Annex 29

to the Order of expert

evaluation conductio 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):

Meldonium Nextpharm, solution for injection 100
mg/ml

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

It is a generic application

2) conducted studies

yes mno ifno, justif.

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.

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

1) analytical methods and reports on their
validation A
2) absorption INA
3) distribution INA
4) metabolism INA
5) elimination INA
6) pharmacokinetic interactions

(preclinical) A
7) other pharmacokinetic studies NA

4. Toxicology:




1) single use toxicity INA
2) repeated doses toxicity INA
'3) gfanotoxicity: NA
1n vitro
in vivo (including additional assessment
e INA
on toxicokinetics)
4) cancerogenicity: INA
Long-term studies INA
Short-term studies
. . INA
or medium-term studies
Additional studies INA
5) reproductive and developmental
i NA
toxicity:
Effect on fertility and early embryonal
INA
development
embryotoxicity INA
Prenatal and postnatal toxicity INA
Studies where the product is administered
to offspring (immature animals) and/or  [NA
remote effect is estimated
6) local tolerability INA
7) additional toxicity studies: INA
antigenicity (formation of antibodies) NA
immunotoxicity INA
study of mechanisms of action INA
drug dependence INA
metabolite toxicity INA
impurity toxicity NA
other NA
5. Conclusions regarding preclinical study [NA

Applicant
(Registration ertificate holder)




Jlonarok 29

J10 [opsaxy [IPOBEACHHS
EKCIIEPTH3H peecTpaniifinux
MaTepialiB Ha JIKapchbKi 3aco0H, 1110
I0/IAFOTHCS Ha NEpPIKaBHY
peecTpanito (mepepeectpamiio), a
TaK0X €KCIIEPTH3HM MarepialiB Ipo
BHECEHHA 3MIH [0 peecTpaliiiHux

Marepiaiis IPOTATOM pishi
peecTpaniifHoro NOCBIAYEHHS
(myskT 4 po3miny V)

3BIT

PO JOKJIIHIYHI 10CaiKeHH

1. Ha3ga nixapcekoro 3aco0y (3a

Menarpmoniym Hexcrdapm, posunn aas

HaiBHOCTI —  HOMEp peecrpaiiinoro | in’exmii 100 mr/ma
IIOCBI/TYECHHS ):
1) tan mikapcekoro 3aco0y, 3a sxkuM | ['eHepwuHHI NiKapchKuii 3aci6

poBoaniacs abo IJIAHYETHCS peECTpaIlis

2) IpOBEEH] AOCIiKEHHS

Tax  w Hi (sxmo Hi, T0o 00rpyHTOBATH)
ITpenapat BianoBiza€ BU3HAYECHHIO
TEHEPUYHOIO JIIKAPCHKOT0 3ac00y SIK
Bu3Ha4deHo y Crarti 10.1(a) (iii)
Hupextusu 2001/83/EC, ockinbKu Mae ToM
caMMii SIKiCHMI Ta KiTbKiCHHUM CcKaa 3a
JUFOYMMH PEYOBUHAMH, 110 i pedepeHTHHIH
npenapar, Ty caMmy JiKapceKy hopmy, 1o i
pedepeHTHHH Tpenapar), TOMy JOKIiHIYHI
BJIACHI JIOCHIPKEHHSsI He IIPOBOIM/IKCE.

2. ®apmaxosoris

Jani BincyTHi

1) nepBuHHa QapMaKoIHHAMIKA

Jani BigcyTHi

2) BTOpHHHA (hapMakoHHAMIKA

JlaHi BijicyTHI

3) dapmakostoris Ge3neku

Jani BincyTHi

4) hapmakogHHAMIYHI B3a€MO i

MaHi BincyTHi

3. ®apMaKOKIHETHKA:

