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 V)

REPORT
on preclinical studies

1. Name of medicinal product (if available |A zacitidine Accord powder for suspension -
- Registration Certificate number): for injection 25 mg/ml, 100 mg/vial

registration has been conducted or planned

1) type of medicinal product, for which This application is for generic.

2) conducted studies yes 4o if no, justify

The product meets the detenitin 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.

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

3. Pharmacokinetics:

validation

1) analytical methods and reports on their [NA

2) absorption INA
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3) distribution

INA

3) genotoxicity:
in vitro

4) metabolism NA

5) elimination NA

6) pharmacokinetic interactions INA

(precl‘rinical)

7) oti:ier pharmacokinetic studies NA

4., Toiicology:

1) single use toxicity NA

2) repeated doses toxicity NA
NA

in vivo (including additional assessment on
toxicokinetics)

NA

to offspring (immature animals) and/or
remote effect is estimated

4) cancerogenicity: NA
Long-term studies INA
Short-term studies NA
or medium-term studies

Additional studies INA
5) reproductive and developmental NA
toxicity:

Effect on fertility and early embryonal NA
development

embryotoxicity NA
Prenatal and postnatal toxicity

Studies where the product is administered [NA
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6) local tolerability NA
7) additional toxicity studies: NA
antigenicity (formation of antibodies) INA
immunotoxicity NA
study of mechanisms of action INA
drug dependence NA
metabolite toxicity NA
impurity toxicity NA
other INA

5. Conclusions regarding preclinical study

Applicant (Registration
Certificate holder)

(signature)
Dr. Patel Dixit

(surname, name, father’s name)
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Honarok 29

10 Ilopsimky mpoBeeHHS eKCIIEPTH3H
peecTpariifHuX MaTepianiB Ha ITiKapchKi
3aco0u, 110 NOJAKTHCS HA JIEPKaBHY
peecTpalliro (mepepeecTpario), a TaKox
EKCIIePTH3H MaTepialliB Ipo BHECECHHS
3MIH JI0 peecTpalifHuX MaTepiaiiB
IIPOTATOM Jii peecTpaliffHoro
IOCBIIUEHHA

(myHkT 4 po3miny IV)

3BIT

NMPOo XOKJIIHIYHI JOCIIKEeHH

1. Ha3Ba nixapcekoro 3acofy (3a
HasBHOCTI - HOMEp peecTpaliifHoro
TIOCBITYEHH):

AzallUTUIUH AKKOP/I, TIOPOIIOK IS
[IPUTOTYBAaHHS CyCIIeH3ii 11 iH'eKIii,
25 mr/mi, o 100 mr

1) Tun nikapcekoro 3acody, 3a SKUM
[IPOBOAMIIACA 00 IUIAHYETHCS PEECTpaIis

['eHepHUHUI JTiKapchKUi 3aci0

2) IpoBe/IeH1 TOCIIiIKEHHS

TaK Hi SKIIO Hi, 00TpyHTYBaTH

IIpenapar BIATIOBiA€E BH3HAUYEHHIO
TFeHepUYHOI0 JIKapCchKoro 3acoly sk
BusHaueHo y Crarri 10.1(a) (iii)
Hupextusu 2001/83/EC, ockibKU Ma€e TOH
caMuil SIKiCHHWI Ta KiNBKICHUH CKJIax 3a
JIFOYHMHU PEUOBHHAMH, 1110 # pedepeHTHUH
Tipenapar, Ty camy JIiKapcbKy (Gopmy, 1o i
pedepenTHHI npenapar), TOMy HOKITiHIYHI
BJIACHI JIOCJIIKEHHS He IIPOBOIUIIUCE.

2. ®apmMaKoJIoris:

He 3aCTOCOBYETBCA

1) nepBuHHa dapMakoaHHAMIKA

He 3actocoByeTnes -

2) BTOpHHHA (hapMaKoJHHAMIKa

He 3acTocoByeThes -

3) dhapmakosoris Oe3neKn

He 3actocoByeTbes

4) hbapmakogMHaMIYHI B3aEMOJIi1

He 3actrocoByeTbes

3. dapMakoKiHeTHKa:

MepeknaaeHo Ha YKpaiHChbKy MoBY
nepeknagayem

BoHpap Y.C.
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Mepekn

1) aHanmiTHYHI METOIHUKH Ta 3BITH IIOH0 iX
BayTimamii

He 3aCTOCOBYETHCA

2) BCMOKTYBaHHS

He 3aCTOCOBYETBCA

3) po3moin

He 3acTocoByeThes

4) meTabomizM

He 3acTocoByeTbes

S) BUBeIeHHS

He 3acTocoByeThes

6) dapMakoKiHETHYHI B3aeMOi1
(moxmiHIgHI)

He 3actocoByeThcd

7) iHImi GapMaKOKiHETHYHI JOCIIIKEHHS

He 3aCTOCOBYETHCA

4. TOKCHKOIOTIA:

1) TOKCHYHICTB y pa3i 0JJHOPa30BOTO
BBEJICHHS

He 3aCTOCOBYETLCA

2) TOKCHYHICTB y pa3i IOBTOPHUX BBEIEHB

He 3acTocoByeThCs

3) reHOTOKCHYHICTB:
in vitro

He 3acTocoByeThes

in vivo (BKJIFOYAOYH J0aTKOBY OIIHKY 3
TOKCHKOKIHETHKH )

