Annex 29

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state

registration (re-registration), as well as
expert evaluation of materials on making
amendments to registration materials
during validity term of

Registration Certificate

(point 4 section IV)

REPORT
on preclinical studies

1. Name of medicinal product (if available
- Registration Certificate number):

Azacitidine Accord powder for suspension
for injection 25 mg/ml, 150 mg/vial

1) tyﬁ_e of medicinal product, for which
registration has been conducted or planned

This application is for generic.

2) conducted studies

yes

The product meets the definition of a
generic medicinal products as defined in

Article 10.1 (a) (iii) of Directive
2001/83/EC as amended, since it has the
same  qualitative ~and  quantitative

composition of the active substance with
reference product , the same dosage form
with reference product, no preclinical
studies were performed.

no if no, justify

validation

2. Pharmacology: NA
1) primary pharmacodynamics NA
2) secondary pharmacodynamics NA
3) safety pharmacology NA
4) pharmacodynamic interactions NA
3. Pharmacokinetics:

1) analytical methods and reports on their NA

KOMIA BIPHA

MonoxaeHko L.l



2) absorption

NA

3) genotoxicity:
in vitro

3) distribution NA

4) metabolism NA

5) elimination NA

6) pharmacokinetic interactions NA

(preclinical)

7) other pharmacokinetic studies INA

4. Toxicology:

1) single use toxicity NA

2) repeated doses toxicity NA
NA

toxicokinetics)

in vivo (including additional assessment on

NA

embryotoxicity

4) cancerogenicity: INA
Long<term studies INA
Short-term studies NA
or medium-term studies
Additional studies NA
5) reproductive and developmental NA
toxicity:
Effect on fertility and early embryonal INA
development

INA

Prenatal and postnatal toxicity

KOMIA BIPHA

[onoxaeHko I.I.




Studies where the product is administered [NA
to offspring (immature animals) and/or

remote effect is estimated

6) local tolerability NA
7) additional toxicity studies: NA
antigenicity (formation of antibodies) NA
immunotoxicity NA
study of mechanisms of action NA
drug dependence NA
metabolite toxicity INA
impurity toxicity NA
other INA
5. Conclusions regarding preclinical study [NA

Applicant (Registration ﬂ
Certificate holder) 9?%

s

(signature)

Dr. Patel Dixit

(surname, name, father’s name)

KOMIA BIPHA

MonoxaeHxo 1.1. %



Jlomatok 29

1o Ilopaaxy nmpoBeneH s eKCepTH3H
peecTpanifHIX MaTepialiB Ha JIiKapchKi
3aco0H, 110 IOAAFOTHCS Ha IEPIKABHY
peecTpaliiio (epepeecTpaliio), a Takox
€KCIIEPTH3H MaTepiajiB PO BHECEHHA
3MiH 70 peecTpaliiHuX MaTepiais
IIPOTATOM il peecTpariiifHoro
IIOCBiTUeHHSs

(myHxt 4 pospiny IV)

3BIT

PO JOKJIIHIYHI JOCTiAKEeHHS

1. HasBa mixapcekoro 3acoby (3a
HasBHOCTI - HOMEP peecTpaliiHoro
MIOCBI/YEHHs):

A3alUTUIMH AKKOpPJI, TOPOLIOK JIJIs
[IPUTOTYBaHHS CYCITeH3iT IS iH'eKITiit,
25 mMr/mi, mo 150 mr

1) Tun mikapceKoro 3acofy, 3a IKHM
MIPOBOIMIACS a00 IJIAHYETHCS PeeCTpallist

['eHepr4HMIL TiKapChKUii 3aci

2) IpoBeIeH] JOCIiDKEHHSA

TaK Hi sKIIO Hi, OOrpyHTYBaTH

IIpemapar  BiANOBiZa€  BHU3HAYEHHIO
TEHEPUYHOr0 JIKapchKOro 3acoly K
BusHaueHo y Crarri  10.1(a) (iii)
JupextuBu 2001/83/EC, ockinbKu Ma€ TOH
caMull SKICHMHM Ta KUTBKICHMH CcKJIaj 3a
I1I0YMMH peUOBHHAMH, 1110 # pedepeHTHHI
IIperapar, Ty camy JiKapChKy hopMmy, 110 i
pedepeHTHUH Ipenapar), TOMy JTOKJIiHIYHI
BJIACHI JOCIIXKEHHs He IPOBOUIIUCE.

