJITIHIYHOTO
BUNPOOYBaHHS

Ha3Ba

HOMep

1. @asza I: TMoasiitne-crine, oHON030Be, MOpPiBHANbHE dapMakOKiHETHYHE
JOCTIDKEHHS y MapalelbHUX TIpynax TphoX (opM BHMYCKy mNpemapary
GeBauusymab, fki BBOAMIMCH BHYTpIIIHBOBEHHHM LIUIAXOM HOpMaJIbHUM
3/I0POBHUM JI00pOBOJILLAM HYONIOBiuOi cTati; LnenTudikaTop pocaimkenHs:
BZ-01-001

2. ®asa III: PannomizoBane mojisiiiHe-ciiine gocmifkeHHs, sKe CKIAIaeTLCs 3
JIBOX YaCTUH:

mCRC (Yactuna A): ITopiBHAHHS JIBOX I'YMaHi30BaHMX MOHOKIOHAIBHHX
AHTHTLI, MILICHHIO AKMX € QakTop pocty enporenito cymun (VEGF), y
komGinauii 3i cxemolo Ximiorepanmii mFOLFOX6 y maujentis 3
HepeseKTade/IbHIM METacTaTHYHUM KOJIOpeKTalbHIM pakoM (mCRC)

Ta

HIKPJI (yactuaa B): mopiBHSHHA JBOX I'yMaHi30BaHUX MOHOKJIOHANBHHX
aHTHTLI, Millennio akux € VEGF, y kombinauii 3 npenapatamu nemerpexce,
Ta KapOOTNIaTMH y MalieHTiB 3 peluAMBHEM a60  TONIMpPEHHM
HEIIOCKOKITI THHHUM HeJpiOHOKITITHHHUM pakoM Jierens (HITKPJI);
InenTudikarop pocaipkenus: BZ-01-002

6. daza kiinivHOrO
BUMPOOYBaHHA

®a3za | Ta Paza 11




7. Tlepion npoBeeHHs
KJIIHIYHOrO

®asa I: 3 24 nuctonana 2015 poky 1o 24 yeprHs 2016 poky
®aza Il1: 3 29 ciyns 2016 poky nmo 21 mororo 2019 POKY

BUIIPOOYBaHHs
3 Kpai ®aza [: Hosa 3enanpis
' P 2 asa III: Iunis ta Pocist
MIPOBOJUIIOCS KITiHIUHE
BUIIPOOYBaHHS

. ®daza I:
9, Kinexicrs | T

JOCTIIKYBaHHX

3amyIaHOBaHa KiMbKICTh: 150 y4acHUKIB qocTiKeHHs

(akTruHO BKIIOYeHO: 149 yuacHMKIB JOCTiKeHHS

@aza [1I:

3aM/1aHOBaHa KiNIbKiCTh: 224 y4acHHUKIB H0CIiKeHHA

(aKTHYHO BKIIIOUEHO:

Yactrra A: 101 y4vacHMK JOCHIIKEHHA Ta JOAAaTKOBO 47 YIaCHUKIR
aocnizkenns Ta Yactuna B: 60 nauienris)

10. Meta Ta BTOpHHHI
uimi KJliHi4HOTO
BHIIPOOYBaAHHS

®a3a I: Ilepsunna merta - npojeMoHcTpyBat (bapmakokineTnuny (PK)
nozibHicTe npenapary Gepaumsymat komnanii «JI-p Pemni’c JlaGopatopisy
(DRL BZ) ta pedepentnoro rnikapcbkoro 3acofy (RMP; npemapar
ABactnH®, 3arBepmxenuit y €C) Ta pedepentroro npenapary (RP; npenapar
ABacTuu®, noszsonennii y CIIA) micns BHyTpiuHbsoBenHoro (B/B) BReIeHHS
OJTHOKpATHOI 103K 1 MI/KI 310pOBHM 10OPOBONBLAM YOJI0OBIYOT CTATI.
Bropunni uini - Ouinntu 6e3nexy Ta iMyHorenHicts npenaparis DRL BZ,
RMP Ta RP npu BBeeHni 310poBuM 106poBOIILLAM HOJIOBIYOT CTATI.

®asa III: IlepBuHHA MeTA - [OPIBHATH €(QEKTUBHICT, AKa OLIHIOETbCA 34
NOKa3HAUKOM BHKUBaHicTh 6e3 mporpecyBaHHs depes 6 micsuis (PFS6), 1Box
anrutin nporu VEGF, axi BBojsThes y komGinauii 3 ximiorepaniero npu
mCRC (IV cranis) B sxocTi Tepanii nepiuoi JiiHii npu HagsBHOCTI MeTacTasis
Ta MPH pelUUBYI04Y0OMY ab0 MOLIUpEeHOMY HertockokliTuHHoMmy HIIKPJI, 3
NIPHBOJLY SKUX XiMioTepamis paHille He MPOBOIHIIACH.

Bropunui uini - mopiBHATH eeKTUBHICTD, KA OLIHIOETLCS 38 MOKA3HUKAMH
BUHMBaHicTh 0e3 mnporpecyBaHHa dwepe3 9 wicsauis (PFS9), uactora
BUHHMKHEHHA 3aranbHoi Bimmosini Ha JjikyBanus (ORR) Ta wactoTa
JOCATHEHHA KOHTpOMO 3a saxsoprosanusM (DCR), mpemapaty DRL BZ
(mocmimxyBaHnit mixapepkuit 3aci® - JIJI3) Ta mpemapary ABacTHH®
(pedepenthuii mikapcekuii 3aci6 - RMP), ski BBojaThea y xomOiHamii 3
ximiorepaniero npu mCRC B sxocTi Tepanii nepioi jinii, a TakoxK OLIHUTH
Oesmeky, nepeHocHMicTh Ta iMyHoreHHicTh npenaparie DRL BZ ta RMP y
nanienTis 3 mCRC