He 3acTocoByeThCs

4) KaHLEPOT€HHICTh:

He 3zacTocoByeThes

NOBrOCTPOKOBI JOCIiIKEHHS

He 3acTocoByeThCH

KOPOTKOCTPOKOBI JOCIIIKEHHS
200 OCIIiIKEHHS CePeIHBOI TPHBAIOCTI

He 3acTocoByeThes

,I[O)IaTKOBi ,E[OCJ'[i,T_DKBHHH

He 3acTocoByeTbCs

5) penmpoayKTHBHA TOKCHYHICTH Ta
TOKCHYHHI1 BIUTUB Ha PO3BUTOK
[IOTOMCTBA:

He 3acTocoByeTbes

BILTHB Ha (pEePTHIIBHICTS 1 paHHIH
eMOpioHaTBHUI PO3BUTOK

He 3acTrocoByeThCs

eMOPIOTOKCHYHICTD

He 3acTocoByeTBCS

TIEA0 Ha YRPalHCERY MOBY

nepexnagayem
Bonpap Y.C.
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NpeHaTalbHa 1 MoCTHAaTalbHA TOKCHYHICTE | He 3acTocoByeThCA

OCITiDKEHHS], IPH SIKHX [perapar He 3acTocoByeTsest
YBOJHTEHCS IOTOMCTBY (HECTATEBO3PLIHM
TBapHHaM) Ta/abo OL[HIOETHCA BiIaieHa
mis

6) MicLieBa IEPEHOCHMICTh He 3acrocoByeTbest

7) mOnaTKOBI IOCIi/KEeHHS ToKcHYHOCT: | He 3acTocoByeThes

AHTUI€HHICTh (YTBOPEHHS aHTHTLN) He 3acTocoByeTbes
IMYHOTOKCHYHICTE He 3acTocoByeTbes
NOCITIIKEHHA MeXaHi3MiB il He 3acTocoByeThCs
TiKapchKa 3aJIeXKHICTh He 3acTocoByeThes
TOKCHYHICTH METa0OIITIB He 3actocoByeThest
TOKCHYHICTB IOMIIIOK He 3acTocoByeThes
iHIIIE He 3acTocoByeTRCH -

5. BHCHOBKHY 11010 JOKJIIHIYHOTO

BHBYCHHS
3asiBHUK (BIAaCHHK H-p. ITaren Hikcit (Patel Dixit)
peecTpaniiHoro

MTOCBITYEHHS ) (miamic)

(I.1.B.)

MepeknaneHo Ha YKpaiHChKy MOBY

Knaga4em 2 ) o >
nepewian 7/?{(?,2(/‘#»&42;(1‘6{464) Z, g

Boupap Y.C.



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 IV)

REPORT
on clinical trial

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

Azacitidine Accord powder for suspension for injection
25 mg/ml, 100 mg/vial

2. Applicant

Accord Healthcare S.L.U., Spain

3. Manufacturer

Accord Healthcare Polska Sp. z o.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  ifno, justify

As the Note for Guidance on the investigation of bioavailability
and biocequivalence (CPMP/EWP/QWP/1401/98-Rev.01) states,
bioequivalence studies are not required since Azacitidine, powder
for suspension for injection 25 mg/ml, 100 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
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5. Full name of clinical trial,
code number of clinical trial

NA

6. Clinical trial phase

INA

7. Period of clinical trial
conduction

NA

8. Countries where clinical trial
has been conducted

NA

9. Number of enrolled
population

INA

10. Aim and secondary goals of
clinical trial

INA

19. Demographic indicators of
the investigated population
(gender, age, race, etc.)

11. Design of clinical trial INA
12, Main criteria for enrollment[NA
13. Investigated medicinal INA
product, method of
administration, strength
14. Reference product, dose, plas
method of administration,
strength

NA
15. Concurrent therapy

' NA

16. Criteria for efficiency
assessment
17. Criteria for safety INA
assessment
18. Statistical methods NA

NA

20. Results of efficiency

NA

21. Results of safety

INA

[JIHO 3 OPUTTHAJION
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22. Conclusion (assessment) e

Applicant
(Registration

=5

Certificate holder)

(signature)
Dr. Patel Dixit

(surname, name, father’s name)
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Honarox 30

7o Iopsnxy IpoBeNeHHs eKCIEPTH3H
peecTpaniifHuX MaTepianiB Ha TiKapceki
3ac00H, MO NOJAIOTECS Ha AEPIKABHY
PeECTpaNilo (IIepepeecTpalliio), a Takox
EKCIIEPTH3H MaTepialiB PO BHECEHHS
3MiH IO peecTpanitHuX MaTepiasis
IPOTATOM Hii peecTpariifnoro
NIOCBITICHHSA

(myHKT 4 posniny IV)

3BIT
Npo KiiHiYHe BHNPOOYyBaHHA

1. Hasga mixapcekoro A3anuTHINH AKKOPJ, TIOPOIIOK JUIs IIPATOTYBAHHS
3aco0y (3a HasBHOCT] - cycmeHsii fuist in'exiii, 25 mr/mi, o 100 mr
HOMED PeeCTpariitHoro
[TOCBITYCHHS )

2. 3assBHUK Axxopn Xenckea C.JI.Y., Icnanis

BinnosinanbHui 3a BUITYCK cepii -
Axkopj Xenckea IToncka Cr. 3 0.0. Ckia
Imnoprepa, [Tombma.

