Annex 30
to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-!
Registration) and for Expert Evaluation
ol Materials about Introduction of
Changes to Registration Materials
during the Validity Period of
Registration Certificate (item 4 section |
v ]

Clinical study report

1. Name of medicinal product (registration DROPERIDOL 2.5 mg/ml, solution for

certificate N2, if available ) injection

2. Applicant Laboratoire Aguettant, France

3. Manufacturer Laboratoire Aguettant, France

4. Studies conducted: This application is submitted under Article

10(1) of Directive 2001/83/EC. The
application is a bibliographical application
which references the scientific literature to
demonstrate safety and efficacy of the
product.

The composition of DROPERIDOL 2.5
mg/mL solution for injection, is identical
with the originator’s product
DROLEPTAN® 2.5 mg/mL, solution for IV
injection.

The Applicant will hence not submit
additional pre-clinical or clinical
data/evidence to demonstrate safety and
efficacy of the medicinal product, and the
benefit-risk assessment along with all
other necessary information will be based
on the available literature. Furthermore,
Applicant’s medicinal product has the
same qualitative and quantitative
composition in active substance, and the
same pharmaceutical form as the
reference medicinal product. Impurities
and degradants are fully characterised and
they do not exceed accepted standards.

1) type of medicinal product, which has |Generic product

been or will be registered
5. Title of clinical trial, code number of |/
clinical trial

6. Phase of clinical trial /
7. Period of clinical trial from till




Applicant (registration certificate
holder)

8. Countries, where clinical trial has f

been conducted

9. Number of trial subjects planned: /
actual: /

10. Objective and secondary endpoints |/

of clinical trial

11. Clinical trial design /

12. Main inclusion criteria /

13. Investigational medicinal product, |/

mode of administration and strength

14. Reference product, dose, mode of |/

administration and strength

15. Concomitant therapy /

16. Criteria for evaluation efficacy /

17. Criteria for evaluation safety /

18. Statistical methods /

19. Demographic indices of studied /

population (sex, age, race, etc.)

20. Efficacy results /

21. Safety results /

22. Conclusion (summary) Please refer to 2.5 Clinical Overview




Npo KJIiHIY

Jlonarox 30

10 IlopsAJKy NPOBE/ICHHS CKCIICPTH3H
peecTpauiifHux MaTepianis Ha JiKapchki
3aco0u, 1110 HOIAl0ThCA Ha JIEPKABHY
peecTpaiio (nepepeecTpallito), a TaKO®K
SKCIIPTH3H MaTepialiiB PO BHECCHHA
3MiH JI0 peectpaliiinux Martepiaiis
MpOTATOM Jiii peecTpallifiioro
[TOCBIYEHHS

(mynkt 4 pozginy V)

3BIT
He BUIIPOOYBaHHS

1. Ha3Ba mnixapebkoro 3aco0y (3a HassBHOCTI
- HOMEp PEECTPAIliHOro OCBIUCHIIs)

JAPOITEPHJIOJI 2,5 mr/mit, po3umnn JUIst in’ €Ki

2. 3asBHUK

JIaboparopist Areran, ®panuis

3. Bupobuux

Jlaboparopist Areran, ®pannis

4. [TporejieHi HOCITIDKCHHS:

L{st 3asBa norana BijiosiHo Jj1o crarri 10(1) Jlupekrusu
2001 /83/EC. 3assa ¢ 616s0rpadgivHoIO 338010, sKa
LIOCHJIAETHCS Ha HAyKOBY JHTEPATypy JUls JIeMOHCTpaItii
Oe3nexu Ta epeKTUBHOCTI IIPOJIYKTY.

