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
I - . . EPIRUBICIN ACCORD solution for injection or
L. N.ame f’f medlc‘tmal product (if available - | o cion 2 mg/ml, 5 ml (10 mg/5 ml), 25 ml
Registration Certificate number) (50 mg/25 ml)
2. Applicant Accord Healthcare Polska Sp.z 0.0., Poland
3. Manufacturer Manufacturing site, control quality, primary and
secondary packaging:

INTAS PHARMACEUTICALS LIMITED. PLOT
NO. 5-14, PHARMEZ, NEAR VILLAGE
MATODA, SARKHEJ-BAVLA NATION AL
HIGHWAY, NO. 8-A, SANAND TALUKA,
AHMEDABAD, IN 382213, India

INTAS PHARMACEUTICALS LIMITED,
Plot No. 457/458-Matoda /Plot No. 191/218P-
Chacharwadi, Sarkhej-Bavla Highway, Taluka-
Sanand, Matoda, Ahmedabad, Gujarat 382210,
[ndia

additional secondary packaging:

ACCORD HEALTHCARE LIMITED, United
Kingdom

control quality:

PHARMAVALID Ltd. Microbiological Laboratory,
Hungary

WESSLING Hungary Kft., Hungary
LABANALYSIS S.R.L., Italy

responsible for batch release:

Accord Healthcare Polska Sp. z 0.0. Magazyn
Importera, Poland
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4. Conducted studies:

yes no  ifno, 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 Epirubicin
Hydrochloride Injection 2 mg/mL is to be administered as
intravenous solution 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.

Solution for injection or infusion

5. Full name of clinical trial, code number of |NA
clinical trial
6. Clinical trial phase NA
NA
7. Period of clinical trial conduction
- wl. . NA
8. Countries where clinical trial has been
conducted
9. Number of enrolled population NA
10. Aim and secondary goals of clinical trial [NA
11. Design of clinical trial INA
12. Main criteria for enrollment NA
13. Investigated medicinal product, method of NA
administration, strength
14. Reference product, dose, method of
i ; NA
administration, strength
15. Concurrent therapy NA
16. Criteria for efficiency assessment NA
17. Criteria for safety assessment INA
18. Statistical methods NA
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19. Demographic indicators of the investigated

population (gender, age, race, etc.) e
20. Results of efficiency NA
21. Results of safety INA
22. Conclusion (assesment) The product we are applying for the grant of marketing

authorization is the generic equivalent to Pharmorubicin
(Epirubicin Hydrochloride Injection) manufactured by
Pharmacia Limited, UK having the same qualitative and
quantitative composition as the comparator product.

Applicant (Registration !f)‘ . fﬂ alZ

Certificate holder) (signature)
Dr Patel Piyush

(surname, name, father’s name)
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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):

EPIRUBICIN ACCORD solution for injection or
infusion, 2 mg/ml, 5 ml (10 mg/5 ml), 25 ml (50
mg/25 ml)

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

This application is for generic.

2) conducted studies

No
The product meets the detenitin of a generic

medicinal products as defined in Article 10.1 (a) (ii1)
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: NA
1) primary pharmacodynamics NA
2) secondary pharmacodynamics INA
3) safety pharmacology NA
4) pharmacodynamic interactions INA
3. Pharmacokinetics:

1) analytical methods and reports on their

validation AL
2) absorption NA

KOMIs



3) distribution NA

4) metabolism NA

5) elimination NA

6) pharmacokinetic interactions

(preclinical) ke
7) other pharmacokinetic studies NA
4. Toxicology: No
1) single use toxicity NA
2) repeated doses toxicity NA
3 toxicity:

: ) g.eno oxicity NA
In vitro

e s : = NA
in vivo (including additional assessment on
toxicokinetics)

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

Additional studies NA

5) reproductive and developmental toxicity:|NA

Effect on fertility and early embryonal -

development

embryotoxicity NA

Prenatal and postnatal toxicity NA
NA

Studies where the product is administered
to offspring (immature animals) and/or
remote effect is estimated
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6) local tolerability INA

7) additional toxicity studies: INA

antigenicity (formation of antibodies) INA

immunotoxicity INA

study of mechanisms of action INA

drug dependence INA

metabolite toxicity INA

impurity toxicity INA

other NA

0. Conclusions regarding preclinical study [The product we are applying for the grant of]
marketing authorization is the generic equivalent to
Pharmorubicin (Epirubicin Hydrochloride
[njection) manufactured by Pharmacia Limited, UK
having the same qualitative and quantitative
composition as the comparator product.

