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):

Busulfan concentrate for solution for infusion,
6 mg/ml, 10 ml [Busulfan Accord]

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

1) analytical methods and reports on their NA

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

2) absorption NA
3) distribution NA
4) metabolism NA
5) elimination NA
6) pharmacokinetic interactions

(preclinical) fh
7) other pharmacokinetic studies NA
4. Toxicology: No
1) single use toxicity NA
2) repeated doses toxicity NA
133 gifi[?gtoxicity: NA
in vivo (including additional assessment on [NA
toxicokinetics)

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

Additional studies NA
5) reproductive and developmental toxicity:[NA
Effect on fertility and early embryonal NA
development

embryotoxicity NA
Prenatal and postnatal toxicity NA
Studies where the product is administered [NA
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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 NA
impurity toxicity NA
other INA

5. Conclusions regarding preclinical study

The product we are applying for the grant of
marketing authorization is the generic equivalent to
Busilvex® (Busulfan 6 mg/ml concentrate for
solution for infusion, MAH: Pierre Fabre
Medicament, France) having the same qualitative
and quantitative composition in terms of active

substance(s) as the comparator product.

Applicant (Registration
Certificate holder)

Pl (L7

(signature)

Dr. Patel Piyush

(surname, name, father’s name)
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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 1V)

REPORT
on clinical trial

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

Busulfan concentrate for solution for infusion,
6 mg/ml, 10 ml [Busulfan Accord]

2. Applicant

Accord Healthcare Polska Sp.z 0.0., Poland

3. Manufacturer

Intas Pharmaceuticals Limited
Plot No. 457,458 & 191/218P,
Sarkhej-Bavla Highway. Matoda,
Sanand, Ahmedabad,

Gujarat, 382210, India

4. Conducted studies:

yes mo_  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 Busulfan
concentrate for solution for infusion 6mg/ml, 10 ml is to
be administered as an aqueous 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.

Concentrate for solution for infusion

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

clinical trial

6. Clinical trial phase INA
: e ) ) INA

7. Period of clinical trial conduction

8. Countries where clinical trial has been NA
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conducted

9. Number of enrolled population NA
10. Aim and secondary goals of clinical trial [NA
11. Design of clinical trial NA
12. Main criteria for enrollment NA
13. Investigated medicinal product, method of NA
administration, strength
14. Reference product, dose, method of

e ; NA
administration, strength
15. Concurrent therapy NA
16. Criteria for efficiency assessment INA
17. Criteria for safety assessment INA
18. Statistical methods NA
19. Demographic indicators of the investigated

. NA

population (gender, age, race, etc.)
20. Results of efficiency INA
21. Results of safety NA

22. Conclusion (assesment)

The product we are applying for the grant of marketing
authorization is the generic equivalent to Busilvex®
(Busulfan 6 mg/ml concentrate for solution for infusion;
MAH: Pierre Fabre Medicament, France) having the
same qualitative and quantitative composition in terms of
active substance(s) as the comparator product.

Applicant (Registration
Certificate holder)

P.M. Pl

(signature)

Dr. Patel Piyush

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

1o TTopsiiKy IpoBeIeHHS eKCIIEPTH3H |
peecTpaniifHuX MaTepiaiiB Ha JTKapChKi
3acobu, 0 MOJAIOTECs Ha AEPKABHY
peecTpalliio (epepeecTpaio), a TaKox
EKCIIEPTH3H MaTepialliB PO BHECEHHS
3MIH JI0 peeCTpaliiiHiX Marepiaiis
IPOTATOM [ii peecTpamniiHoro
IIOCBiTUEeHHS

(myHKT 4 pozminy V)

3BIT
PO JAOKJIHIYHI JOCTiKeHH

1. Hazga nikapcekoro 3aco6y (3a bycynedan Axkkop, KOHLEHTpAT IJIs1

Haﬂm_{ocn - HOMEpP peecTpaliiiHOIo [IPUTOTYBaHHA PO3YHHY IJIs in)Y3iI7I,
[IOCBiT4eHH): 6 mr/m, 10 Mo
]

