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 Migretan, 12,5 mg, film-coated tablets
medicinal
product (if
available -
Registration
Certificate
number)
2. Applicant UAB «Farmlyga», Republic of Lithuania.

3. Manufacturer

Chanelle Medical Unlimited Company, Ireland - production in bulk product,
analytical testing, primary and secondary packaging, batch release.

Complete Laboratory Solutions, Ireland - analytical testing.

registration has
been conducted
or planned

4. Conducted yes no  ifno, justify
studies:

1) type of This application is for generic.
medicinal

product, for

which

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

Comparative, randomized, single dose, two-treatment, two-period, two-way
crossover open-label study to determine the bioequivalence of Chanelle
Medical, Ireland Almotriptan 12.5 mg Film Coated Tablets (12.5mg
Almotriptan per Film Coated Tablets) & Almirall S.A., Spain Almogran 12.5
mg Film Coated Tablets (12.5mg Almotriptan per Film Coated Tablets), after
an oral administration of 12.5mg of Almotriptan to healthy adults under
Fasting conditions.

ALM-001

6. Clinical trial
phase

Bioequivalence study
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7. Period of

clinical trial

For group I:
Period I: 17/06/2012

of clinical trial

conduction Period II: 24/06/2012
For group II:
Period [: 24/06/2012
Period II: 01/07/2012

8. Countries Jordan

where clinical

trial has been

conducted

9. Number of  |planned: 30

enrolled actual: 27

population

. Primary objective
10, Aim and This study was a single center, open-label, randomized, single-dose study
secondary goals

with two-way crossover design to compare the bioavailability of almotriptan
between two products, in healthy adult subjects under fasting conditions.
The results of this bioequivalence study showed the equivalence of the two
studied products in terms of the rate of absorption as indicated by Cmax and
in terms of the extent of absorption as indicated by AUCo-->t. The
parametric 90% confidence intervals of the mean values for the TEST
PRODUCT/REFERENCE PRODUCT ratio were within the
bioequivalence acceptable boundaries of 80.00-125.00 % for Cmax and
AUCo-->t based on the data taken from the plasma concentrations of
almotriptan.

Secondary objective

To monitor the safety of the subjects. Clinical assessment for all subjects
was carried out to evaluate their tolerability to the study's medications.

11. Design of
clinical trial

The study was a comparative, randomized, single dose, two-treatment, two-
period, two-way crossover open-label study to determine the bioequivalence
on 30 healthy adults under Fasting conditions.

12. Main criteria
for enrollment

Gender: Males

Age: 27 £ 5.51 year
Height: 176 + 6.48 cm
Weight: 72 + 10.56 Kg
BMI: 23.4 + 2.29 Kg/m?

13. Investigated
medicinal
product, method
of
administration,
strength

Each subject received an oral dose of one tablet of the assigned formulation,
according to a randomization scheme, administered with 240 ml water.

14. Reference
product, dose,
method of

Treatment B (Reference Product): Single-Dose, one tablet of Almogran 12.5

mg Film Coated Tablets, 12.5 mg almotriptan per film coated tablets.
LA
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administration,
strength

15. Concurrent
therapy

Not applicable

16. Criteria for
efficiency
assessment

Pharmacokinetics: Cmax and AUCo- (as primary); Kel, tmax, AUCo. oo and ti/2e1
(as secondary); AUCo.¢ /AUC o- o: The ratio of AUCo-t to AUC o- o (other)

17. Criteria for
safety
assessment

The study was performed according to ICH-GCP guidelines under the
direction of the Principal Investigator. There were no significant deviations
from the study protocol that could have affected the outcome of this study.
All subjects met the inclusion criteria described in the study protocol.

Foreseeable risks were weighed before study initiation. Rights, safety and
well-being of the study subject were considered the most important issue,
prevailing over interests of science and society.