HAKPJI (uacruna B): [lopiBuati e(eKTHBHICTb, fKA OLIHIOETHCH 34
nokasaukamMi ORR ta DCR, npenaparie DRL BZ ta RMP, mo BBogaTees y
koMbinanii 3 ximioTepamielo npu peumauBYIOdOMy 860 IMOLIMPEHOMY
HerockoknitnHHoMy HJIKPJL, 3 npuBoxay skoro ximioTepamis panime He
nposoamnaca.  Ouinutu  Gesrieky, [EpeHOCHUMICTE Ta  MOPIBHATH
iMmyHOreHHicTeE Ta ¢apmakokiHeTHky mpenaparis DRL BZ ta RMP y
nauieHTiB 3 HerwtockokmiTHHHUM HITKPJL

11. Jluzaiin kiiHiYHOrO
BUNPOOYBaHHs

®asza I: Iloxgifine-cnine, oxHomo30Be, mopiBHANBHe DK mocimigxeHHs B
napajneabHHX Tpynax

®a3sa III: PannomizoBaHe mojBiliHe-ciine JOCTIKEHHS 3 ABOX YAaCTHH s
NopiBHAHHS edeKTHBHOCTI Ta Ge3nekn npenapaTy Oepauu3ymad kommasii «JI-
p Penni’c Jla6opatopiz» (DRL BZ) ta npenapary ABactuH® y koMGiHawil 3i
cxemoro ximiotepanii mFOLFOX6 ta 5-dnoypypaumnom (SFU) y nanienTis,
AKHMM BIIepLIe poBOMIOCs TikyBaHHs 3 nmpuBoay mCRC, ta y kombinauii 3
npernapaTaMi  IeMeTpekcel, Ta  kapOoIUlaTHHOM Y MallieHTiB 3
HemtockokmiTiHHUM HIKPIT

12. OcHoBHi kpuTepii
BKJIIOYEHHS

@asza I: 3noposi gopocni oOpoBoneLi YonoBidol crati Bikom Bixg 20 mo 45
pokiB, 3 Macoro Tina Big 50 no 100 kr Ta ingexcom macu tina sig 18,0 Ta 28,5
Kr/M2 Ta 3arajioM 3aJ0BUILHAM CTAHOM 3/10pOB’S.




®a3za 1II: [TanieHTH Yonosivoi 4n sxiHouoi crati Bikom Bix 18 mo 75 POKiB 3
METaCTaTHYHHM KOJIOpeKTaILHUM pakoM abo HertockokmituaHuM HJIKPJI,

13.  JlocnigxyBaHuii
nikapcbKuii 3acio,
croci®  3acTocyBaHHs,
cuna aii

®asa I: [penapar Gepaunsymab komnanii «/{-p Peani’c JJaGoparopis» (DRL
BZ), axuii BBOMMBCA Y 11031 1 MI/KT OJHOKPATHO BHYTPilIHEOBEHHO

®a3sa III: Tlpenapar Gepaumsymab kommnanii «/[-p Pemni’c JlaGopatopis»
(DRL BZ), sxuit sBouMBes y 1031 5 Mr/kr uusixom B/B indysii 3 npusosy
mCRC Ta 15 mr/kr maxom oguokparHoi B/B indysii 3 npusoxy HJIKPJI

14. IIpenapar
NOpiBHAHHS, 1032,
croci®  3acTocyBaHHS,
cuna mit

®asa I: [Npenapar Apactun®, saTBep/kenuii y €C (RMP), Ta npenapar
ABactuu®, nospomenmit y CIHIA (RP), y mo3i 1 Mr/kr ojHOKpaTHO
BHY TPiIIHOBEHHO

@a3sa I1I: TIpenapar ABactun®, 3atBepmkenuit y €C (RMP), y n03i 5 mr/kr
uwixom B/B indys3if 3 npusogy mCRC ta 15 mr/kr musixoM ojiHokpaTHoi B/B
ingys3ii 3 npusony HAKPJI

15. CynyTHs Tepanis

@asza I: Hemae (Jocnmi/pkeHHS MNPOBOAMTBCA 32 YYacTi  3/0POBUX
JI0OpOBOIBILIB)

Dasa I11: KombinosaHa Teparis npenapataMu OKCalilIaTiH, eiikoBopuH Ta
5-nopypypauun (cxema mFOLFOX6) 3 npuBogy mCRC Ta npenaparamu
NEMETpekce/] Ta kapOoIIaTHH 3 NPUBOAY HertockokmiTuaHoro HIIKPII,

16. Kpurepii oninku
edexTUBHOCTI

DPa3za 1: Ilepeunni @K nokazuukn -AUC(0-t), (AUC(0-0)) Ta Cmax Ta
Bropunhi nokazauku -Tmax, Vss, t¥s, CL

@asa II1: IlepeuHHA KiHIlEBa TOYKA - BIXKHBAaHICTE 6e3 mporpecyBaHHs
yepes 6 MicAliB (noka3sHUK 4acToTH PFS6) Ta BTOpUHHI KiHIEBi TOUKH -
BH)KMBaHICTh Oe3 nporpecyBanHs yepe3 9 MicsawiB (nokasHuk yacrtotu PFS9),
4aCcTOTa BHHMKHEHHs 3araibHol BiAnoBini Ha mixyeanHs (ORR) ta wacrora
JIOCATHEHHS KOHTPOIIO 3a 3axBopioBaHHiaM (DCR).