2. ®apMakosoris:

He 3acTocoByeThes

1) mepBuHHa QapmakoHHAMIKA

He 3acrocoByerbes -

2) BTopuHHA (hapMaKkoIHHaMiKa

He 3actocoByeTnes -

3) dapmakonoris Ge3mexu

He 3aCTOCOBYETLCA

4) papmakogumHaMiuHi B3aeMOIi1

He 3aCTOCOBYETBCA

ﬂpnpunanpun Ha- YK HCLKY-MOBY-

3. @apMaKOKiHETHKA:
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1) anaiTH4Hi MeTOIUMKY Ta 3BiTH mOKO iX
BaTiamii

He 3acrocoByernes

2) BCMOKTYBaHHS

He 3acTocoByeThes

3) pozmoin

He 3acTocoByetbes

4) MeTabomizm

He 3aCTOCOBYETBCA

5) BUBeIEHHS

He 3actocoByeTbes

6) hapmakokiHeTHYHi B3aeMoil
(moxutiHiyHi)

He 3aCTOCOBYETHCA

7) inmi dapMaKkoOKiHETHYHI JOCITIKSHHS

He 3acTocoByeThes

4. ToxcukoIOris:

1) TokcHYHICTB y pa3i 0AHOPa30BOro
BBEICHHS

He 3actocoByeThes

2) TOKCHYHICTE y pa3i MOBTOPHUX BBEJEHb

He 3aCTOCOBYETLCA

3) reHOTOKCHYHICTB:
in vitro

He 3actocoByerbes

in vivo (BKJIIOYAKOUH IOAaTKOBY OLIHKY 3
TOKCHUKOKIHETHKH)

He 3acTocoByeTbes

4) KaHIIEpOTEHHICTh:

He 3acrocoByeThes

JIOBrOCTPOKOBI JOCI IIKCHHA

He 3aCTOCOBYETHCA

KOPOTKOCTPOKOBI JOCTTi UKCHHS
ab0 MoCITiKeHHS CepeIHBOT TPHBAJIOCTI

He 3actocoByeThes

101aTKOBI TOCIiKEeHHS

He 3acTocoByeThes

5) penpoyKTHBHA TOKCHYHICTh Ta
TOKCHYHHMH BIITHB Ha PO3BHTOK
[IOTOMCTBA:

He 3aCTOCOBYETBCA

BIUIMB Ha DepTHIIBHICTD i paHHIA
eMOpioHaIBHHUI PO3BHTOK

He 3aCTOCOBYETBCA -

Mepeknageun ua ykpal

eMOpiOTOKCHYHICTE

He 34CTOCOBYETECA
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\Q

[IpeHATaNbHa i TOCTHATAILHA TOKCHYHICTD

He 3acrocoByetnes

JIOCIIDKEHHS, TIPU KX [perapar
YBOIUTECS IOTOMCTBY (HECTATEBO3PiIUM
TBapHUHaM) Ta/ado OLIHIOETECS BiAgaIeHa
st

He 3acTocoByerhes

6) MicIieBa IEPEHOCUMICTD

He 3acrocoByeThes

7) DOaTKOBI MOCIIPKEHHS TOKCHYHOCTI:

He 3acrocoByeTbes

AHTUICHHICTh (YTBOPEHHS aHTHTIN)

He 3acTocoByeTbes

IMYHOTOKCHYHICTE

He 3acrocoByeTncs

TOCTiKEHHS MEXAHI3MIB i1

He 3acTocoByeTbes

JIIKapchKa 3aJIeKHICTh

He 3acTocoByeThbes

TOKCHYHICTE MeTabOJIiTiB

He 3acrocoByerbes

TOKCHYHICTE JOMILIOK

He 3acTocoByeTbes

1HIIE

He 3acTocoByeThes -

5. BHCHOBKH 11010 TOKJIIHIY9HOTO
BHBYECHHS

3asiBHUK (BIACHHUK
peecTpaiifioro

H-p. ITaren Hixcit (Patel Dixit)

NOCBITUEHHS)

(mipmuc)

T comee.