18. Statistical
methods

Statistical analysis was performed by using the Kinetica ™ 2000 program,
with the aid of Microsoft®

Excel (2003).

The extent of absorption is determined by AUCo~t. The rate of absorption is
determined by Cmax. For the parametric analysis of bioequivalence for Ln-
transformed data, the acceptance boundaries were set

at 80.00-125.00% for Cmax and AUCo~t A multiplicative model with respect
to the untransformed bioequivalence parameters was selected. A logarithmic
transformation of the original data was used. Under the assumption of a
logarithmic normal distribution, a parametric approach recommended by
Steinijans and Diletti based on the inclusion of the shortest 90% confidence
interval in the bioequivalence range was adopted.

An analysis of variance (ANOVA) tested for sequence, period, subject
(sequence) and a treatment effect was used. ANOVA was performed on
AUCo.t AUC o- o0, Cmax, tmax, t 1/2¢1 Ket, Ln AUCo-t and

Ln Cmax for almotriptan.

A multiplicative linear model was used for the two-way crossover design:
Yijk = log ( Xijk) = p + Gk Sik + Pj + F (j , k) + eijk

19.
Demographic
indicators of the
investigated
population
(gender, age,
race, etc.)

Gender: Males

Age: 27 £ 5.51 year
Height: 176 + 6.48 cm
Weight: 72 + 10.56 Kg
BMI: 23.4 +2.29 Kg/m?

20. Results of
efficiency

. ;
e 90% Confidence intervals of

Parameter

Intrasubject
CV%
(Logarithmic)

Intrasubject

Lower CV%

Limit %

Point
estimate %o

Upper
Limit
%

113.32 6.05 22.44

Cmax 102.30 92.35
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r AUC0->t 104.18 100.99| 107.47 1.23 723

Pharmacokinetic Treatment (Mean = SD)
Parameter TEST Product REFERENCE
Cmax (ng/ml) 39.807 £ 11.15 38.534+9.32
AUC o(ng.h/ml) 243.58 + 51.80 232.40 £ 40.27
AUC 6. w(ng.h/ml) 257.10 & 57.33 243.79+47.83
tmax (h) 1.70+ 0.88 1.58+0.93
t 12¢1 (h) 6.10+ 1.69 5.78+ 1.46
AUCo+/AUC 0- 0 % 94.88 + 3.36 95.68 £2.97
Ker (1/h) 0.120 £ 0.03 0.1267 +0.03

21. Results of
safety

There were no deaths or other significant adverse events during the study
period.

Each subject received a thorough physical assessment and vital signs
evaluation (blood pressure, pulse, respiratory rate and temperature) plus
laboratory tests of haematology, serology, biochemistry and urinalysis and
ECG on screening examination. Laboratory tests of neutrophiles and liver
function tests (Total bilirubin, Alkaline phosphatase, SGOT and SGPT) and
ECG was done for all subjects before admission to Period n. The subjects
received the same physical assessment, as well as, the vital signs evaluation
plus laboratory tests of haematology, biochemistry and urinalysis and ECG
on follow up examination, which was within 24 hours from collecting the last
sample in period II.

Clinical assessment for all subjects was carried out to evaluate their
tolerability to the study's medications. Study subjects demonstrated good
tolerance to the two study's drugs.

22. Conclusion

Point estimates and the 90% Confidence Intervals for almotriptan transformed

(assesment) ratios (Test/Reference) were within the accepted limits of 80.00-125.00 % for
Cmax and AUCO~t; Therefore, the bioequivalence of Chanelle Medical
(ALMOTRIPTAN 12.5 mg Film Coated Tablets) with the Reference Product
of Almirall, S.A. (Almogran 12.5 mg Film Coated Tablets) can be concluded.
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Homarok 30