IMeppunni ®K mokazuukn - AUCo, AUCouwm Ta Chnax B TOH uyac sk
BTOpHHHAME DK nokasHukami € ty, Az, AUCw, AUC extraptss CL, Ciroughls
Ctmughfh Vss Ta Vz.-

17. Kputepil ouinku
Oesnexu

Pa3a I: ocHOBHI UTTEBI NoKa3HUKH, MoOi4HI sBuwma (I15), Mequunmii orsz,
elIEKTpoKapAiorpaMa Ta JaHi JiabopaTOpHUX AaHaNi3iB s OLIHIOBAHHS
6esnexu

@aza III: monitopunr nmobiunmx seuiy (ITA), indysilinux peakuiii Ta
cepitosnuit mobiunux asum (CITA), kninivHa ouiHka OesnexkH JiKyBaHHS,
BKJIFOYAIOYM MEJIUYHUN OrJyiaj, OCHOBHI JKMTTEBI MOKA3HHUKKM Ta JiaHi
KIiHIYHEX nabopaToOpHUX aHami3iB (3arajbHuil aHami3 kpoBi, GioxiMiunwmii
aHaJli3 KpoBi Ta aHami3 ceyi).

s oniHoBaHHA iMYHOreHHOCTi - BU3HAUEHHS HASBHOCTI AHTUTIN JI0
JliKapceKOro 3acofy

18.
METOIH

CraTHCTHYHI

®aza I: Konuenrpauii npenapary OeBaumuzymab ta ®K nokasuuku Oyiu
HaBeJIeH] Ta MiICYMOBaHi 110 KOXKHOMY 3 BUIB JIIKyBaHHS 3 BAKOPHCTAHHAM
BIATIOBIOHUX METOMIB ONMUCOBOI CTATHCTUKH. [N TIEPBUHHUX TNOKA3HUKIB
AUC (0-0), AUC (0-t) Ta Cmax 0yn0 BUKOHaHE CTATUCTHYHE [TOPIBHAHHA Y
3-X HampsMKax JUis NPOBe/ieHHs aHanizy Mixk npenapatamu DRL BZ ta RP i
RMP, a Taxkox Mmixk RP ta RMP. Buxonsuu i3 nmomnepeaHso BU3HAYEHUX
KpuTepiiB npuitHaATHOCTI, 6yNo 3pobieHo BucHoBok npo ®K noaibHicTs ans
BCiX 3 nopieHAHE 10 ycix mepeunHuX OK nokasunkax (AUC (0-t), AUC (0-
) Ta Cmax), ockinbkn 90% [II nms Beix MOpIBHAHB 3HAXOIWIHCH Y
[IOIEPE/IHBO BU3HAYEHHUX Mexax DioekBiBanenTHocTi Big 80,00% no 125,00%.
Busnaueni /Il 6ymn By3skumu Ha piBHi Giu3zbko 100%. Mixingusinyansna
BapiaGenpHicTh craHoBuna <20,5% nns seix @K nokasHukis npu ycix 3-x
BapiaHTax JIiKyBaHHsI.

Hemorpadiuni maxi ta nani mopo Gesnexn Oyju HaBeleHI Ta migcymMoBaHi
METOJJOM OIMCOBOT CTATHCTHKH 10 KOKHOMY 3 BHIB JIIKYBaHHA Ta CYKYITHO
(y BiAIOBiAHUX BUIIAAKAX) 3 BAKOPHCTAHHAM METO/IIB OMHUCOBOT CTATHCTHKH.
@aza I11: Bei cratueTiyni aHanisu, NoB'a3aHi 3 JOCHiIKeHHIM, IIPOBOAUITHCS
3 BUKOPHCTAHHAM CTaTHCTUYHOrO IporpaMHoro sabesnedeHHs, Bepcis SAS
9.2

Posmip sudipku




mCRC (Yacruna A): PospaxyHok po3mipy BuGipku 6yB cripaMoRanuii Ha
AocArHeHHs: 85% CTaTUCTHYHOI MOTYKHOCTI JUIsi OTPUMAHHS BHCHOBKY PO
He MeHIy e(eKTUBHICTE, Mexelo a7 Kol Oyna nonosuna pizuuui (18,8%)
mix npenapatamu DRL BZ ta Aactun®. [paHMYHOI0 MeXKelo He MeHIIol
eextrBHOCT] 18,8% € MONOBHHA BeTMUMHK e(EKTY JUIs MOKA3HUKA YaCTOTH
PFS uepes 6 micswie micns nonaeanus desarusymady 10 Moaudikosanoi [FL
ximioreparmii, 3adikcoBanoro y pgocmijkenni ARTIST. V 3B’sasky i3
BUKOPHCTAHHAM iHI0T 6a30B01 cxemu Ximiotepanii (nFOLFOXG6) neobxinno
OyI10 MOBTOPHO IiITBepAUTH NoKka3HUK YacToTH PFS6 y BSSR micnst Toro, sk
naui npo acroty PFS6 Oynu orpumani npubnusso ms 100 nagienTis.

VY mocnimxkenus 3 pewrroro 6yno HabpaHo Ta panmomizosano 117 marientis:
101 mauienr y Innii Ta 16 nauientie y Pocii mo rpym, ski oTpuMysamu
npenapaty DRL BZ Ta ABactuH, a TakoX JoJaTkoBo Oyno 3anyueHo 47
nauienTis y [Haii B rpyny, ska oTpuMyBana eKclepUMeHTAILHUN penapar, 3
METOI0 IOTPHMaHHs BUMOI OHOBJIEHOI «HacTaHOBH 3 HOPMATHBHO-MPABOBHX
BHMOT JI0 aHaJIOTiYHUX OiONOTiUHMX NpenapaTiB Ul OTPUMaHHS TOProBol
minensii y Inaii, 2016 pik (mie 3 15 cepnug 2016 poky)», wob 3abezneyntu
BKJIIOUeHHA 1loHaiimenme 100 mauieHTiBE y rpymy, sKa OTpPUMYE
excriepumenTansHuii npenapar (DRL BZ).