Crutay JIPOIIEPUJIOJLY 2,5 mr/mut, posdui Juist 10’ CKIIH,
ienTHInui opurinaisioMy iperapary JIPOJIEIITAH®
2.5 MI/Mi1, pO34uH JUIs BHYTPINIHBOBEHHUX 1H EKITIH.
Takum unHOM, 3asiBHHK He OyJIe 110/1aBaTH JI0JIaTKOBI
JMOKJIIHIYHI UM KIJIHIYHI JIaHi/I0Ka3| JyIs JICMOHCTpariil
Oesnexu Ta eheKTUBHOCTI JIIKapehLKOro 3acoly, a orinka
CIIBBIIHOIIEHHS KOPHCTH/PU3UK PA30OM i3 YCI€I0 1HIIOIO
HeoOX1JHOO 1H(popMaltielo Oy1yTh OazyBaTHCS Ha
JocTynnii mreparypi. Kpim toro, mkapebkuii 3acid
3asBHUKA Ma€ TOH CaMUi SKICHUH Ta KUIBKICHUH CK1aj
JII0YO0T PEYOBMHHM Ta TAKY 3K JIKapchKy hopMmy, 1o i
pedepenTHHI JiKapehkui 3aci0. Jlomimkn

1 IIPOJIYKTH PO3TIa/ly HOBHICTIO OXapaKTepU30Baii, 1 BOHU
HC ICPEBUIYIOTH IIPURHSITHX CTaHIaPTiB.

1) Tun sikapepKoro 3acoby, 3a SKUM
[IPOBOIMIIACH a00 IUIAHYEThCS peecTpatis

['enepuynuii MKapebKui 3acid

5. IloBna Ha3Ba KJIIHIYHOrO BHIIPOOYBaHHS,
KOJIOBaHHH HOMEp KJIIHITHOTO
BUIIPOOYBAHHS

6. @a3a KIIHIYHOTO BUIIPOOYBaHHs

7. Ilepioj upoBeieHHs KITHIYHOTO 3 110

BUITPOOYBaHHSI

8. Kpainu, jie nposojyiocs KIiHiuHEe

BHIIPOOYBaHHSI

9. KinpkicTs JIoCipKYBaHIX 3alUIaHoBana:
daxruyna:

10. Mera Ta BTOpHHHI 1T KJIIHIYHOTO
BUIIPOOYBAHHS

11, Jluzaiin KIHITHOTO BHIIPOOYBaHHS

Cneyianicm 3 peecmpayii TGﬁ,{{RH{—Q’APM»
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12. OcHOBHI KpuTEpii BKIIOYCHHSA

13. HocniypKyBanuii jiKapcsKuii 3acio,
criocid 3acToCyBaHHs, CHia il

14. IIpenapar nopiBHSHIS, /1032, CIIOCIO
3aCTOCYBaHHs, CHIIa Jiil

15. Cynytas Teparris

16. Kpurepii o1liHKH eeKTHBHOCTI

17. Kpurepii oninku Oe3iicku

18. CrarucTyHi METOH

19. lemorpadivni moka3HUKH
JIOCIIDKYBAHOI TTommyJisitii (CTarh, BiK,
paca, TOIIO)

20. Pesynpraru eekTHBHOCTI

21. Pezynbraru Oe3iieku

22. BUCHOBOK (3aKJIIOUEHHS) byib J1acka, JUBiThCH po3jiil 2.5 KiiHiuHuii orsit
3asBHUK (BIIACHHK
peECTPaIitHoro MOCBITYCHHS ) nionuc
(minmc)
Jlendin @POPHAC  (wmamn)
(Il. 1. B.)

| JNEPEKNAL
/_BIPHUM

Cneyianicm 3 peecmpayii TOB «PIMQ@QPM»_; 5
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IAnnex 29

to the Procedure for Conducting Expert |
Evaluation of Registration Materials

Pertinent to Medicinal Products

Submitted for the State Registration (Re-
\chistration’) and for Expert Evaluation |
of Materials about Introduction of

Changes to Registration Materials
during the Validity Period of

Registration Certificate (item 4 section

V) iy, TP

Preclinical study report

1. Name of medicinal product
(registration certificate N, if any):

DROPERIDOL 2.5 mg/ml, solution for
injection

1) type of medicinal product according
to which registration has been
conducted or is planned to be
conducted

Generic medicinal product

2) studies conducted

This application is submitted under Article
10(1) of Directive 2001/83/EC. The
application is a bibliographical application
which references the scientific literature
to demonstrate safety and efficacy of the
product.