1o Ilopsaaxy IpoBeleHHs eKCIIepPTH3H
peecTpalifHuX MaTepiaiiB Ha JiKapchki
3aC00H, 110 N0IAIOTECS Ha JIEPIKABHY
PEECTPaLiiO (EpepeecTpaLiio), a TaKoK
EKCIIEPTH3H MATEPIaTiB [IPO BHECEHHS
3MiH JI0 peecTpamiifHux MaTepianis
IIPOTATOM i1 peecTpaIiiiHoro
IOCBiTUEeHHS

(myskT 4 pozginy IV)

3BIT
Nnpo KJiHiYHe BUNPOoOYBaHHs

1. Hasea
JIIKapChKOTO
3acoly (3a
HasBHOCTI -
HOMEp
peecTpaiifHor
0 ITOCBiIYEHHS)

MirperaH, TableTKH, BKPUTI ILTiBKOBOIO 000JI0HKO0, 10 12,5 Mr

2. 3aaBHHK

3AT «®apwmitiray, Jlutoeska Pecmy6iika.

3. BupoOuuk

[lanens Menikan Aunimiten Komnani, Ipnanzis - Bupo6uunTsO in bulk,
AHAITHYHE TECTYBaHHS, IEPBHHHE Ta BTOPUHHE MKy BAHHS, BHITYCK Cepii.

Kommuit JlaGopatopi Cosmoninc, Ipiansis - aHa i THUHI TecTyBaHHS.

4. IIpoBeneni
TOCIT JKEHHS:

TaKk HI  SKIOO Hi, 06IPyHTYBATH

1) Tan
ITIKapChKOTro
3aco0y, 3a
STKHM
ITPOBOIHAJIACS
abo

[UIaHY EThCS
peecTpartis

3asBKa U FEHEPUIHOTO JIIKAPCHKOTO 3ac00y

5. IloBHa Ha3Ba
KJIIHIYHOIO
BUIIPOOYBaHH:,
KOJI0OBaHHM
HOMEP
KITIHIYHOIO
BUIIPOOYBaHHS

[lopiBHAIBHE, paH/IOMi30BaHe, OIHO/I030B€, JBOXETAIIHE, IepeXpecHe
MOCITIIKEHHS 3 BiIKPHTHM MapKyBaHHSIM JJIsS BU3HAYEHHS 010eKBiBaIeHTHOCTI
npenapartis [lanens Menikan, Ipnannis AneMoTpHnTal B TabIeTKax, BKPHTHX
IUTiBKOBOIO 000/I0HKO0, 1012,5 Mr (01Ha TabJieTKa, BKPUTA IIiBKOBOIO
000JI0HKOKO, MicTHTB 12,5 Mr aneMoTpunTany), Ta Anmipan C.A., Icnanis
AJbMorpan, B TablieTkax, BKPUTHX IUTIBKOBOIO 000J10HK00, 110 12,5 Mr (ogHa
TabJIeTKa, BKPUTA IUTIBKOBOO OOOIOHKOO, MiCTHTE 12,5 MI' a/IMOTPUIITAHY)
[1iCJIst IIEPOPaIbHOTO NpuifoMy 12,5 MI' aJIMOTPHITAHY 30POBUMH JOPOCITHMHE
HaTIiecepIie.
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6. daza

Jlocnimxenns GioeKBiBaIeHTHOCTI

KJIIHITHOTO
BUNPOOYBaHH:A
7. Ilepiox Jins rpymu I:
nposeneHHs  |[lepiox I: 17/06/2012
KJIIHIYHOTO [lepion II: 24/06/2012
BunpoOysans | rpynu I1:
[lepion I: 24/06/2012
[Tepion II: 01/07/2012
8. Kpaimm, e [Mopmanis
TIPOBOIRIIOCS
KJIiHIYHE
BHIIPOOYBaHHS