HAKPJI (Yactuna B): Buxonsuu 3 HagBHOrO AOCRIiJYy, OuikyRajocd, 110
po3Mip BUOipKH, AKHil cTaHORUTE Npubau3Ho 30 nauieHTiB ¥y KOXKHiA rpymi,
3abe3rneunTs HaneXXHe BHSABJICHHS NMPHHILUIOBUX BifMiHHOcTeH Mix oboma
rpynaMu  JKyBaHHs IIOAO TepamneBTHYHUX pe3ynbraris. JIBaHaauATh
MAIlieHTIB y KOKHiH rpymi TiKyBaHHA BBaXKAJINCSA TOCTATHIMH JJIs OIIHCOBOTO
nopieagHHs DK mokasuukis npenaparie DRL_BZ ta RMP 3 merow
JIOCATHEHHS BTOPUHHOI METH.

19. Hemorpadiuni
MOKa3HUKH

JIOCHiZKy BaHOT
momyJiALil (cTath, BIK,
paca, To1I)

@aza I: 3n0posi gopocni qo6poBonkli uonoBivoi cTati, BikoM Big 20 o 45
poKiB

Da3a II1: [laniedTH 40108140l uM xKiHOUOI cTaTi BikoM Bifg 18 10 75 pokis 3
MeTacTaTHYHUM KOJOpeKTaJbHUM pakoM abo HemnockokniTHHHIM HJIKPJL.

20. Pesynbratn
e()eKTUBHOCTI

®aza I: dapmaxokineTHyHa noAiOHicTe Oyna mpojJeMOHCTpOBaHA IIpH
npoeefieHHi ycix nopisasHe (DRL BZ 3 RP [mpenapar AracTHH®,
nossonennii y CILIA], DRL_BZ 3 RMP [npenapar ABacTuH®, 3aTBepAxeHHUI
y €C], ra RP [npenapar Aractua®, nozsonenuii y CILIA] 3 RMP [npenapar
AacTuH®, 3atBepmxenuit y €CJ). na ycix nopiBuaue 90% I ans AUC -
w), AUCp.) T2 Cpax 3HAXOOWINCS B MONEPEAHBO BHU3HAYCHMX MeXkax
6ioeksiBanenTHocTi 80,00% - 125,00%.

@asza III:

mCRC (Yactuna A): EdexTuBHicTh 3 TOUKH 30py MoKaszHHKa dyacToTH PFS6
Oyna mopiBHIOBaHOW Mixk mpemapatamu DRL BZ ta ApactuH® B ycix
nomyauiax nagienTtis. [IpoBoauiocs NopiBHAHHA MokazHuKa yacToTu PFS6
3 qocTopoHHiMU 90% HOBipYMMM iHTepBaJIaMM I BUSBICHHS Pi3HUI Mix
rpynamu, siki orpumyBain DRL BZ Tta Aactun®. V nomymanii mITT
pisHHIE MiX Trpynamu, fKa BH3HAuanacs 32 JOIMOMOIOK METOIY OLIHKH
Binecona, cranosuna 7,8% npu asoctoponnsomy 90% I Bix -8,7 no 23,7.
Taxum ynHOM, HIKHA Mexka 90% JII s pisHuni Mixk rpynamm 6yna Bume
BU3HAYEHOI MPOTOKOJOM Mexi He MeHwol edexTuBHocTi -18,8%, mo
MiTBEP/PKYE He MeHlly edekTuBHiCTh nikyBaHHA npemapatom DRL_BZ,
NOPIBHAHO 3 JIKYBaHHAM TnpernapatoM ABacTHH®. AHAaNOriuHi pe3ylbTaTi
criocrepiranues i y nonymsiisix ITT Tta PP. Ilpn mogansmux aHanizax Bei
BTOpUHHI KiHueBi Touku (wacrota PFS9, ORR Tta DCR) 6ynmu Takox
MOpiBHIORAHUMH B 000X rpymnax.

OTke, MOKHA 3pO0OUTH BHCHOBOK TIPO Bi/ICYTHICTB CYTTEBHX BiJMiHHOCTEH Yy
eekruBHOCTI Mixk mpemapatramu DRL_BZ ta ABacTuH® npu JikyBaHHi
mCRC. JIns nepBHHHOI KiHIEBOT TOUKH e(eKTHBHOCTI (TMOKAa3HHK YacTOTH
PFS6) npH cTaTHCTHYHOMY aHanisi 6yna mpoJeMOHCTpOBaHA MOMIOHICTE 3
TOUKHM 30pY e(eKTHBHOCTI 3a JIOTIOMOTOK) BH3HAYEHOrO Y [POTOKOMI




KpuTepiio He Menwoi edexrusrocti i DRL_BZ nopisrsHo 3 npenaparom
AacTHa® 115 Beix nmomyALiH, AKi aHami3yBanucs, a TAKOXK Oynu oTpuMaHi
MOPIBHIOBAH] PE3yNLTaTH [ BTOPHHHMX KiHIEBMX TOHOK e(heKTHBHOCTI.
TakuM unHOM, mepBHHHA KiHLEBa TOYKa, BH3HAYEHA Yy HOpOTOKOII,
BUKOHYBajlacs B aHali3ax, mposenenux aig mITT, ITT ta PP TOTTY TIAILH, a 1e
AOBOJNTS, o npenapat DRL_BZ € nopisnioBaHUM/ He MEHII e(eKTHBHUM,
Hik ABacTHH®, i MiITBepKYETbCA NOPIBHIOBAHHMH pe3y/IbTaTaMH Juls
BTOPHHHIX KiHUEBMX TO4OK eekTuBHOCTI (dacTota PFS9, ORR i DCR).
HAKPJI (4actuna B): [Tokasuuk yactora PFS uepes 6 Micsuis craHoBuB
44,0% (msocToponniit 90% JII 29,1, 60,1) y rpyni, sika oTpuMyBaa npemnapar
DRL_BZ , ta 45,0% (nBocroponniii 90% JII 28,4, 62.8) y Tpyni, ska
OTpuMyBana nperapat ABactun®, 1 nomynauii mITT. Pisunua y Bigcorkax
MiX Tpyrnamy, fka BH3Hayajacs 3a JOMOMOIOI0 METOAY OLIHKH BinbcoHa,
cranosuna — 1,0% 3 asocroponnim 90% JII six -24,2 no 22,1.Yacrora PFS
yepes 6 micsauip Oyna nopiBHIOBaHOIO B 060X rpymnax.