The composition of DROPERIDOL 2.5
mg/mL solution for injection, is identical
with the originator’s product
DROLEPTAN® 2.5 mg/mL, solution for IV
injection.

The Applicant will hence not submit
additional pre-clinical or clinical
data/evidence to demonstrate safety and
efficacy of the medicinal product, and the
benefit-risk assessment along with all
other necessary information will be based
on the available literature. Furthermore,
Applicant’'s medicinal product has the
same qualitative and quantitative
composition in active substance, and the
same pharmaceutical form as the
reference medicinal product. Impurities
and degradants are fully characterised
and they do not exceed accepted
standards.

2. Pharmacology:

1) Primary pharmacodynamics




2) Secondary pharmacodynamics /
3) Safety pharmacology /
4) Pharmacodynamic interactions /

3. Pharmacokinetics:

1) Analytical Methods and validation reports

2) Absorption

3) Distribution

4) Metabolism

5) Excretion

6) Pharmacokinetic Interactions
(preclinical)

T | o, | oy | e

7) Other Pharmacokinetic Studies

4. Toxicology:

1) Single-Dose Toxicity

2) Repeat-Dose Toxicity

3) Genotoxicity:
in vitro

in vivo (including supportive toxicokinetics
evaluation)

4) Carcinogenicity:

Long-term studies

Short- or medium-term studies

Additional studies

5) Reproductive and Developmental
Toxicity:

Fertility and early embryonic development

Embryotoxicity

Prenatal and postnatal toxicity

Studies in which the offspring (juvenile
animals) are dosed
and/or further evaluated

6) Local Tolerance

7) Additional Toxicity Studies:

Antigenicity (production of antibodies)

Immunotoxicity

Mechanistic studies

Dependence

Metabolites toxicity

Impurities toxicity

Other

e [ b | o | | o | o | e

5. Preclinical study conclusions

Please refer to 2.4 Nonclingl overview

Applicant (registration
certificate holder)

! Delphine FORNKS

»
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{Procedure amended by new annex 29 according to MoH Ukraine Order Ne 1528 0f 27.06.2019 | i




Jonarok 29

110 ITopanky 1npoBecHHA CKCIEPTH3H
peecTpallifiiuX MaTepialip Ha JliKapehbKi
3aC06M, 110 NoJaThLCH Ha NCPKaBHY
peecTpalliio (epepeecTpaltiio), a Takox
CKCIICPTH3H MaTepialiB po BHECCHHS
3MiH J10 peccTpallifinux marepiaiin
IpOTSITOM JIii peecTpaliiifHoro
[IOCBIJIYEHHS

(nyskr 4 posainy 1V)

3BIT

Npo JOKJIIHIYHI JOCTiMKEHHS

1. Ha3ga sikapcskoro 3aco0y (3a
HAsABHOCTI - HOMEP PeeCcTpaIifiHoro
[IOCBI/TYCHHS )

JAPOITEPHU/10OJI 2,5 mr/min, po3duH jist
1’ eKnii

1) Tun slikapeekoro 3acoly, 3a SKUM
1IpoBOJiJIacs abo IIaHyEThCs PeecTpariis

I'enepuunuii JrikapcsKHi 3acid

2) mpoBeJIeHi JTOCIJPKeHH S

[ s 3as1Ba o 1ana BijoBiHO J1o crarti 10(1)
Jlupexrusu 2001 /83/EC. 3assa ¢ 6i0morpadiunoo
3as1B0OIO, SIKA IOCHJIACTLCS 11a HAYKOBY JITEparypy
UL JleMOHcTparltii 0e3eku ta e)eKTHBHOCTI
[IPOJIYKTY.

Crxurayn JIPOITEPHUJIOJIY 2,5 mr/mit, po3dun Juist
11’ €KILIH, JICHTHYHII OPUTTHAIILIIOMY LIpeIapaTy
JIPOJIEITTAH® 2.5 mr/mut, po3uun Juist
BIYTPIIIHHOBCHHIX 1H’ €KITIH.