9. KinpKicTh

zamwragoBano: 30
baxkTauHO: 27

OCTIKYBaHH

X

i, Wi OcHoBHA MeTa

BTOPHHHI Iim [[{e  mociimkeHHs OyJ0 OIHOIEHTPOBHM, BIOKPUTHM, pPaHIOMi30BaHUM

KITiHI9HOTO OCTIIDKEHHSM  OJJHOPa30BOI JI03H 3 IEPEXPECHHM [H3aiHOM i3 [JBOMa

BUIIPOOYBARHS |panianTamy JTiKyBaHHA JUIS TOPIBHAHHS Gi0I0CTYIHOCTI aIMOTPHIITAHY MiXK
JBOMA IIPOAYKTaMH Y 3[JOPOBHX JOPOCIUX CYO’€KTIB 3a YMOB IIpHHAOMY
HaTiecepue. Pe3ynbraté nporo DOcTiKeHHS 0i0€KBiBalIEHTHOCTI IOKa3alld
CKBiBAJICHTHICTh JIBOX JOCIIKYBaHHX MPOAYKTIB MO0 MIBHAKOCTI abcopbuii,
K 3a3HadeHo Cmax, i momo cryneHs abcopObuii, sx 3asHaueHo AUCo-->t.
[Tapamerpruni 90% moBipui iHTepBaIA Cepe/IHiX 3HAYEHD [IJIs CIIIBBITHOIIECHHS
JIOCJIJDKYBAHUNA JIKAPCHKUU 3ACIB/PE®EPEHTHUI
JIIKAPCBKUM 3ACIB 6ymui B nomycruMux Mexax GioexsisazenTrocTi 80,00-
125,00 % n1a Cmax i AUCo->t Ha OCHOBI JaHHX, OTPUMAHHX 13 KOHI[EHTpAIliif
QIMOTPUITAHY B ILIA3Mi.
Bropunna uiie
CrexuTH 3a 6e3mexoro gocmimkyBannx. [ Beix cy6'exTin 6y10 mpoBeeHo
KJIIHI9HY OIIHKY HePEeHOCHMOCTI JOCIIKYBaHHX MPENIApaTiB.

11. Jlnzaita JlocimkeHHs 6y 10 TOPIBHAIBHUM, PaHI0MI30BaHAM, 3 OJHOPA30BHM

KJIIHIYHOTO BBEJICHHAM IIpeNapary, 3 1BOMa CXeMaMH JIIKYBaHHS, IIEPEXPECHHAM

BUIIPOOYBAHHS |[TOCTIIHKEHHIM 3 JBOMA MEePioaMy 3 BIIKPUTHM MapKyBaHHSAM Ul BU3HAYESHHS
0ioeKBiBalIEHTHOCTI 3a yyacTio 30 30pPOBHX JOPOCIHX B YMOBAX IIPUHOMY
[Ipenapary HaTmieceplie.

12, Girennt C’.l‘aTB: EIononiRIfI

m— BH.(: 27 £5.51 pik
3pict: 176 + 6.48 cMm

BKJTFOYEHHS

Bara: 72 + 10.56 xr

[MT: 23.4 + 2.29 xr/m2
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13

JlocIti/pKy BaH|
i JTKapchKHi
3aci0, criocid
3aCTOCYBaHHS,
cuta il

KoxeH y9acHHK €KCIIEPHMEHTATBHOTO A0CIDKEHHS OTPUMYBAB [EPOPATbHY
1103y O/tHi€T TaONETKH IIPH3HAYEHOTO [PEapary, BiOBiIHO 10 CXeMH
panoMisamii, 3amuBaroyy i 240 M1 BOJTH.