INoxasank ORR, skwuit cnocrepirases npu EOS ouiniopanmi, y uncnoBomy
3HAaYeHH] Takox OyB NOPiBHIOBAHMM B rpynax niKyBanHs y nomymsnii mITT
[41,4 % (nBocropommiit 90% I 27,7 — 56,5) y rpymi, sika orpuMmyBana
npenapar DRL_BZ, ta 48,1% (msoctoponniit 90% I 33,2 — 63,4) y rpymi,
AKa oTpuMyBana rnperapar ApacTHH®]. Pisuuia y BifcoTkax Mix rpymnamu,
fKa BU3Havanacs 3a JOMOMOTOI0 MeTOAy OLiHKK Binscona, ctanosuna -6,8%
npu JBocTopoHHBOMY 90% /11 -27,2 , 14,5.

Ilokasunk DCR, sikuii cioctepirases npu EOS ouinrosansi, y umncioBomy
3HAYEHH| Takoxk 6yB MOPiBHIOBAaHNM B 060X Ipyliax JiKyBaHHA B MOMyJISIil
mITT [62,1 % (aBocroponwiit 90% JII 46,8, 75,3) y rpymi, sika orpuMyBana
npenapar DRL_BZ, ta 63.0% (1BocToponniit 90% JI1 47,2, 76,4) y rpyni, sika
oTpuMyBana npernapar ApacTUH®]. PisHuug y BincoTkax Mixk rpynamu, ska
BH3HAYalacs 3a JOIIOMOI0l0 METOy OLiHKH BinbcoHna, cranosumna -0,9% npu
IBocTopoHHBEOMY 90% JII -21,2 no 19,7].

TaxuMm 4iHOM 00HzBI BTOopUHHI KiHUeBi Toukn edekTiBHoCcTi (ORR Ta DCR)
Oy MOpiBHIOBAHMMHY, IO J0JATKOBO IiATBEPKYE BUCHOBKH, 3pobIeHi 3a
MJICyMKAMU aHATTi3i{B pesykTaTiB MEPBHHHOI KiHLEBOT TOUKN edeKTHBHOCTI
PFS6.

Omxe, MoxkHA 3p06HTH BUCHOBOK NPO BiJICYTHICTB CYTTEBUX BiAMiHHOCTEH Y
edexrusnocTi mix npenaparamu DRL_BZ Ta Apactun® npu nikyBsaHHi
HJIKPJIL.

2l
besnexku

Pesyneratu

@aza I: [Tix vac jgocnipkeHHs He 6yno 3adikcoBaHO BHNAAKiB cMmepTi Ta
cepiiosnux [T, i xo/ien manieHT He NPUIHHHUB YYacTh Y JIOCHIDKEeHH] Yepes
BuHUKHeHHs IS, V amanoriynoi kinekocti nauienriB Gyna 3adikcoBana
onHakosa kinekicte HS ma domi nikyeanns (TEAE) y Tprox rpynax
JiKyBaHHsA: MpH 3acTocyBauHi npenapatry DRL_BZ y 37 nauienrin (74,0%)
crnoctepiranocs 89 TEAE; y 38 nauientis (77,6%) npu 3actocysansi RP
cnoctepiranocs 89 TEAE Ta npu 3acrocyBanni RMP y 35 nauientis (70,0%)
crioctepiranocsa 105 TEAE.

Kinekicts nanientis 3 TEAE, mo, Ha AyMKy moclignuka, 6ynu mos's3aHi i3
3aCTOCYBaHHAM  JOCIKyBaHOro 3acoly, OyJla aHalIOTi4HOW  MpH
3acrocyBaHHi RP ta RMP (9 mauientis [18,4%)] 3 13 TEAE Ta 11 nauienris
[22,0%] 3 20 TEAE Bignosigno). Kinekicts nauieutis 3 TEAE, nos’szanumu
3 JIIKyBaHHsSM, Y 4YHCJIOBOMY 3HAdeHHi Gyla MEHINOIO [pH 3acTOCyBaHHI
npenapaty DRL_BZ (5 nauientie [10,0%] i3 7 TEAE). IToeigomusiocs e
npo 1 TEAE 3 crynens Baxkocri (y rpyni, sxa orpumysana RMP ), He Gyio
3a(hikcoBaHO skomHOTO sBuIa 4 a6o 5 cTymeHs BaxkocTi. HalfgacTimmm
TEAE, sxe BBaxaeTbcs IIOB'S3aHMM 3 3aCTOCYBAHHAM JIOCIIJDKYBAHOIO
3acofy, 0yB ronoBuuii 6ine. Binbwicts TEAE 6ynu | cTyneHs BaxkkocTi Ta
MOBHICTIO MUHYJTH,

3a pesynebTaTaMH [NpOBeJieHHs 1a00paTOpHUX aHaliziB, OLiHIOBaHHA
OCHOBHHMX JKHTTEBHX IIOKa3HHMKIB Ta eJieKTpokapiiorpamu He Gyio
3ayikcOBaHO KOIHUX NpobieM Gezneku.