1) Tun nikapcekoro 3acofy, 3a AKHM I'erepurmmii nikapebkuii 3aci6

[poBOMIIACs abo ITaHy€EThCs peecTpallis

2) npoBeneHi D0CIi [DKEHHS TaK Hi SIKIIO Hi, 00TpyHTYBAaTH

IIpemnapar BIJITTOBI A€ BHU3HAYEHHIO
PEHEPUYHOTO  JIKApCBKOTO 3acoly  sK
BusHaueHo y Crarri  10.1(a)  (iii)
HupextuBu 2001/83/EC, ockinsku Mae Toi
caMHl SKICHUW Ta KIMTbKICHMM cKiaj 3a
NI0YHMMHU PEYOBUHAMHY, 10 ¥ pedpepeHTHHIH
Ipernapar, Ty caMy JiKapchKy Gopmy, mo i
pedepeHTHUI Tpenapar), ToMy JOKTiHigHi
BJIACHI OCTIKEHHS HE MTPOBOJUIIUCE.

2. ®apMakooris: He 3actocoByeThes
1) nepBuHHa (apMakoHHAMiKa He 3acrocoByetnes -
2) BTOpHHHA (hapMakoIMHaMiKa He 3acTocoByeThes -
3) dbapmakostoria Gesnexu He 3actocoByernes
4) bapmakoguHamigHi B3aeMoIil He 3actocoByerhes

3. ®apMakoKiHeTHKa:
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1) aHaMITHYHI METOAMKHM Ta 3BiTH 100 1X
Basiganmii

He 3acTocoByeTbes

2) BCMOKTYBaHHs

He 3acTocoByeThCs

3) po3nomin

e 3aCTOCOBYETLCA

4) metabomizm

He 3acTocoByeThcest

5) BUBeIeHHS

He 3acrocoByerbes

6) bapmakokiHeTH4HI B3aeMOIi1
(oxmiHivHi)

He 3actocoByeTbes

7) iH1Il (hapMaKOKiHETHYHI 1OCIHKEHHS

He 3acTtocoByerhes

4, ToxcukoIoris:

1) TOKCHYHICTE Y pa3i 0IHOPA30BOro
BBEJIEHHS

He 3acrocoByerbes

2) TOKCHYHICTH Y pa3i MOBTOPHHX BBECHb

He 3acTocoByeThCs

3) TeHOTOKCHYHICTE:
in vitro

He 3actocoByeThesa

in vivo (BKJIFOYAOYH JI0JATKOBY OLIHKY 3
TOKCHKOKIHETHKH )

He 3actocoByernes

4) KaHIIePOTeHHICTh:

He 3acTocoByeThes

TOBrOCTPOKOBI JOCITI IKEHHS

He 3acrocoByerbes

KOPOTKOCTPOKOBI TOCITIIKEHHS
a00 TOCIIKEHHS CepeIHbOl TPUBATIOCTI

He 3acTocoByeThes

I[O,I[B.TKOBi ,Z[OCJ'Ii,I[}KeHHFI

He 3acTocoByeTbes

5) penpoyKTHBHA TOKCHYHICTh Ta
TOKCHYHUH BIUTHB Ha PO3BHTOK
[IOTOMCTBA:

He 3acTocoByerbes

BILIMB Ha (DepTHIIBHICTG i paHHii
eMOpPiIOHAIBHHUI PO3BHTOK

He 3actocoByernces -

eMOPIOTOKCHYHICTE

He 3acTocoByeTbes
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[IpcHaTalIbHa 1 IOCTHATAIbHA TOKCUYHICTE

He 3acrocoByerbes

NIOCJIJDKEHHS, TIPU SIKUX TIperapar
YBOIHUTHCS [IOTOMCTBY (HECTATEBO3PIIAM
TBapuHaM) Ta/ad0 OLIHIOETHCS BilganeHa
Tist