14. TIlpenapar

Jlixysanns B (pedepentanii npenapar): OnHopasopa 103a, ojHa TabieTka

NOPIBHSAHHA,  |AIbMOZpany, 6Kpuma niiekogoio 0600nKoI0, no 12,5 M2, 12,5 mr
11033, CII0CI0  [AJIMOTpUNTaHy B OfHil Tab/eTIi, BKPUTIii MITIBKOBOO 060IOHKOIO.
3aCTOCYBaHH,

cuia mii

15. Cynytas  |He 3acTocoByeThest

Teparis

16. Kpurepii
OLIIHKH
e eKTHBHOCTI

DapmakokiHeTHKa: Cmax and AUCo. (mepBurHEA); Kel, tmax, AUCo. oo and ti/2e1
(Bropunna); AUCo. /AUC o- co: Cnisinrommenns AUCo-t 1o AUC o- oo (inme)

17. Kpurepii

JloctiDKeH s IPOBOIIIOCS BitnoBiHo 10 pexomennaniit ICH-GCP mix

OLIiHKH KEePIBHUIITBOM HAyKOBOTO KepiBHHUKA. JKOIHHX CYyTTEBHX BiIXHICHD Bix

Oe3nexu IIPOTOKOJLY JOCII/DKEHH, AKI MOT/IH 6 BIUIMHYTH Ha PE3YJIbTaTH I[OTO
IOCTI/DKEHHS, He BUABIICHO. Bei y4acHUKH €KCIIepHMEHTAIBHOTO JOCIIKEHHS
Bi/IIIOBi/Ja)IM KPUTEPisM BKITIOYEHHS, OIIHCAHHM Y IPOTOKO JOCTiPKEHHS.
[lepenbauysani pusuxu Gymu 3BakeHi 10 OYATKy q0CimKeHHs. [Ipasa,
Oe3mexa i 30pOB’s YUACHHKIB €KCIIEPHMEHTAIBHOTO JOCIIDKEHHS BBAKAIIHCS
HaBaXIMBIIIMM THTAHHAM, 10 IIEpeBa)kae HaJl iIHTepecamMu HAYKH i
CYCIIJIBCTBA.
CratucTHynmit aHaii3 mpoBoauBes 3a nporpamoro Kinetica™ 2000, 3a

18. .

. |jmomomororo mporpamu Microsoft® Excel (2003).
CratucTuyni : ;
e Crymnine abcopOuii Bu3Ha4aBcs 3a nokasaukoM AUCo~t. IlIsuzkicts abcopbmii

BH3HavamH 32 Cmax. J[js napaMeTpHaHOro aHaiisy 6i0eKBiBaleHTHOCTI /14
Ln-TpanchopMoBaHuX qaHUX Oy BCTAHOBJICH] MEXKi MPUHHATHOCTI
80,00-125,00% mna Cmax ta AUCo~t. MynbTHIITiIKaTHBHA MOJIENE OyIa
oOpana JuIsl HeTpaHC(HOPMOBAHHX [TApaMETPiB 610€KBiBATEHTHOCTI.
Bukopucrarno norapudmivne nepeTBopeHHs BUXIIHUX JaHHX. 3a

MPHITY IIEHHM JIOrapH()MiYHOr0 HOPMaIbHOTO PO3NOALILY OYB IpHItHATHIH
napaMeTpHYHM IiJIXi, pekoMenaoBauuii Steinijans ta Diletti, mo bazyernest
Ha BKJIIOYEHH] HaikopoTimoro 90% moBipuoro iHTepBaly B Jiana3zoHi
010eKBiBAJIEHTHOCTI.

Jlucnepciitauit anamiz (ANOVA) BUKOPHCTOBYBABCS 7151 MOCIiIOBHOCTI,
nepiony, cy6'exra (mocnifoBHOCTI) Ta edekry mikysanus. ANOVA Gys
nposeneHui it AUCo.t AUC o- oo, Cmax, tmax, t 12¢1 Ke;, Ln AUCo-t Ta
Ln Cmax Ui aIMOTPUNITAHY.