Takum yuHOM, 3asBHUK He Oy/ie 110/1aBaTH
JIOJIATKOBI JOKJIIHIYHI UM KIIHIYHI JIani/moKa3s s
JieMoHCTpartii 6e3rexu Ta epeKTHBHOCTL
JTIKapchKOro 3aco0y, a OI[iHKa CIIIBBIIHOIICHHS
KOPHCTB/PU3UK Pa3oM 13 YCIEIO IHIO0 HEOOX1IHOIO
iH(popMmartiero OyyTs OazyBaTHCS HA JOCTYITHIH
miTeparypi. KpiM toro, Jiikapeekuii 3acid 3asBHHKA
Mae€ TON caMMH SKICHUH Ta KUIbKICHHHA CKIIaT
JII0YO0T PEUOBHHHM Ta TaKy XK JIIKapChKy Gopmy, 110
it pedepenTumii ikaperkui 3acid. Jlomimku

1 IPOJIYKTH pO311aJly IMOBHICTIO OXapaKTCPH30Barti, i
BOHH HE IIEPEBUIIYIOTH TPUHHATHX CTaHIAPTIB.

2. GapMakoIoris:

1) nepBunHa hapMakoMHaAMiKa

2) BropuHHa (GapMako[HHaMiKa

3) dapmakosoris Oesnexu

4) dpapmaxouHaMivHi B3aeMo;il

3. @apmakokiHeTHKA:

1) aHaJIITHYHI METOJIMKH TA 3BITH 010 IX
BT Al

2) BCMOKTYBaHHSI

3) posmoin

4) meTaboiiizm

S) BUBC/ICHHS {

1 -
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6) hapMaKoKiHCTHYHI B3aeMOTiT
(JOKTiHIYHI)

7) inmi papMakoOKiHeTHYHI JIOCIIJPKEHHS

4. ToxcHKoIIOris:

1) TOKCHYHICTB y pa3si 0JIHOPa30BOTO
BBEJICHHS

2) TOKCHYHICTE Y pazl HOBTOPHUX BBEJICHE

3) reHOTOKCHYHICTE:
in vitro

in vivo (BKJIIOYaI049H JI0JIaTKOBY OLIIHKY 3
TOKCHKOKIHCTHKH)

4) KaHI[EPOTrCHIICTE!

JTOBIOCTPOKOBI JIOCIIJIKEHHSI

KOPOTKOCTPOKOBI JTOCII/DKCHHS
a0 JTOCIII/DKEHHS cepe/IHBbOT TPHBAIOCTI

10/1aTKOBI JIOCHJKEHIH

5) penpolyKTuBHa TOKCHYHICTE Ta
TOKCUYHHH BIUIMB Ha PO3BHTOK
[I0TOMCTBA:

BIUIMB Ha (epPTHILHICTD 1 pannii
eMOpiOHAIBHIIT PO3BUTOK

eMOPIOTOKCHYHICTh

[IpcHaTajibHa 1 ImocTHATANRHA TOKCHYHICTE

IOCIIIJPKEHHS, IPH SIKHX IIperapar
YBOJIUTHCS IIOTOMCTBY (HECTATEBO3ZPLIUM
TBApUHAM) Ta/ad0 OIIHIOETLCS BijylaicHa
mis

6) MiCIIEBa IICPCHOCUMICTE

7) MOJaTKOBI JIOCII/KCHHS TOKCHYHOCTI:

QHTUTCHHICTH (YTBOPCHHS aHTHUTLI)

IMYHOTOKCHYHICTE

TTOCII K MeXali3MiB il

[TiKapehKa 3aICKHICTh

TOKCUYHICTH MeTabOIIITIB

TOKCUYHICTE JIOMIIIIOK

1HIIE

5. BUCHOBKH 11010 JOKJIIHIYHOTO
BUBUYCHIIS

by tacka, JuBiThest po3ziit 2.4 Joxkiinivnmi
OT'JIA)]

3asiBHUK (BIACHUK
peecTpaliinoro

nionuc

IIOCBI/TYCHTIS)

Cneyianicm 3 peecmpayii TOB QEH-QMFM»- ‘

Hapkosa M.O.

(nijmc)
Jeudin ®POPHAC (wmamn)

(T. . B.)
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