3. BupoOHuxk

BHpOoOHHUIITBO JIiKapCHKOTo 3ac00y, IIEpBUHHE Ta
BTOPHHHE ITaKyBaHHS - [HTac @apmachroTiKaic
Jlimiten, Tumis.

BUpoOHUITBO JTIKapCHKOro 3aco0y, IEpBUHHEE Ta
BTOPHMHHE I1aKyBaHHSA - IuTac @apMackioTiKaic
Jlimiten, Tumis.

KoHTposnb sikocTi: MikpoOionoriuni MeTou
(crepunbHi i HecTepunbhi) - @apmasanin Kdr.,
YropiuHa. -

- IKoHTpOoIIh sikocTi: (ximMiuHi/dizuani MmeTomu) -
Dapmanoxc Xenckea Jlimiten, MasTa.

4. Ilposeneni TaKk Hi  SKIIO Hi, o0IpyHTYBaTH

OCJTiIDKEHHS A : :
Ei JAx 3azHadveHo B KepiBHUNUTBI 3 JOCIIDKEHHS

OiomoctymHocti Ta OioekiBanentHocti (CPMP /
EWP/QWP/1401/98-Rev.01), IOCIIIKEHHS
0i0eKBIBaJIEHTHOCTI HE  IOTPiOHI,  OCKINBbKH
Azanutuaua AKKOP/, TIOPOIIOK Uil IIPUTOTYBaHHS
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cycnensii mis im'exmid, cimin BBOIMTH Yy BHTISOI
BOZHOI'O PO3YMHY MiJIIKIPHO Ta PO3YMH MiCTUTB Ty
caMy Jif09y peYOBMMY B Till e KOHUEHTpAIL(i, IO i
pedepeHTHMI TiKapchKuii 3aci6.

1) Tan stikapcekoro 3aco6y,
3a KM IIPOBOIMIACS 260
IJIAHY €THCS. PEECTpPALlis

[ eHepHUIHUIN JliKapCchKuil 3aci6

IOPOILIOK AJIS IPUTOTYBAHHSA CyCIEH31T ISt iK' exiiii

5. IToBHa Ha3Ba KIiHIYHOTO
BUIIPOOYBaHHS, KOJOBaHUH
HOMEp KJIIHITHOTO
BUIIPOOYBaHHS

i

He 3acTrocoByerncs

6. ®aza KIiHIYHOTO
BHIIPOOYBaHHS

He 3acTocoByeThCA

7. Ilepion npoBeaeHHs
KIIiHIYHOTO BUIIPOOYBaHHS

He 3acTrocoByeThes

8. Kpainu, ne nposoamiocs
KJIIHITHE BUIIPOOYBaHHs

He 3acTocoByeTncs

9, KiipkicTs
TOCITIIKY BAHHX

He 3acTocoByeThCH

10. Merta ta BTOpuHHI 1imi
KJIiHIYHOTO BHIIPOGYBAHHS

He 3acTocoByerhes

11. Inzaity KIiHIYHOrO
BUIIPOOYBaHHS

He 3acTocoByeThes

12. OcHoBHI kputepii
BKIIIOYEHHS

He 3acTocoByeTbes

13. locnimxyBanuit
TiKapchKuii 3aci6, croci6
3aCTOCYBaHHS, CHJIA il

He 3actocoByeThcs

14. IIpenapat mopiBHSHHS,
11033, crocib 3acTocyBaHu,
cua mil

He 3acTocoByeThcs
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15. CynyTtHs Teparmis

He 3acTtocoByeThest

16. Kpurepii ominku
eheKTHBHOCTI

He 3acTocoByeThes

17. Kpurepii ouinku
Oesnexu

He 3acTocoBy€eThCs

18. CratucTiuHi METOIH

He 3aCTOCOBYETHCA

19. lemorpadgivni
MOKAa3HUKU JOCIiKYBaHOT
oIy JISILiT (CTaTh, BIK, paca,
TOIIIO)

He 3acTocoByeThCS

20. Pesynbratu
e()eKTUBHOCTI

He 3acTocoByeThbes

21. Pesynbraru 6e3nexu

He 3acTocoByeThbes

22. BucHOBOK
(3aKIIFOUEHHS)

He 3acTocoBy€ThCSA

3assBHHUK (BIIACHUK
peeECTpaliifHOrO

H-p. IMaren Hixcit (Patel Dixit)

TTOCBITYEHH )

(mimrmmc)
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