JUist riepexpecHoro Au3aitHy 3 JBoMa IepiogaMu Oyiia BAKOPHCTAHA
MYJIBTHILTIKATHBHA JIiHiHA MOIENb:

Yijk = log ( Xijk) = p + Gk Sik + Pj + F (j , k) + eijk

~
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19,
Jlemorpadiuni
[IOKA3HUKH
MOCIIKYBaHOT
OITY AT
(cTaTh, BIK,
paca, TOoIIo)

Crats: YomoBiku

Bik: 27 + 5.51 pix
3pict: 176 + 6.48 cMm
Bara: 72 £ 10.56 kr
IMT: 23.4 + 2.29 xr/m*

20. Pesynmpratu
edexTUBHOCTI

T — 90% Hosipuux inTepBasis
3 napaMCTpPHYIHHUX CEPEOHIX
i nmapamerp
MiHnuBicTs |MinnusicT
To‘qKoBil/ HI/I)KHf)I Bepxn sHaueHb CVY%| . spamqems
ouinka % Mesxka %o fa o (Jlorapndmiune| vy,
)
%o
Cmax 102.3 02,35 113.32 6.05 22.44
0
AUCO->t 104.1 100.9| 107.47 1.23 7.23
8 9
®apmakokineTuuHuiiJlikyBanns (CepenHe 3HaAUCHHS +
rapaMmeTp CTaHIapTHE BiIXUJICHHSA) h,
JIOCJIIJDKYBAHIMW PEOEPEHTHUUA
rpenapar penapar
Cmax (ar/mn) 39.807 + 11.15 38.534 % 9.32

AUC o.(ar.roJm./Mmi)

243.58 +51.80

232.40 + 40.27

AUC o. o(HT.TOI./MIT)

25110+ 5733

243.79+£47.83

tmax (TOI.) 1.70+ 0.88 1.58+ 0.93

t 112¢1 (TOJ1.) 6.10+ 1.69 5.78 £+ 1.46
AUCt /AUC 0- 20 % 94.88 + 3.36 95.68 +2.97

Kei (1/rom.) 0.120 + 0.03 0.1267 £ 0.03

21. Pesynetarn
De3mexn

LIpoTsirom nepiomy xociimKkeHHs He OyI10 3adikcoBaHo KOTHHX cMepTer a6o
IHITIX 3HAYHHX HETATHBHUX MPOSBIB.

K0KHOMY y4acHHKY EKCTIEPHMEHTAIBHOTO TOCIIUKEHH GyII0 TPOBE/IEHO
petenbHe izHuHe 00CTEeIKEHHS Ta OLIHKY JKATTEBO BAYKIIMBHUX IIOKA3HHUKIB
(apTepialbHuI THCK, ITyJIbC, YACTOTA IUXAHHS Ta TEMIIEPATYpPa), & TAKOXK
1a00paTOpHi TECTH Ha reMaToJIOTiIo, CepoIorito, Hioximiro, aHamis cedi Ta EKT
i1 9ac CKpHHiHroBoro obcreskenus. JlaboparopHi ananizu HeHTpodinip i
neyinkoBoi GpyHKnil (3aransuuit 6inipy6in, 1yxna Gocharaza, SGOT ta SGPT)
ta EKI" Oy npoBeieHi A1 BCiX YYaCHHKIB €KCIIEPUMEHTAILHOI0
NOCIIJDKEHHS TIepeT JomyieHHsM 10 [lepioay n. Y4yacHUKH
CKCIIEPHMEHTAJIBHOTO JTOCIIIPKEHHS OTPHMAIIH TaKy X OIHKY (i3HaHOro
CTaHy, a TAKOK OIIHKY JKHTTEBO BaXKTHBUX ITOKA3HUKIB ILUTFOC 1aG0OpaTopHi
aHaIi3H Ha reMaToJIoriio, 6ioximiro, ananis ceui Ta EKI™ npu nojansimomy
o0cTexEeHHI, AKe IPOBOIMIOCS IIPOTATOM 24 TOIHH 3 MOMEHTY 300py
OCTaHHBOTO 3pa3Ka B mepiofi II.