Applicant (Registration
Certificate holder)

P e

(signature)

Dr Patel Piyush

(surname, name, father’s name)
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1o [TopsiKy IpoBeIeHHS eKCrepTHRH
peecTpaiifHuX MaTepialis Ha TiKapchki
3ac00H, 10 0/IATOTECS Ha JIEPIKABHY
peecTpariio (mepepeecTpariio), a Takox
CKCIIEPTH3H MaTepialiB PO BHECEHHS
3MIH JI0 peecTpauifiHux MaTepiaris
IPOTATOM JIi1 peecTpaliifHoro
[IOCBiTYCHHS

(mynxt 4 pozpiny IV)

3BIT

NPo AOKMIHIYHI JoC/TiKeHH

1. Hasga nikapcrkoro 3aco6y (3a
HasBHOCTI - HOMEP peecTpaliifHoro
[IOCBI/[4YEHHS):

EITIPYBILMH AKKOP/I, po3uny mis in’exuiit a6o
iHQys3ii, 2 Mr/mm, 5 Mt (10 mr/Smi), 25 a
(50 mr/25 )

1) Tvn mikapcbkoro 3aco0y, 3a IKUM
POBOJMIIACS 200 ITAHYETHCS PeecTpartis

3asBKa HA TeHEPHYHHH TiKapchKHi 3aci6

2) npoBeneHi JoCTiKeH s

Hi

IIpenapar Bianosigae BH3HAYCHHIO TEHEPUIHHX
JHKAPCHKUX 3aco6iB Bimmosimmo 10 crarti 10.1 (a)
(111) Jupexrusu 2001/83/EC i3 3sminamu Ta
JOIIOBHCHHAMH, OCKUIBKH BiH Mae Takuii caMuii
AKICHHH Ta KITBbKICHHIT cKiTan mirovol PCYOBHHH Ta
TaKy camy JiKapceKy (opmy, wo i pedepertauii
[Ipenapar, TOKIIHIYHI JOCIIKEHHS He IIPOBO IHITICS.

2. ®apmakooris:

He 3acTocoByeTnes

1) meprunHa papmakomuuamika

He 3actocoByeThes

2) BropuHHa hapMakoIHHaMiKa

He 3acTocoByeTnes

3) papmakosoris 6esnexu

He 3actocoByernes

4) bapmakomunamivmi B3aemoyii

He 3acTocoByeThest

3. ®apmakokineTuka:

1) aHATITHYHI MeTOTMKY Ta 3BITH 010
X Basimarii

He 3actocoByeTnest

2) BCMOKTYBaHHs

He 3acTocosyerbes (%r‘\
gt




3) po3mogin

He 3acTocoByeThes

4) metaboizm

He 3acTocoByerhes

5) BUBeIEHHS

He 3acTocoByeTtnea

6) bapmaxokiHeTHuHi B3aeMoIii
(moxminivmi)

He 3acTocoByeThes

7) innmi apMakOKIHETHYHI JOCI KEHHS

He 3acTocoByeThes

4. Toxcukooris:

Hi

1) TokcuyHicTh y pasi ogHOpazoBOro
BBEJICHHS

He 3acTocoByeThes

2) TOKCHYHICTE y pasi MOBTOPHHX
BBEJICHD

He 3actocoByernes

3) FreHOTOKCHYHICTB:
in vitro

He 3acrocoByernes

in vivo (BK/TIOYAlOYH JOJATKOBY OIIHKY 3
TOKCHKOKIHETHKH)

He 3acrocoByeThes

4) KaHIlepOreHHiCTh:

He 3acTocoByeThest

TOBFOCTPOKOBI JIOCII )KEHHS

He 3acTocoByeTnes

KOPOTKOCTPOKOBI JOCIIi JKEHHS
abo 1ocIIi[KEHHS cepenHbOl TPHBAIOCTI

He 3acTocoByernes

IONATKORBI IOCTI IKeHHS

He 3acrocoByeThes

5) penpoayKTUBHA TOKCHYHICTE Ta
TOKCHYHHUH BILTHB HA PO3BHTOK
[IOTOMCTBA;