Daza I11:




mCRC (YacTuna A): nomynsauis s aHanizy Oesnexu cknapganacs 3 117
nauieHTis (58 y rpymi, ska oTpuMyBana npemapar DRL_BZ, ta 59 y rpyumi,
jiKka OTpHMyBaJia npenapat ABacTUH®), sxkum Gya BBeJeHa npuHaitMHi ogHa
nosa mnpenapaty DRL_BZ a6o Aactun®. CykymHa 1033, TPHBAIiCTh
JIKYBAaHHS Ta TPUBAIICTh CIIOCTEpeskeHHs Gynd MOpIiBHIOBAHHMH B 060X
rpynax.

3aranom Gyrno sapeectpoBano 1246 (572 y rpymi, ika oTpuMyBana npemnapar
DRL_BZ, ta 674 y rpyni, sika oTpiuMyBana npenapar Asactuu®) TEAEy 113
(96,6%) nauientis [S7 (98,3%) mawientis y rpyi, ska oTpuMyBana npemapar
DRL_BZ, 56 (94,9%) nauientis y rpymi, sika oTpumyBana mnpenapat
Aactnn®]. Yactora sunuknenns TEAE ((98,3% y rpymi, sika OTpUMYBasa
npenapar DRL_BZ, ta 94,9% y rpyni, sxa oTpumyBsaa npenapat Apactu®)
Oyna mopiBHioBaHO B o6ox rpymax. Binswicte TEAE [rpyma, ska
oTpumyBana npenapar DRL_BZ: 475 asum y 56 (96,6%) nauienris, y rpyni,
jKa 0TpuMyBana npenapat ApactuH®: 560 asuin y 55 (93,2%) nauicuris] ne
Oy nos'A3aHi 3 3acToCyBaHHAM JoCTmimKyBanoro 3acoby. TEAE, npo ski
MoBiflOMJIsIOCs HaltuacTile y 060X rpynax, 6yim TpomGonuToneHis [rpyma,
Aka oTpuMyBana npenapat DRL_BZ: 51 seume y 19 (32,8%) nauienris,
rpyna, fka OTpuMyBaja npernapat ABacTWH®: 53 sBmma y 19 (32.8%)
MALEHTIB, aHeMis [rpyna, ska oTpuMyBaia npenapat DRL_BZ: 41 spuue y
19 (32,8%) nauienrip, rpyna, ska oTpumyBaia npemapat ApacTuH®: 31
aBuile y 21 (35.6%) nauienra, Ta aiapes [rpyna, ska oTpEMyBana npenapar
DRL_BZ: 34 seuma y 21 (36,2%) nauienTie, rpyna, ska oTpuMyBana
npenapar ApacTUH®: 39 sBumy y 21 (35.6%)) nauienrta]. Bineluicts 3 THX
TEAE, npo sxi moimomnsnocs, Oy jerkuMu [rpyna, ska oTpuMyBana
npenapar DRL_BZ: 315 gsumy y 52 (89,7%) nauieHtie, rpyna, ska
oTpumyBana mnpenapar ApacTH®: 357 sBuuy y 49 (83.1%) nauienris].
Kinekicts inQy3sifinux peakuiit, 3adikcoBanux y mociimkenni, 6yna
HE3HAYHOIO; yChoro 6ylo 3apeectpoBaHo 9 iHGysiiinux peakuiii (4 y rpymi,
AKa 0TpuMyBaia npenapat DRL_BZ, Ta 5 y rpy1mi, ska oTpuMyBalia nperapar
Aactun®). Binsuricts 3adikcoBaHuX iHdy3iitHIX peakuiii Gyiu Jierkoro abo
MOMIPHOTO CTYTIEHs BAXKKOCTI.

3aranom Oy o 3apeectporano 67 CITA (27 y rpyi, ska oTpuMyBaa mpemnapar
DRL_BZ, Ta 40 y rpymi, sika orpumyBana npenapat ABacTuH®) y 37 (31,6%)
nauienris (17 (29,3%) nauieHtiB y rpymi, sika OTpUMyBajia I[penapar
DRL_BZ, ta 20 (33,9%) nauieHtiB y rpymi, sfika OTpUMyBajla Iperapar
ABacTuH®). Ycporo y 8 (6,8%) nanienTis (4 nauieHTiB y koxHiit rpymni) 6yiu
sadikcosani TEAE, 1o mpuseenn 10 cMepTi, )KO0/IeH 3 IMX BUNAIKIB He OyR
TOB'sI3aHUIT 3 3aCTOCYBaHHAM AOCTIKyBaHOro 3acoby. Yesoro 30 (25,6%)
nauiedtis [16 (27,6%) nauieHtiB y rpymi, ska OTpUMyBaja Ipenapar
DRL_BZ, ta 14 (23,7%) nauiedtiB y rpymi, fka OTpUMyBaja npenapar
ABacTHH®) NPUIHHKUIA Y4acThk y A0CHIJpKeHH Yepe3 BUHHKHeHHS TEAE.
He Oyno 3adikcoBaHO KITiHIYHO 3HAa4yIIMX 3MiH MK BHXiJHUM piBHEM Ta
KiHIIEBOIO TOYKOIO/MiA Yac JOCIIIXKEHHS Y TOKa3HWUKaX 3arajlbHOro aHauisy
kpoBi Ta OioximiuHoro amamisy kpoBi B 000X Trpymax JiKyBaHHS.
Tpom6onuronenis [rpyna, ska orpumysaia npenapatr DRL_BZ: 51 sasuue y
19 (32,8%) mauienTiB, rpyna, sika oTpuMmyBaia mperapaT ABacTuH®: 53
apuma y 19 (35.6%)) nauientis] Oyna HalOiMBII TOIMIMPEHUM BigXUIEHHIM
Bi/l HOPMH, INIpPO sKe MOBINOMIANOCA IIiJ 4Yac MAOCHIAXKEHHs. AHani3u
TOKa3HUKIiB OCHOBHHX JKMTTEBUX (YHKLUIIi Ta pe3ynbTaTiB MEANYHOTO OTJISLY
HE BHSBIIM KITiHIYHO 3HAYYINMX BiAMIHHOCTEN MiX IpyIamMu.