He 3actocoByeTbes

6) MiclieBa IEpEeHOCHMICTE

He 3acTocoByeThes

7) 1OJATKOBI TOCIiKCHHS TOKCHYHOCTI:

He 3aCTOCOBYETBCS

AQHTUTEHHICTH (YTBOPEHHS aHTHTLI)

He 3acTocoByeTbes

IMYHOTOKCHYHICTB

He 3acto COBYETBCA

TOCIIPKEHHS MEXAHI3MIB il

He 3aCTOCOBYETBCA

TTiKapChKa 3aJIeKHICTh

He 3acTrocoByeThes

TOKCHYHICTH MeTa00JIITIB

He 3acTocoByeTbes

TOKCHYHICTE JOMIIIIOK

He 3actocoByeThes

1HIIIE

He 3acrocoByerbes -

5. BUCHOBKH OO0 MOKJIIHIYHOTO
BHBYEHHS

[ IpomyxT, Ha AKHI MU MMOJAEMO 3asBKY Ha
OTPUMAaHHS JO3BOJly Ha IpPOJAX €
reHepUYHUH JiKapchkuid 3aci6 Busilvex®
(bycynbtan 6 wMr/mMiu KOHLEHTpar s
po34uH A1 iHQy3ii; Bnacauk: [T ep ®abp
Menikament, ®@paHilis), OCKIJIBKH Ma€ TOM
CaMMH SKICHUH Ta KITBKICHHH CKIajm 3a
NII0Y0I0 PEYOBHHOIO, IO W pedepeHTHHIA

npernapar.

3assBHHK (BIaCHHK
peecTpartifiHoro

H-p. Hitom ITaten (Piyush Patel)

NOCBIIUEHHS)

(migmuc)

Lieti dokymeHm nepeknadeHo Ha yKpaiHCbKy Moy nepexknadayem beanapaH AHyw ApymioHieHow
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Honarox 30

no [lopsaxy npoBeneHHs eKCIIepTH3H
peecTpaniifHuX MaTepiatiB Ha JiKapchKi
3aco0u, 1110 IOJAIOTHLCS HA IePXKaBHY
peecTpaniio (epepeecTpariio), a TAaKoK
EKCIIEPTHU3H MaTepialliB PO BHECEHHS
3MIH JI0 peecTpaniiHuX Marepiaiis
IPOTATOM i1 peecTpariitHoro
[IOCBiIYEHHS

(myskT 4 posniny IV)

3BIT

npo KJIiHiYHe BUNPOOYBaHHSA

1. HasBa nikapcekoro 3aco0y (3a HagBHOCTI
- HOMEp PeecTpaniifHoOro IIOCBiI4eHHS)

bycynbhan AKKOp., KOHIIEHTPAT IS
IPATOTYBaHHSA PO3YMHY I 1HGY3iH,
6 mr/mi, 10 M

2. 3asdBHUK Axxopa Xenckea [Toncka Cr. 3.0.0.,
[lonema
3. BupoOuuk [nTac ®apmacsrotikainc Jlimiten

BupoOuuui giisaka Ne 457, 458 Maropa,
nustHky 191/218P, Yawapsai, moce
Capkemx-basna, Tanyka-Canang, Maroja,
Axmenaban, ['ymxapar 382210, Iupais

4. IIpoBeneHi moCiHKeHHs:

TaK  Hl  SIKINO Hi, OOTpyHTYBaTH

Ak 3azHaveno B KepiBHunrsi 3
IOCIIKEHHS 01010CTYITHOCTI Ta
010eKBiBaIEHTHOCTI (CPMP /
EWP/QWP/1401/98-Rev.01),
IOCHIDKeHHS  0iOeKBIBAaJIGHTHOCTI  He
noTpiOHI, ockinbku Bycymsdan Akkopi,
KOHIIGHTPAT AJs MPUIOTYBaHHS PO3YHHY
Ut 1HQY31d, 6 Mr/mi, 10 M clTijy BBOZUTH
y BUTJISIT BOJIHOTO PO3YHHY
BHYTPILIIHBOBEHHO Ta PO3YHH MICTHTH TY
caMy Iilouy pedYoBHHY B Tk ke
KOHIEHTpauil, mo i pedepeHTHUI
JKapchKHif 3aci.

