LAnncx 29
to the Procedure for expert evaluation of
registration materials for medicinal products
filed for state registration (re-registration) as
ell as for expert evaluation of materials on
mending registration materials during

registration certificate validity term
(Clause 4, Section 1V)

PRECLINICAL STUDY REPORT

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

GLOFTRINID 1 mg powder for solution for
injection

GLOFTRINID 3.5 mg powder for solution for
injection

1) medicinal product type by which the
registration was made or is anticipated

Generic

2) studies conducted

No. According to the requirements for generic
applications laid out in the “Ministry Of Health Of
Ukraine Order 26.08.2005 Ne 4267, for generic
products, no results of own toxicological or
pharmacological studies or clinical trials are
required, hence none are provided. The remainder
sections of Annex 29 are not applicable for this
generic product.

2. Pharmacology:

4) pharmacodynamic interactions

1) primary pharmacodynamics A
; n/a

2) secondary pharmacodynamics
3) safety pharmacology =
n/a

3. Pharmacokinetics:




1) analytical methods and reports on their

n/a

on offspring development:

5) reproductive toxicity and toxic effects

wvalidation
. n/a
2} absorption
o s n/a
3) distribution
; n/a
4) metabolism
5) elimination &
6) pharmacokinetic interactions i
(preclinical)
Sy . n/a
7) other pharmacokinetic studies
4. Toxicology:
. ;s n/a
1) single-dose toxicity
i n/a
2) repeated dose toxicity
- n/a
3) genotoxicity:
in vitro
S 3 . 5 . . .. In/a
in vivo (including additional toxicokinetics
assessment)
: 5 n/a
4) carcinogenicity:
;s n/a
long-term studies
) n/a
short-term studies
or medium duration studies
- . n/a
additional studies
n/a




impact on fertility and early embryonic
development

n/a

studies under which the medicinal product
is administered to offspring (non-mature
animals) and/or evaluated for long-term
effects

. n/a

embryotoxicity
prenatal and postnatal toxicity e
n/a

5. Preclinical study conclusions

n/a
6) local tolerance
e o . n/a
7) additional toxicity studies:
1 F . n/a
antigenicity (antibody formation)
e - n/a
Immunotoxicity
mechanism of action studies na
- n/a
drug dependability
’ - n/a
metabolite toxicity
toxicity of admixtures fh
other nia
n/a

Applicant (registration
certificate holder)

¥ f | o 5 Yyl
{AAALAL f i L L f,((_r‘(

) :
(signature)
e

Jelena Lazova, pharm. spec
Head of Regulatory Affairs
ALKALOID AD Skopje




Honatok 29

1o Topsiaky npoBeleHHs eKCIIePTHOT OL[IHKK
peecTpaliiHuX MaTepiaiB A5 TiKapechbKUX
3aco0iB, MOJAHMX 71 JAEeP:KaBHOI peecTpaLtii
(mepepeecTpallii), a TAKONK IS eKCIIEPTHOT
OL[IHKK MaTepiaiB 00 BHECEHHS 3MiH 10
peecTpaliifHIUX MaTepiasiB MPOTAroM CTPOKY
i1 peecTpaliiHOro NoCBi4eHHs

(m. 4 pozniny IV)

3BIT [TPO JOKJIHIYHI JOCIII?>KEHHST

1. Ha3ga nikapcekoro 3aco0y (Homep

peecTpalifHOro MOCBIAYEHHS, AKIIO TAKHH

€):

['nodrpunin / Gloftrinid
[ lopowiok Ans po3urHy s iH’ ek, no | Mry ¢uakoHi

["nodyrpunin / Gloftrinid
[Mopoiok juist po3unny uis in’ekuii, mo 3,5 mry
(haKoHi

1) Tun nikapcbkoro 3aco0y, 3a skum 6yJ10

31ilicHeH0 abo nepeadavyacTbes peecTpallis

["enepuunuit

2) npoBecHI JOCTi IKESHHS

Hi. V BignoBiHOCTI 3 BUMOraMu JI0 3aCTOCY BaHHs
reHepUYHUX Mpenaparis, BUKIaaeHux y « Hakasi
MinicTepcTBa 0XOPOHH 310poB’s Ykpainu Bij 26.08.2005
Ne 426, 171 reHepUUHHX MPenapaTiB KOJAHUX
pe3ybTaTiB BJIaCHUX TOKCUKOJIOIYHHUX YK
(hapMakoI0riuHUX JIOCH/IKEHb UM KITHIUHUX JIOCTIJIKEHB
He MoTpidHO, TOMY BOHM HE HaBOAAThLCA. Pelura po3ainis
Jlonarky 29 He 3aCTOCOBYIOTHCS J10 LILOIO F'EHEPUIHOTO
mpemnapary.