He 3acTocoByeThes

BILIHB Ha GEPTHILHICTE i paHHiH
eMOpiOHaTbHU PO3BHTOK

He 3acTocoByernes

eMOPIOTOKCHYHICTE

He 3acrocoByerses

[IpEHaTAIbHA 1 TOCTHATAILHA
TOKCHYHICTE

He 3acTocoByernes

JTOCITIUKEHHSA, [IPH AKAX IIPerapat
YBOIMTECS TOTOMCTBY (HECTATEBO3PIINM

He 3acTocoByernes




TBapHHAaM) Ta/abo OLIHIETHCS BiJaIeHa
st

6) MiclleBa IEPEHOCHMICTh

He 3acTocoByeTbes

7) MODaTKOBI JIOCIIMKEHHS TOKCHYHOCTI:

He 3acTocoByeThCs

AHTHTEHHICTH (YTBOPEHHS AHTHUTLI)

He 3acTocoByerbes

IMYHOTOKCHYHICTB

He 3acTocoByeThes

NOCITIIKEHHA MEXAHI3MIB i1

He 3acTocoByeThes

TiKapchKa 3aJI€XKHICTh

He 3acTocoByeThes

TOKCHYHICTH MeTa00IiTiB

He 3acTocoByeTnes

TOKCHYHICTE JIOMIIIIOK

He 3acroc OBYETBCA

iHIIEe

He 3acrocoByeTnes

5. BUCHOBKH 11010 JOKITIHIYHOTO
BHBUEHHS

[Ipenapar, KUl MH TORAEMO UL MOAATBIIONO
OTPUMAaHHS PeecTpallifHOro MOCBIAYEHHS, €
ICHEPUYHHM CKBIBAJIEHTOM IIperapary
@apmopy6inun (Enipybinuuy riapoxmopua, po3uns
U1 10 exiit) BupoOuunTea ®apmanis Jlimite,
Benuka Bpuranis mae taxuit camuit sxicuuii Ta
KITBKiCHMH CKJTal Ai10U0i peuoBHHH, IO i
NOPIBHSJIBHUI penapar.

3asBHUK (BIACHUK

/ migmac/

peeCTpanifHOro MOCBiTYeHHS)

(miarmec)
Hoxtop Iatens [Tirom

Heii ooxymenm nepexnadeno na ykpaincoxy Mmosy nepexnadavem beanapan Anyur Apymionisnoio

(I 1. B.)
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7o Llopsijiky MpoBeeHHS eKCIIEPTH3H
peecTpaniiHaX MaTepialiB Ha JIIKapchKi
3ac00H, IO TTONAOTECS Ha JIEPIKABHY
peecTpaliio (epepeecTpartio), a TAkoxK
EKCIIEPTHU3H MaTepiasliB PO BHECEHHS
3MIH [0 peecTpaIlifHuX MaTepiatin
IIPOTATOM Jiii peecTpaniiHoro
TIOCBIYEHHS

(myHKT 4 pospiny IV)

3BIT
Npo KJIIHIYHe BUNPOOYBaHHSA

1. Ha3Ba nikapcekoro
3aco0y (3a HAABHOCTI -
HOMED peecTpalliifHoro

EINPYBIIWH AKKOP/I, posuns jutst in’ kit abo 1HbY3iH, 2 Mr/Mmi,
5 st (10 mr/5mu), 25 mut (50 mr/25 mi)

[I0CBiTIeHHS)
2. 3asiBHUK Axxopa Xenckea [Toscka Ci. 3.0.0., [Tossina
3. BupoGruxk BupoGHUITBO TiKapekKoro 3acoby, IepBHHHE Ta BTOPHHHE

[MaKyBaHHS, KOHTPOJIb SIKOCTI:

[HTAC ®APMACBIOTIKAJIC JIIMITE]T

Bupobrnui xinsaku No 5-14, @apwmes, 6in c. Maropga, Hanionansue
mroce Capkek-bagina, Ne 8-A, Canan Tamyka, Axmenaban, IN
382213, Inuis

[nTac Papmacerorikaic Jlimite

BupoOuuui ninsmku Ne 457/458-Matona, BupoGuuyi minsaKy

Ne 191/218P- Yauapsaxi, moce Capke pk-Basa, Tanyka-Canang,
Marona, Axmenaban, I'yoxapar 382210, [unis

J10/IaTKOBE BTOPHHHE ITaKyBaHHS;

EDGEFIELD AVENUE, NEWCASTLE UPON TYNE, NE3 3NB,
United Kingdom

KOHTPOJIb SIKOCTI:

OAPMABAJII JIta. MikpoGiosoriuna naboparopisi, Yropiusa
Beccninr Xanrepi Kdr., Yropupna