(I 1B

lNepeknazfeHo Ha yKkpaiHchky MoBY
nepeknagayem
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Annex 30

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state

registration (re-registration), as well as
expert evaluation of materials on making
amendments to registration materials

during validity term of

Registration Certificate

(point 4 section I'V)

REPORT
on clinical trial

1. Name of medicinal product
(if available - Registration
Certificate number)

Azacitidine Accord powder for suspension for injection
25 mg/ml, 150 mg/vial

2. Applicant

Accord Healthcare S.L.U., Spain

3. Manufacturer

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

Intas Pharmaceuticals Limited, India - production in bulk
product, primary and secondary packaging.

Intas Pharmaceuticals Limited, India - alternative site for
production in bulk product, primary and secondary packaging.

Pharmavalid Kft., Hungary - Microbiological (sterility and non-
sterility).

Pharmadox Healthcare Limited, Malta — (Chemical/Physical).

4. Conducted studies:

yes no  if no, justify

As the Note for Guidance on the investigation of bioavailability
and bioequivalence (CPMP/EWP/QWP/1401/98-Rev.01) states,
bioequivalence studies are not required since Azacitidine, powder
for suspension for injection 25 mg/ml, 150 mg/vial is to be
administered as subcutaneous containing the same active substance
in the same concentration as the reference medicinal product.

1) type of medicinal product,
for which registration has been
conducted or planned

This application is for generic.

Powder for suspension for injection

3rAHO 3 OPUTTHAJIOM

ﬁpnﬁa MOJIOXKAEHKO




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

NA

6. Clinical trial phase

INA

7. Period of clinical trial
conduction

NA

has been conducted

8. Countries where clinical trial [NA

0. Number of enrolled
population

INA

clinical trial

10. Aim and secondary goals of[NA

11. Design of clinical trial

INA

12. Main criteria for enrollment{NA

21. Results of safety

13. Investigated medicinal INA
product, method of
administration, strength

INA
14. Reference product, dose,
method of administration,
strength

A

15. Concurrent therapy .
16. Criteria for efficiency s
assessment
17. Criteria for safety NA
assessment
18. Statistical methods NA
19, Demographic indicators of NA
the investigated population
(gender, age, race, etc.)
20. Results of efficiency pla

INA

3IrI/IHO 3 OPUTTHAJIOM

ﬁl/lpnm MMOJIOXKAEHKO




22. Conclusion (assessment)

INA

Applicant
(Registration

Certificate holder)

(signature)
Dr. Patel Dixit

(surname, name, father’s name)

3rijHO 3 OPUTTHAJIOM

ﬁj’lpmﬁa TTOJIOXAEHKO




Honarok 30

1o Ilopanky mpoBeIeHHs eKCIIepTH3H
peecTpanifHuX MaTepiasiB Ha JIiKapChKi
3ac00H, 1110 II0JAIOTHCS HA AEPIKaBHY
peecTparito (mepepeecTpariio), a Takox
EKCIIEPTHU3H MaTepiasiB IIpo BHECEHHS
3MIH JI0 pEECTpaIlifHIX MaTepiain
IIPOTSIrOM Aii peecTpariitnoro
[IOCBiTUECHHSA

(myHkT 4 posaizy IV)

3BIT

Npo KJiHiYHe BUIPOOYBAHHSA

1. Ha3zpa mikapcpkoro 3aco0y (3a
HAsSBHOCTI - HOMEP PeecTpauiiHoro
TTOCBITUYCHHS)

A3aruTUINH AKKOPA, TOPOIIOK s
[IPUTOTYBAHHS CyCIIeH3ii JUIsl iH' €Ki,
25 Mr/mi, o 150 mr

2. 3asiBHUK

Axxopa Xenckea CJLY., Icnanis

3. BupoOHHK

BiamnoBigaibHUI 32 BUITYCK cepii -

Axkopa Xenckea [Toncka Cr. 3 0.0. Cxian
IMmoptepa, [Tonsia.

BupoOHHUIITBO J1IKapCHKOro 3aco0y, IepBUHHE
Ta BTOPUHHE [1aKyBaHHA -

Intac @apmacsiorikaic Jlimiten, Iaais.
KonTtposns sikocti- ®apmasanig Kor.,
YropiuHa.