1) aHamiTH4HI METOJMKH Ta 3BiTH IIOAO IX
BaJTiHaii

Hani BincyTHi

2) BCMOKTYBaHHS

JlaHi BigcyTHI

3) po3momin

Jani BifcyTHI

4) metabori3m

Jaui BigcyTHi

5) BUBEIEHHS

Jani BiacyTHI

6) hapmaxoKiHeTHUHI B3aeMOii (HOKIiHIYHI)

JlaHi BigCyTHI

7) iammi hapMakoOKiHETHYHI JOCII JDKEHHS

JlaHi BigcyTHI

4. ToxkcHKoIOris:

1) TOKCHUHICTH
BBEJICHHS

Yy pa3 0omHOpa3OBOro

Jaui BigcyTHi

2) TOKCHYHICTP Y pasi MIOBTOPHHX BBEICHE

Jlani BiicyTHI




3) PreHOTOKCHYHICTE
In vitro

JaHi BiacyTHI

In vivo (BKIIOYArOYM NOAATKOBY OIHKY 3
TOKCHKOKIHETHKH)

Jani BigcyTHi

4) xaHIIePOTE€HHICTE:

JaHi BigcyTHi

JOBIOCTPOKOBI TOCTI IKEHHSI

Jani BigcyTHi

Kopotkoctpokosi TOCITKEHHS abo

JOCTIKEHHS CepeIHBOI TPUBAJIOCTI

Hani BincyTHi

JlopaTKoBi TOCIIi JKEHHSA

Mani BiacyTHi

5) penpoyKTHBHA TOKCHYHICTh TA TOKCHYHHH
BIIMB HA PO3BHTOK IIOTOMCTBA:

Mani BincyTHi

Brmumms  ma  deprumemicts i
eMOpioHATEHHN PO3BHTOK

paHHiH

Jani BigcyTHi

eMOpIOTOKCHYHICTH

Hani BigcyTHi

IIpeHaTanbHa i HOCTHATAIBHA TOKCHYHICTE

Jani BigcyTHi

JloCITKeH S, IPH SAKUX [IpenapaT YBOAUTHCS
IIOTOMCTBY  (HECTAaTEBO3PLIAM  TBapHHAM)
Ta/ab0 OIHIOETLCS BifaneHa 1is

MHaui BigcyTHi

6) MiclieBa IEPEHOCHMICTB

Jani BincyTHi

7) 10JJaTKOBI TOCTI/PKEHHS TOKCHUHOCTI

Hani BincyTHi

AHTUT€HHICTD (YTBOPEHHSI AHTHTLI)

Jani BincyTHi

IMYHOTOKCHYHICTE Hani BincyTHi
JlocnipkeHHS MeXaHi3MiB il JaHi BigcyTHI
JIikapchKa 3aIeXKHICTh Hani BigcyTHI

ToxcuyHicTs METabOMITIB

JlaHi BicyTHI

ToxcuuHicTs JOMIMIOK

Jani BijgcyTHi

1HIIIE

Jlani BigcyTHI

5. BUCHOBKH 1010 JOKIIHIYHOTO BHBYEHHS

Jani BigcyTHi

3asBHUK
(BIMacHUK peecTpaliifHOro MOCBi(YeHHs)




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)

Meldonium Nextpharm, solution for injection 100
mg/ml

2. Applicant

Nextpharm GmbH, Austria

3. Manufacturer

WORLD MEDICINE ILAC SAN. VE TIC.
A.S., Turkey

planned

4. Conducted studies: yes mno if no, justif.
1) type of medicinal product, for which
registration has been conducted or generic

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

INA

method of administration, strength

6. Clinical trial phase INA
7. Period of clinical trial conduction INA
8. Countries where clinical trial has been
INA

conducted
9. Number of enrolled population INA
10. Aim and secondary goals of clinical

: INA
trial
11. Design of clinical trial NA
12. Main criteria for enrollment INA
13. Investigated medicinal product, NA




14. Reference product, dose, method of

administration, strength A
15. Concurrent therapy INA
16. Criteria for efficiency assessment NA
17. Criteria for safety assessment NA
18. Statistical methods INA

19. Demographic indicators of the
investigated population (gender, age, race, [NA

etc.)