V nauientis, ski Opamu ydacte y mocmimkenni mCRC (Yactuna A) ta
OTPHMYBAIIM eKCIIEPUMEHTANBHUH npenapart, yactota TEAE y nauienTis, ski
OTPHMYBaJId €KCIIepUMEHTalbHUil mpemnapatr, craHoBuna 98,1% (103
namieHra), npu 3araibHii  kinbkocri 988 Bunankie. Xapaktep TEAE
y3romxysaecs 3 TumM, wo Oynm s3adixcoBanuii Ha miacraBi Habopy
PaHIOMi30BaHUX JIAaHMX, HASBHUX [ NpenapaTy GeBanusymad.

HAKPJI (YacTtuna B): momynauis ans ananizy Oesneku cknagamacsa 3 60
nauieHTis (no 30 v koskuii rpyni), skum OyJia BBejieHa npUHaiiMHi OfHA J103a




npenapary DRL_BZ a6o Asactun®. CykymHa j03a, TpHBamicTh JNiKyBaHHS
Ta TPUBAIICTE MOAANBIIOTO CIOCTEpPeXkeHHs Gy/IM NOPiBHIOBAHHMH B 060X
rpynax.

3aranom Oyio 3apeectporano 388 (214 y rpymi, sika oTpuMyBana npenapar
DRL_BZ, Ta 174 y rpyni, sixa orpuMyBana npenapar Asactue®) TEAE y 5l
(96,6%) mauienta [28 (93,3) mauientis y rpymi, Aka oTpumyBaia npemnapar
DRL_BZ, 23 (76,7) nauientiz y rpymi, sika oTpumypana mpemapar
Apactua®]. Yacrora TEAE B rpymi, sika orpumyBana npenapar DRL_BZ,
cranosuna 93,3% (28 nauientis), a y rpymi, sika oTpuMyBala npenapat
ABacTun®, 76,7% (23 nauientn). Binsuricts TEAE ne 6yu nos'ssani [rpyna,
sxa oTpuMyBana npenapat DRL _BZ: 197 sBum y 28 (93,3%) nauienris,
rpyna, sika oTpumypana npenapar ApacTu®: 163 sBuma y 21 (70%)
TNAL€HTa] 3 3aCTOCYBaHHAM JTOCTIKYBaHOro 3acoby. Haituactimmmu TEAE
Oymu anemis [rpyna, sxa oTpmmysaia npenapar DRL_BZ: 29 ssuui y 15
(50%) mauienTis, rpyna, sika oTpuMyBalia npenapar ApacTuH®:

26 seuw y 14 (46,7%) nauientis] Ta actenis [rpyma, sika oTpuMyBana
npeniapar DRL_BZ: 12 ssuwm y 11 (36,7%) mauiedtiB y xoxwiil rpymi].
Binbwicte 3 Tux TEAE, npo siki nmosizommsuiocsi, GyJiM JIEFKOro CTyTeHS
BAXKOCTI [rpyma, sika oTpumygana mpemapaT DRL_BZ: 101 ssume y 23
(76,7%) nauientis, rpyna, ska orpumypana ABacTuH®: 93 sBuma y 16
(53,3%) nauienrtie]l. OnmuuuHa iHQysifina peakuis (3adikcoBaHa sk
TiJBUIIEHHS apTepialbHOr0 THCKY TNOMIPHOTO CTYNEHs BaxkocTi) Oyma
3apeecTpoBaHa y rpyni, sika oTpumyBaia npenapat DRL_BZ.

3aranom, iz 4ac JocimpkeHHs 6yo 3apeectpoBano 24 CITS (15 y rpymi, sika
orpumMyBana npenapar DRL_BZ, ta 9 y rpymi, sika oTpuMyBajia npenapat
ABacTMH®) y 17 (28,3%) nauientie (12 (40,0%) namientis y rpyni, ska
orpumysana DRL_BZ, ta 5 (16,7%) nauienTiB y rpyni, ska oTpumyBana
npenapat AsacTHH®). Yeboro y 6 (10%) nauientis 6ynu 3adikcosani TEAE,
moe npussend 10 cmepti [4 (13,3%) nauients y rpymi, sika OTpUMyBaia
npenapar DRL_BZ, ta 2 (6,7%) nauientu y rpyni, ska oTpuMyBaa nmpemnapar
AgacTHH®). Yeporo 12 (o 6 y koxkHil rpyni) manieHTiB NPHUMTHHIIN y9acTh
y nocnipkeHH] yepes BunukHeHHs TEAE.

He 6yno 3adixcoBaHo kIiHIYHO 3HAUYNIMX 3MiH MiX BHXiJHUM piBHEM Ta
KiHLIEBOIO TOUKOIO/MiJ Yac JOCHiPKeHHs Y IMOKa3HUKaX 3arajlbHOTO aHamizy
kpoBi, GioxiMiuHoro ananisy kpoBi B 000X rpymax JiKyBaHHA. AHaJi3u
NOKa3HHKIB OCHOBHHX >KHTTEBUX (YHKIi Ta pe3ybTaTiB MEQUYHOTO OTTIAIY
HE BUABUIIM KIIHIYHO 3HAYYNMX BiAMIHHOCTEH MiX rpynamu.