KitiniuHe 00CTEKEHHS BCIX YUACHUKIB €KCIIEPUMEHTAIBHOTO JOCTIIKEHHS

IPOBOJHIIOCS 3 METOIO OL[IHKH IXHBOT TepeHOCHMOCTI TIpenapaTis, 110

1
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BHKOPHCTOBYBAIMCS B JOCIIKEHH]. YYaCHUKH eKCIIEPUMEHTAILHOTO
JIOCIIIDKEHHS IIPOAEMOHCTPYBallH N00py MEpEeHOCHMICTD IBOX IIperapariB
ITOCITi KEHHS.

22. Bucuosok |Toukosi oninku Ta 90% noBipuux iHTEepBAiB 11 NepeTBOpeHHEX KoedimieHTiB
(3aKIIOYCHHSA) [aIMOTPHITAHY (IOCIIDKYBaHUA/peepeHT NN Ipenapat) 3HAXOMMINCE
npuiinaTux mexax 80,00-125,00 % mns Cmax ta AUCO~t; orie, MOKHA
3po0MTH BHCHOBOK IIofo GioeksiBaseHTHOCTI mpemapary Illamens Menikan
(AJIMOTPHUIITAH, Tabnerku, BKpuTi 060I0HKOIO, 10 12,5 MT) 3 pedepeHTHHM
npenapatoM Kommadii Ammipan, C.A. (AnsMorpaH, TaOleTKH, BKpHTI
06010HKOIO, 10 12,5 Mr).

3assBHUK

(BmacHHK

peecTpariifHoro (mizmic)
[IOCBI/TYCHHS) Aneimanmac Kyncmic

(TLLB)

Ljeli dokymeHm nepeknadeHo Ha yKpaiHceKy mosy nepeknadayem MapuHoro YcameHKo W
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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 1V)

REPORT
on preclinical studies

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

Migretan, 12,5 mg, film-coated tablets

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

This application is for generic.

2) conducted studies

yes no if no, justify

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

1) analytical methods and reports on their [NA
validation

2) absorption INA
3) distribution INA

KOMIA BIPHA
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4) metabolism INA
5) elimination INA
6) pharmacokinetic interactions NA
(preclinical)

7) other pharmacokinetic studies INA
4. Toxicology:

1) single use toxicity NA
2) repeated doses toxicity INA
3) genotoxicity: INA
in vitro

in vivo (including additional assessment on|[NA
toxicokinetics)

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

Additional studies INA
5) reproductive and developmental INA
toxicity:

Effect on fertility and early embryonal INA
development

embryotoxicity INA
Prenatal and postnatal toxicity INA
Studies where the product is administered [NA
to offspring (immature animals) and/or

remote effect is estimated

6) local tolerability INA
7) additional toxicity studies: INA

KORABIPHA——
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antigenicity (formation of antibodies) INA
immunotoxicity INA
study of mechanisms of action INA
drug dependence INA
metabolite toxicity INA
impurity toxicity INA
other INA

5. Conclusions regarding preclinical study

The product we are applying for the grant of
marketing authorization is the generic equivalent to
Almogran 12,5 mg film-goated tablets marketed by
Almirall S.A., Spain, ¥y ¢ qualitative
and quantitative co itiog4p t

(5
; 4 .
substance( 44 2’1 'c wg;ator pro % "

Applicant (Registration
Certificate holder)

S\

b
(signaturef 4 LT
Kupstys Algimantas

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

no Ilopsaaky npoBeJeHHs eKCIIEPTH3N
peecTpauiifHux MarepialliB Ha TiKapchKi
3ac00M, 1110 MOAOTHCS Ha JIepsKaBHY
peecTpaLiio (TepepeecTpaliio), a TAKOXK
EKCIMEePTU3H MaTepiasiB PO BHECEHHS
3MiH JI0 peecTpaliiiHuX MaTepiais
npoTsarom 1ii PeectpauiitHoro
TTocBinueHHs