1) Tun nikapcpkoro 3acofy, 3a AKHM
POBOAMIIACS 200 IJTAHYETHCS peecTpalis

[ 'eHepuYHuUil TiKapchKuit 3aci

KOHUEHTPAT AJIS PO3YHHY IS in)yzfi[ﬁ e
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KOZIOBaHUH HOMEp KJIIHIYHOTO
BUIIPOOYBAHHS

5. [loBHa Ha3Ba KJIHIYHOIO BUIIPOOYBaHH,

He 3acTocoByeThCS

6. ®a3a KniHIYHOTO BUIPOOYBaHHS

He 3aCTOCOBYETECA

7. Ilepion mpoBeaeHHs KIIHIYHOTO
BUIIPOOYBaHHS

He 3actocoByeThes

8. Kpainu, Jie npoBoiiocs KiIiHiuHe
BUIIPOOYBaHHS

He 3aCTOCOBYETECA

9. Kinpkicts mocmipKyBanux

He 34CTOCOBYETBCA

10. Meta Ta BTOpHHHI HUT KIIHIYHOTO
BHIIPOOYBaHHS

He 3dCTOCOBYETBCA

11. Jlnzaits KIiHIYHOTO BUIIPOOYBAHHS

He 3acTocoByeThCs

12. OcHOBHI KpuTepii BKIIOYEHHS

He 3aCTOCOBYETLCA

13. locmimKyBaHuii JliKapChKHii 3aci0,
criocib 3acTocyBaHHs, CHIa il

He 3aCTOCOBYETLCA

14. Ilpenapat nopiBHsHHS, /1034, CIIOCIO
3aCTOCYBaHHS, CHIIA JIii

He 3acTocoByeThCs

15. CynyTHs Tepanis

He 3acTocoByeThes

16. Kpurepii oninku epeKTHBHOCTI

He 3actocoByeThes

17. Kputepii oninku Oesnexu

He 3acTocoByeTbes

18. Craructuuni Metoau

He 3acTocoByeTbes

19. lemorpadiuni mokazsHuKH
TIOCITIKYBaHOI OMyYJIATIT (CTaTh, BiK,
paca, TOIIIO)

He 3acTocoByeThes

20. Pesynbprary eeKTHBHOCTI

He 3acTocoByeThes

21. Pesynpratu Ge3nexu

He 3acTocoByeThCs

22. BHCHOBOK (3aKJIFOUEHHS)

OTPUMAaHHS JI03BOJIY Ha MPOJAXK €

[IponykT, Ha AKUI MU TOAEMO 3asBKY HA

reHepUYHU JTiKapchKui 3acio Busilve
(Bycynbhan 6 Mr/mi1 KOHIEHTpaT ILi/A ,
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pozumH Juis 1HGY31i; Bracuuk: I[1°ep ®adp
MenikameHT, @paHIlis), OCKIILKH Mae TOM
caMuil SIKICHUH Ta KiITBKICHHM CKIaj 3a
1I0Y0I0 PEUOBHHOIO, M0 i pedepeHTHHIA

pernapar.
3asBHHK (BITaCHHK H-p. Iirom [1aten (Piyush Patel)
peecTpaniifHoro MOCBiTIeHHS)

(migmmc)

(TL.1.B)
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Leli 0okymeHm nepexnadeHo Ha yKpaiHCbKy mosy nepexknadayem beznapaH AHyw ADYMmIOHIBHOK
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