JIABAHAJIIZIC C.P.JL, Itanis

Bianosijlabauit 3a Bumyck cepir:

Axkopa Xeickea [Toscka Cr. 3 0.0. Ckian IMnoptepa

4. IpoBeneHi HoCTiKEHHS:

TaK Hi  fKIIO Hi, 0OTpyHYyBaTH

Sk 3a3Haueno B KepiBHUITBI 3 HoCiipKeHHS GiomocTymHOCTI Ta
Gioeksiranentrocti (CPMP/EWP/QWP/1401/98-Rev.01 X
HoCi/pKenH s Gi0eKBIBAIEHTHOCTI He OTPIBH, OCKiTbKH
EnipyGinuny rinpoxmopu, 2 Mr/mit, po3aun s in’ ekl a6o
indysiit, sxuit coixg BBOIUTH Y BHUIIAI BOXHOTO PO3YHHY
BHYTPIIIHBOBEHHO, MICTHTB Ty Camy Iif04y PEYOBHHY B TiH ke
KOHILEHTpaLii, 1o i pedepentuuii nikapcbkuii 3aci6.




1) Tun nmikapeskoro 3acoby,
3a AKHM IPOBOIHJIACI ab0
MTAHYETHCS PEeECTpallis

3asBKa Ha reHepHYHHUH JiKapchKHii 3aci6.

PO3UMH Jis 1K’ eKuii abo iudysii

5. IloBHa Ha3Ba KIiHIYHOTO
BHIIPOOYBaHHsA, KOJOBaHHMI
HOMED KJIIHIYHOTO
BUIIPOOYBaHHS

He 3acTocoByernest

6. ®aza KIiHIYHOTO
BUIIPOOYBaHHS

He 3actocoByeTnes

7. Ilepion mpoBeieHHs
KJIIHIYHOTO BHIIPOOYBaHHs

He 3acTocoByeThes

8. Kpainu, ne nposommocs
KJIIHIYHE BHIPOOYBAHHS

He 3acTocoByeThes

9. Kinpkicts
JTOCITIIKYBAHUX

He 3acTocoByernes

10. Meta Ta BrOpHHH] I
KJTIHIYHOTO BHIIPOOYBaHHS

He 3acTocoByeThes

11. Ju3aitn kiiHigHOTO
BHIIPOOYBaHHS

He 3acTocoByeThes

12. OcHoBHi xpurepii
BKJIIOYESHHS

He 3acTocoByernes

13. JTocmimkysanuii
nmiKapceKHi 3aci6, crnoci6
3aCTOCYBAHHS, CHJIA il

He 3actocoByernhes

14. Tpenapat nopiBHsAHHA,
no3a, crocid 3acTocyBaHHs,
cuia Oil

He 3acTocoByeTbest

15. CynytHs Teparis

He 3actocoByerbes

16. KpuTtepii oninku
eexruBHOCTI

He 3acTocoByerhes

17. Kpurepii oninku
Oe3nexku

He 3acTocoByeTnes

18. CratucTuuni MeTomu

He 3acrocoByernes

19. Hemorpadiuni
MOKa3HUKU JOCITIKYBaHOT
nomysnii (crars, Bik, paca,
TOLLIO)

He 3acTocoByeTbes

20. PesynsTatu
e(heKTHBHOCTI

He 3acTocoByeThes

21. Pesynbratu 6e3neku

He 3acTocoByerThes
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22. BucnoBok (3akmodenns)[Ipenapar, sxuii MM TomaeMo Ul MONAJIBIIOTO  OTPHMAaHHSI
PEECTPALLIHHOTO  MOCBINYEHHS, € TI'CHEPUYHHM  ©KBiBaJEHTOM
npenapary ®apmopy6inun (Enipybinuny rimpoxmopun, po3ums s
1H’eKiit) BupoGHuTBa Dapmarnis Jlimiten, Benuka bpuranisi mae
TAKAH caMui SKICHHIT Ta KiNBKICHHH ciuta mirodoi PEYOBHHH, IO i
[OPIBHSIIBEHUI Mpenapar.

/enexTpoHHMI mimanuc/

3aABHUK (BIACHHK

e y (migmmuc)
PEECTPAIIITHOTO [TOCB1TICHHST)

Hoxtop Ilarens ITirom

(ILLE)

Leit doxymenm nepernadeno na YKpainceKy mogy nepexnadavem beznapan Anyw Apymionisroro