2. @apmakosoris:

1) nepruHHA hapMakoMHaMiKa

HE 3aCTOCOBYETHCA

2) BropuHHa dapmMakoAMHaMIKa

HEC 3aCTOCOBYCThLCHA

3) ¢apmaxosiorisi 6e3neku

HE 3aCTOCOBYETECA

4) gapmakouHamivHi B3aeMoaii

HC 3aCTOCOBYCTLCH

3. ®apMaKOKIHETHKA:

1) ananiTHYHI METOIM Ta 3BiTH MpoO iX
BasijlaLino

HE 3aCTOCOBYETHCSA

2) abcopOutisi

HC 3aCTOCOBYETLCH

3) po3noin

HE 3aCTOCOBYETBHCA

4) meTabonizm

HE 3aCTOCOBYETHCA

S5) eniminanis

HE 3aCTOCOBYETLCA

6) papMakoKiHCTHUHI B3aeMOIIT
(IOKiHIYHI)

HC 3aCTOCOBYETLCA

7) inuii hapMaKOKiHETHYHI TOCIi IPKEHHS

HE 3aCTOCOBYETLCA




4. Tokcukooris:

1) 0AHO/1030Ba TOKCHYHICTh

HE 34CTOCOBYETLCA

2) TOKCHYHICTH MTPH MOBTOPHUX /103aX

HC 3aCTOCOBYCTLCA

3) reHOTOKCHYHICTB: in Vitro

HC 3aCTOCOBYCTLCA

in vivo (BKJIFOYAIOUM A0JaTKOBY OLIIHKY
TOKCHKOKIHETHKH)

HEC 3aCTOCOBYETLCA

4) KaHUEPOTreHHICTh:

HE 3aCTOCOBYETHLCA

TpPUBAIIT JOCHIJIKEHHS

HE 3aCTOCOBYETLCA

KOPOTKOTEPMIHOBI HOCTIKEHHA
a00 TOCHiPKEHHS CepeiHbOT TPUBAJIOCTI

HEC 3aCTOCOBYCTLCHA

TIOJATKOBI JIOCHIKEHHS

HE 3aCTOCOBYETHCH

5) penpoayKTHBHA TOKCMYHICTh Ta
TOKCUYHMI BIUIMB HA PO3BUTOK
[IOTOMCTBA:

HEC 3aCTOCOBYCETLCH

BIUIMB Ha ePTHIBHICTD Ta paHHI#
eMOpioHaIbHUIT PO3BUTOK

HC 3aCTOCOBYETHCS

eMOPIOTOKCHYHICTD

HC 34CTOCOBYETHCA

npeHaTalibHa Ta M0cTHATAllbHA
TOKCHUYHICTD

HE 3aCTOCOBYETHCA

NOCITIJKEHHS, B pAMKAX SKUX JIKapchKuii
3aci0 BBOJSATB NIOTOMCTBY (HE J103pUIHM
TBapHHAaM) Ta/abo OILHIOIOTE HA
JIOBrOTPHUBAITL HACIIJIKU

HE 3aCTOCORY€ThCSA

6) MiclLieBa MePEHOCUMICTh

HC 3aCTOCOBYETHCA

7) 10JIATKOBI HOCIIIJKEHHS TOKCHYHOCTI:

HE 3aCTOCOBYETHLCA

AQHTUTCHHICTD (YTBOPCHHS aHTHUTIJ)

HE 34CTOCOBYETHCH

IMYHOTOKCHYHICTb

HE 3aCTOCOBYETLCA

MOCTIIKEHHS MeXaHi3my il

HE 3aCTOCOBYETHCA

3aJIe)KHICTD BiJ JTIKAPCHKOro 3acody

HC 3aCTOCOBYETHCA

MeTadoJlluHa TOKCHYHICTh

HE 3aCTOCOBYETBLCA

TOKCHYHICTE JOMIIIOK

HE 3aCTOCOBYETHLCH

iHIIE

HE 3aCTOCOBYETHLCA

5. BUCHOBKM JOKIIHIYHOIO JOCIIAZKEHHS

HE 3aCTOCOBYETBLCA

3adBHUK (BIAaCHUK
peeCTpaliifHOTO MOCBIAUEHHS )