20. Results of efficiency NA

21. Results of safety NA

22. Conclusion (assesment) INA

Applicant g

(Registration Certificate holder) yrgorodska

¢ name, father’s name)
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hi (o} [opsaxy IIPOBE/ICHHS
EKCIIEPTU3H peecTpanifHx
MarTepiajiB Ha JTiKapchki 3aco6H, 1o
II0JAI0ThCS Ha TeprKaBHY
peectpanito (mepepeectpaiiio), a
TaKOX €KCIIEPTH3H MaTepiasliB mpo
BHECEHHS 3MIH [0 DPEECTPAaIliiHHX

MatepiaiiB IPOTATOM it
peecTpamiitHoro NOCBIYEHHS
(myskt 4 pozuiny IV)
3BIT
1po KJIiHiYHe BUNPoOyBaHHS
1. Haszpa nixapcekoro 3aco0y (3a Meabaoniym Hekcerdapm, posunn s
HasiBHOCTI —  HOMEp peecTpamiiiHoro | im’exmii 100 mr/mi
IIOCBiUEHHS):
2. 3assBHHK Hexcrdapm I'm6X, Pecny6.iika ABcrpin
3. BupoOuux YOPJIA MEJUIIMH IJIAY CAH. BE
TLIXK. AL, Typuis
4. ITpoBeneHi qOCHiKEHHS Tak  w Hi (gaxmo Hi, To 00rpyHTOBaTH)
1) tun nikapcekoro 3aco0y, 3a skuM | ['eHepuuHuii nikapchKwmit 3aci6

IIPOBOJIHIIACS ab0 IIAHYETHCS peecTpallis

5. IloBra Ha3Ba KIIiHIYHOTO BHIPOGYBaHHS,
KOJIOBHM HOMEp KJIIHIYHOTO BHIIPOOYBaHHS

Jani BincyTHi

6. ®asa KIHIYHOTO BHIPOOYBaHHS

JlaHi BijicyTHi

1 Ilepion  mpoBemeHHs  wiiniuworo | [awmi BigcyTHi
BUNPOOYBaHHS
8. Kpaimm, ne npoBommnmocs iimiuse | Jlami BimcyTHi
BUIIPOOYBaHHS

9. KimbKiCTh JOCTIMKYBaHUX

JlaHi BigcyTHi

10. Mera Ta BTOpHHHI Lidi KJIIHIYHOTO
BUNIPOOYBaHH:A

JaHi BiicyTHI

11. Jlu3aiin KIiHI9YHOrO BUIIPOOYBaHHs

JlaHi BiicyTHI

12. OcHOBHIi KpUTEpil BKIIOYEHHS

Hani BigcyTHI

13. JlocmimxyBaHuii TiKapehKHi 3acib, croci
3aCTOCYBaHHs, CHJIA il

Jlani BincyTHi

14. Ilpenapar mnopiBHAHHSA, 1033, CHOCIO
3aCTOCYBaHHSI, CHJIA il

Jlani BigcyTHi

15. CynyTas Teparnis

HaHi BiicyTHI

16. Kpurepii ouinks edekTHBHOCTI

HaHni BigcyTHI

17. Kpurepii olliHKH Oe31meKH

Hani BigcyTHi

18. CraTtucTrHuni MeToaH

Jani BiCyTHI

19. emorpadivuni moKa3HUKH A0CTIKYBaHOT
IOIyJIAIII (CTaTh, BiK, paca, TOLIO)

JaHi BiACyTHI

20. PesynpraTta ebhexkTHBHOCTI

Hani BigcyTHi




21. Pesynprat 6e3nexu JlaHi BijicyTHI

22. BUCHOBOK (3aKJIFOUCHH)

3asBHUK
(BmacHHK peecTparifHOTO MOCBIAYCHH)