JlolaTKoBe BTOPUMHHE ITaKyBaHHS, KOHTPOJIb
skocTi - @apmanoke Xenckea Jlimitesn,
MaunbTa.

4. TTpoBeaeHi OCITIKEHHS:

TaK HI  SKIIO Hi, OOTpYHTYBaTH

Sk 3a3naueno B KepiBHUITBI 3 OCTIHKEHHS
OlomocTymHocTi Ta  0i0EKBiBaJIEHTHOCTI
(CPMP / EWP/QWP/1401/98-Rev.01),
JOCITi IKEeHHS 0i0eKBiBaI€EHTHOCTI HE
MOTpiOHI, OCKUTBKH A3alMTUIUH AKKODI,
TIOPOIIIOK JJISi TIPUTOTYBAHHS CyCIeH3ii it
iH'eKIi}i, cig BBOJUTH y BHUIVIAAI BOJHOTO
PO3YMHY MiAMKIPHO Ta PO3YHH MICTHTEH Ty
camMy Jilody pedoBHHY B Tilk  XKe
KOHIIeHTpalii, 1mo 1  pedepeHTHHA
JiKapchKuit 3acio.
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1) Tun piKapceKOro 3acoby, 3a AKHM
[IPOBOIMIIACS abO0 MIIaHYETHCS
peecTpamis

[ 'eHepUYHMIA JTiKapCHKUH 3aci0

MTOPOILIOK JIJIS TPUIOTYBAHHS CYCIIeH3il 118
IH'EKI

5. IlorHa Ha3Ba KIIiHIYHOTO
BUIIPOOYBaHHS, KOJOBaHUI HOMED
KIIIHIYHOTO BHIIPOOYBaHHS

He 3aCTOCOBYETHCA

6. ®a3a KIIHIYHOTO BHIPOOYBaHH

He 34CTOCOBYETBCA

7. Ilepiox npoBeAeHHs KIIHIYHOTO
BUIIPOOYBaHHS

He 34CTOCOBYETBCAH

8. Kpainu, e npoBoauiocs KiiHiuHe
BUIIPOOYBaHHS

He 3aCTOCOBYETECA

9. KinpkicTb JOCTIIAYBAaHHX

He 3acTocoByeThCs

10. Mera Ta BTOpHHHI i KJIIHIYHOTO
BHIIPOOYBaHHS

He 3acTocoByeThCS

11. JlwzaifH KIIHIYHOTO BUIPOOYBAHHS

He 3aCTOCOBYETBLCA

12. OcHOBHI KpHTepii BKIIIOUESHHS

He 3acTocoByeThCs

13. JlocmimKyBanuii TiKapchKHii 3acio,
criocib 3acTocyBaHHs, CHIIa JIil

He 3acTocoByeThCS

14. Tlpenapar nopiBHAHHSA, 1034, CIIOCiO
3aCTOCYBaHH, CHJIa il

He 3aCTOCOBYETHCA

15. CynyTHa Tepamis

He 3acTocoByeThCs

16. Kputepii orinku epexTHBHOCTI

He 3acTo COBYETBCA

17. KpuTepii oliHKH Oe3neku

He 3aCTOCOBYETBCA

18. CtaTuCcTHYHI METOIH

He 3aCTOCOBYETBCA

19. Jlemorpadivai MOKa3HUKH
TIOCITi/KYBaHOT TOMyJIALii (CTaTh, BIK,
paca, ToIo)

He 3aCTOCOBYETECA

20. Pe3ynbrati eheKTHBHOCTI

He 3acTocoByeThes

21. Pesynbratu Oe3nexu

He 3acTOCOBY€THCS
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22. BECHOBOK (3aKITIOUEHHS)

He 3acTtocoByerbest

3adBHUK (BIACHUK

peecTpallifHOTO OCBITUCHHS)

%Lé@ &’LQ(/Q éf{,{".-ﬁ_—,ﬂ:‘, (%( . i{;_ —,::‘/

H-p. IMaren [ixcit (Patel Dixit)

(miamnuc)

(IL.1B.)