MpeJICTABHUK 3asBHUKA
(iM'st, no GaTbKOBI, Npi3BUIIE)



———
Annex 30

to the Procedure for expert evaluation of
registration materials for medicinal products |
filed for state registration (re-registration) as
well as for expert evaluation of materials on
amending registration materials during
registration certificate validity term

i(Clause 4, Section IV)

CLINICAL TRIAL REPORT

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

GLOFTRINID 1 mg powder for solution for injection

GLOFTRINID 3.5 mg powder for solution for
injection

2. Applicant

ALKALOID AD SKOPIE,

Blvd. Aleksandar Makedonski 12
1000 Skopje,

Republic of North Macedonia

3. Manufacturer

ALKALOID AD SKOPJE,
Blvd. Aleksandar Makedonski 12
1000 Skopje,

Republic of North Macedonia

4. Studies conducted: No

yes no if 'no’, substantiate

According to the guideline on the investigation of
bioequivalence (CPMP/EWP/QWP/1401/98 Rev. 1/
Corr **), bioequivalence studies are generally not
required if the test product:

- 1s to be administered as an aqueous
intravenous solution containing the same
active substance as the currently approved
product; or

- in the case of other parenteral routes, e.g.
intramuscular or subcutaneous and when the
test product is of the same type of solution
(aqueous or oily), contains the same
concentration of the same active substance
and the same excipients in similar amounts as
the medicinal product currently approved.




Because there is no qualitative and quantitative
difference in excipients between the proposed and
reference product, no difference in PK between both
formulations is expected, therefore no bioequivalence
study is required.

19. Demographic indicators of population
under study (gender, age, race, etc.)

1) medicinal product type by which the t
registration was made or is anticipated
" ; " n/a
5. Clinical trial full name, coded clinical
trial number
6. Clinical trial phase wa
7. Clinical trial time frame n/a
. o : n/a
8. Countries where the clinical trial was
conducted
9. Number of persons under study n/a
W n/a
10. Clinical trial purpose and secondary
objectives
11. Clinical trial design e
12. Main inclusion criteria Lo
- n/a
13. Medicinal product under study,
administration route, efficiency
: e n/a
14. Comparison medicinal product,
dosage, administration route, efficiency
: n/
15. Concomitant therapy 4
o n/a
16. Efficacy assessment criteria
17. Safety assessment criteria i
18. Statistical methods A
n/a




20. Efficacy results

21. Safety results

o WC K

2™ /
) {

/7 =,?;},

22. Conclusion (opinion)

vl || e
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i

Applicant (registration
certificate holder)

A

{2 AAK A A
/4‘ “AADUA

(S'ig(ja'ture)

Zlatica Bojacizieska, M-r Pharm
Head of Clinical Unit,
Research and Development

ALKALOID AD Skopje




Tonarox 30

10 [opsiaky MpoBeCHHS €KCTIEPTHOT OL[IHKH
peecTpalliifiHux Marepianis a5 JTiKapCbKUX
3acobiB, MojaHKuX IS ieprkaBHOT peectpatil
(nepepeecTpallii), a TAKOXK /1 eKCIEepTHOL
OLIIHKYM MaTepiasiB 111010 BHECEHH 3MiH 10
peecTpaliiHIX MaTepialiB MpOTAroM CTPOKY
HiT peecTpalifHoro mocRiTYeHHs

(. 4 pozainy IV)

3BIT IMPO KJITHTYHI JOCJILIKEHHA

1. HaszBa nikapcekoro 3aco0y (Homep
peECTPALifHOrO MOCBIIMEHHS, AKIIO TAKHH

€):

[nodrpunin / Gloftrinid
[Toporox a7st po3uuHy [Uis iH €KUii, no 1 mry daaxkoHi

[nodrpunia / Gloftrinid
[Topoiok st po34uHy Juis iH ekuii, mo 3,5 Mry ¢uakoHi

2. 3asBHUK AJIKAJIOIIT AJ] Cxon’e
byneeap Onekcannpa Makenoncekoro, 12, Cxor’e, 1000,
Pecny6:ika [Tisniuna MakeoHis

3. BupobHux AJIKAJIOIZT AT Ckorr’e

bynsBap Onekcanapa Makenoncskoro, 12, Ckor’e, 1000,

Pecny6aika [liBHiuHa MakeoHis

4. IlpoBeneni mocnimkenns: Tak

TakK Hi, Akuo "Hi", oOrpyHTYTE

Bi/inmoBiHO 10 HACTAHOBH IIOJIO JOCIIIKEHHS
oioexsiranentHocti (CPMP/EWP/QWP/1401/98 Rev. 1/
Corr **), nociigkeHHs 610€KBIBAJIEHTHOCTI, SIK NPABHIIO,
He nependavaeTbes, AKIO TecToBUi npenapar:

- 3CTOCOBYETBCS Y BUIIISIII BOJHOTO BHYTPIIIHEOBEHHOTO
PO3UMHY, 1110 MICTUTDL TY camy Jil04y pedoBHHY, 110 i 3aci0
3aTBepKEHMIT Ha TaHUK MOMEHT; abo

- Y BUMAJIKY IHIIHX MMapeHTepanbHUX HUIAXIB BBEJIEHHS,
HAMp. BHYTPILIHBOM ' s30B0 ab0 MiIKIPHO, Ta KOJIH
Tecroeuii npenapar mae Toi e THIT po3uHHY (BOAHHKIH abo
MAaC/sIHMI ), MICTUTH O/IHAKOBY KOHLEHTpalLito Tiel camoi
AKTUBHOI PEUOBMHHM Ta TUX CAMHX JIONIOMIXKHHUX PEYOBHH Y
NoIOHMUX KiNBKOCTSAX, 11O | JTiKapchbKuii 3acib,
3aTBEP/DKEHUH HA JaHUI MOMEHT.

OcCKiNbKM He ICHYE KICHOT Ta KiJIbKiCHOT pI3HULI B
JOTIOMDKHMX peuoBuHax Mixk TecroBum Ta ETanonnum
npenaparoMm, He ouikyeTses piznuLi B PK Mk cknagamu
000x npenaparie, TOMy J0CIIPKeHHs 010eKBiBaIEHTHOCTI
HE rnependavacThes.

1) Tun nikapcbkoro 3aco0y, 3a ikuMm 0yJ10
3aiiicHeHO abo nependavacThes peecTpallis

["eHepHUHuit




KOJIOBaHHH HOMEp KJIIHIYHOTO
BUIIPOOYBaHHs

5. TloBHa Ha3Ba KJAiHIYHOTO BUIIPOOYBAHHS,

HE 3aCTOCOBYETLCA

6. Maza KIHIYHOrO BUITPOOYBAHHS

HE 3aCTOCOBYETHCSH

7. Ilepion npoBeieHHs KJITHIYHOTO
BUIIPOOYBaHHS

HE 3aCTOCOBYETHCA

8. Kpaiuu, e npoBoAMIOCs KIIiHIYHE
BUTNPOOYBaHHA

HE 3aCTOCOBYETbHCAH

9. KinbKicThb 1OCII Ky BAHHX

HE 3aCTOCOBYECTLCA

10. MeTa Ta BTOPUHHI 1[1J1i KIiHIYHOTO
BUNPOOYBAHHS

HE 3aCTOCOBYETLCA

11. JIu3aiin K1iHIYHOTO BUMIPOOYBaHHsA

HE 3aCTOCOBYETBCA

12. OcHoBHI KpUTEPIT BITIOYCHHS

® HE 3aCTOCOBYETLCA

13. JlocnipkyBaHuii JlikapcbKuii 3acio,
cnoci6 3acTocyBaHHs, cuna mif

HE 3aCTOCOBYETBLCS

14. I1penapar ropiBHIHHA, 1034, crocid
3aCTOCYBaHHSI, cuia ail

HEC 34CTOCOBYETLCA

15. CynyTus Tepartis

HC 3aCTOCOBYETHCA

16. Kpurepii ouinku e()eKTHBHOCTI

HE 3aCTOCOBYETHLCA

17. Kputepii ouiHku 6e3nexu

HEC 3aCTOCOBYCTLCH

18. CraTucTHUHI METOIU

HE 3aCTOCOBYETLCA

19. demorpadiuni NoKasHUKU
NOCTIIAKYBaHOT MOMy 1Ll (CTaTh, BiK,
paca, Tow1O)

HE 3aCTOCOBYETHCA

20. PesynbraTi e(peKTHBHOCTI

HC 3aCTOCOBYETLCS

21. Pesyneratu 6e3nexu

HE 3aCTOCOBYETHLCAH

22. BUCHOBOK (3aKJTFO4EHHS)

HC 34CTOCOBYETHCH

3asBHMK (BJIACHUK peecTpaliifHoro
MOCRBiTUEHHS)

/A

fATIC)

cta M.B.
MpeJICTABHHK 3asBHUKA

(iM's, o GaTbKOBI, NPi3BUILIE)