Otke MoxkHA 3poOMTH BHUCHOBOK, INo Gesmeka mpenapary DRL BZ 6yna
anajoriynoro jganum 3 6esnekn RP [mpemapar ABacTuH®, N03BOJEHHH Y
CIOA] Ta RMP [npenmapatr ABactun®, 3arBepmkennit y €C]), Ta
Y3T0/KYBalacs 3 HassBHUMU JaHUMM 114 npenapaty ABacTHH®.,

22, BucnoBok
(3aK/I04eHHS)

Da3za I:

+ (DapmakoKiHeTHYHA MOAIOHICTE Oysa NMpoAeMOHCTPOBaHA TIPH NIPOBEAEHH]
ycix mopieHaHB (mpenapaty DRL BZ 3 RP [npenapar ApacTHH®,
no3sonennit y CIIIA], npenapaty DRL_BZ 3 RMP [npenapar ABacTuH®,
sareepkenuil y €C], ta RP [mpenapar AracTuH®, no3roneHuit y CIIIA] 3
RMP [nmpenapar ABactun®, zatBepmxennit y €C)). g ycix mopiBHAHB
90% A1 nnst AUC(0-0), AUC(0-t) Ta Cmax 3HaxOAWIACSA B MOMNEPEIHBO
BU3HAYEHUX Mexax OioekriBanenTHocTi 80,00% - 125,00%.

* PesyneTaTH IBOTO JOCHIJUKEHHA BKa3ylOTh Ha TOpPiBHIOBaHUH npodiib
iMmyHoreHHocTi npenapartis DRL BZ, npenapary AsacTua®, 103B0OJIEHOTO
y CIIA, Ta npenapary AracTHH®, zatRepmxkenoro y €C. Jluie y oJfHOT0O
nauienrta Oymu 3adikcoBaHi aHTHTINA g0 mpenapaty (ADA) (y rpymi, ska
orpuMyBana npenapar DRL BZ) nig yac Bisuty B [enb 85. Ananiz nAb
MOKa3aB, 10 Ii aHTUTiNa He OyJIM HeATpanizyrouuMH aHTHUTinaMu. TakuM
ypHoM, BusBWiocs, wwo 3 mnpemapath DRL BZ, RP ta RMP He
Bipi3HAIOTECA 3a IXHIM mpodinem iMyHoreHHocTi. Huzpkuit iMyHOTeHHHM
NOTeHIaN, AKUH CIOCTePIiraEThesd B 1BOMY JOCHIKEHHI, Y3TOKYETHCA 3




ony61iKoBaHUMU JaHUMHU Ta odiniftHumu JaHUMH mpo
npenapar/3arajlbHoI0 XapaKTepHCTHKOIO TIKapCehKOro 3acofy.

* Ilpenapatu DRL BZ, RP [npenapar ABactun®, nosponennii y CIIIA] Ta
RMP [npenapar ApacTun®, satsepmkennit y €C] nobpe mepeHocHIMCs
NpH BHYTPilIHEOBEHHOMY BBE/ICHHI OJHOKPATHOT J103u | MI/KT 3T0POBHM
JI00OPOBONBLAM Mif 4ac LBOTrO JOCITI KEHHS.

* Byno Beranosneno, mo cykynsi nani moyio Gesneku npenapaty DRL_BZ €
aHaNOrIYHUMH laHuM 3 Gesnexu RP [npenapar ABactun®, 103B0sIeHHI Y
CLIA] ta RMP [npenapar ABactua®, satsepmxenuii y €C]), Ta
Y3TOJDKYBAJIMCS 3 HATBHHMH JIAHMMH TIpo Tipenapar ABacTuH®.

@asa III: Byno BcraHOBNEHO, W10 3araibHa eeKTUBHICTL € MOAIGHOI y

npenaparis DRL BZ ta ApacTun®, BpaxoByIouH Te, 1o npenapar DRL_BZ

OyB BU3HAHWH He MeHII eeKTHBHUM, HiX Npenapar ABacTHH® y MallicHTiB 3

mCRC, wo Bu3nayanocs Ha miacrasi PFS6, i nmopisHioBaHOW0 3 iHIMME

napameTpaMy egeKTHBHOCTI, B TOMY YMC/Ii NOKasHHKaMH 4acTotH PFS9,

ORR Tta DCR y naunientie 3 mCRC. OTpuMani pe3ynbTaTé y 9uCIOBOMY

3HAYEHHI TakoX OyNM MOpiBHIOBaHUMHE 1A TokasHukis PFS6, ORR ta DCR

y magientis 3 HIAKPJL Tlpodini mo6iunux seuiy npenapatis DRL BZ Ta

ABacTHH® OyJiu NOPIiBHIOBAHUMH Ta Y3rOJDKYBAIKCS 3 BIJOMHMHU rpodinem

noGiuHuX sBULL mnpenapaty GeBauuszymal s 000X MoKasaHb  Juist

3aCTOCYBaHHS, L0 BUBYAIUCH Y JOCIHiAXKEHH].

Hactora yTtBopeHHs ADA Oyna HHM3BKOI, | SKOJHMX BiAMiHHOCTeil Mix

rpynamu JiiKyBaHHs /11 000X NOKa3aHb JUIS 3aCTOCYBAHHA, 11O BUBYATHCS Y

JOCIIiKEHHI, BUABIICHO He 0y10.

Hani ormcosoi craructuku ans nepsuaaux OK nokasnukie Cmax, AUCo-t

ta AUCo-tau y umMC/IOBOMY 3HaueHHI Takok OYIM MOPIBHIOBAHUMH Mix

rpynami TiKyBaHHS,

VY migcymxy cnig zasHaumTH, 1o npenapar DRL BZ, skuif BBOmMBCS

3/I0pOBUM 100poBoNbLAM, a Takoxk maunientam i3 mCRC ta HIKPII y

koMmbinauii 3  Ximiorepamieto, Mae ToOmiGHY (apmakokiHeTHKy Ta

e(eKTUBHICTE, IMYHOreHHiCTh Ta Oe3MevHiCTh, MOpPIBHIOBAHY i3 UMM

NOKa3HUKAMHM Y iHHOBallifiHoro npenapary OeBaunszymMaby ABacTUH®.
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