(myHKT 4 po3ainy 1V)

3BIT

PO AOKJIIHIYHI A0C/TiIKeHHSA

1. Ha3Ba nikapcekoro 3acoby (3a
HAABHOCTI - HOMEp peecTpaliifHoro
MOCBiAYEHH):

Mirperan, Tabnaerku no 12,5 Mr, BKpUTi M1iBKOBOIO
000JIOHKOO

1) Tun nikapceKoro 3acofy, 3a SKUM
npoBojaMiacs abo NMuaHyeTbes peecTpallis

3asBKa U1 TEHEPUYHOTO JIiKapChKOro 3acoly

2) npoBeeHi AOCTiPKEHHA

TaK HIi AKINO Hi, 00rpyHTyBaTH

Jlikapchkwii 3aci6 BiZIOBiae 03HAKaM FreHEPHUUHOTO
JiKapceKoro 3acoby, BuzHaueHuM y Cratti 10.1 (a)
(iii) dupexruru 2001/83/€C 3i 3MiHamu Ta
JIOTIOBHEHHSMH, OCKIJIBKH Ma€ OTHaKOBHIf SKiCHUIA
Ta KiJTBKICHUH CKJIa/ Jil0uol peYOBHHH 3
pedepeHTHHM JliKapcbKUM 3ac000M, OJTHAKOBY
nikapceKy GopMy 3 pedepeHTHHM JTiKapChbKUM
3aco00M; JOKIIHIYHI HOCTIIKEHHS HE

%ﬁ,«e 2CEL. Lz

MPOBOAMIIHCE.

2. ®apmaxonoris: H3
1) nepBuHHa hapmMakogMHaAMIKa H3
2) BTOpHHHA papMaKoAHHaAMIKa H3
3) dapmakonoris Oeznexu H3
4) dbapmakoguHamMiuHI B3aEMOAIT H3
3. @apMaKoKiHETHKa:

1) a_Hani_qui METOJMKH Ta 3BiTH wwoao ix |H3
BaJTIALll{
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2) BCMOKTYBaHHA H3
3) poznofin H3
4) meTabonizm H3
5) BUBEIEHHS H3
6) papmakokiHeTHUHI B3aeMoiT H3
(LOKIiHIYHI)

7) inwi hapmakokiHeTHYHI qocnimkenns [H3
4. Tokcukosnoris:

1) TOKCHYHICTB Y pa3i OHOPa30BOTO H3
BBEJICHH

2) TOKCHYHICTb y pa3i NOBTOPHUX BBeAeHH |H3
3) reHOTOKCHYHICTB! H3
in vitro

in vivo (BKTIOYalO4H 10JaTKOBY OLIHKY 3 [H3
TOKCHKOKIHETHKH)

4) KaHLEpPOTeHHICTE: H3
TOBTOCTPOKOBI JOCIIIPKEHHS H3
KOPOTKOCTPOKOBI JOC/IIIXKEHHS H3
00 OCHiPKeHHS cepeiHbOT TPHBAIOCTI
MOJATKOBI JOCITIPKEHHSA H3
5) pernpoayKTHBHA TOKCUYHICTE Ta H3
TOKCHYHHH BIIMB HA PO3BUTOK

[IOTOMCTBA!

BIJIMB Ha PepTHIIBHICTE | paHHiH H3
eMOpioHaNbHUI PO3BHTOK

eMOpPIOTOKCHYHICTB H3
NpeHaTaabHa I oCTHaTajlbHa TOKCH4YHIcTh [H3
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NOCIIKEHHS, TIPH SIKKX [penapar H3
YBOIHTHCSA MOTOMCTBY (HECTATEBO3PIIMM
TBapMHaM) Ta/abo OLIHIOETLCH BijUIaeHa

st

6) MiclLleBa NIepeHOCHMICTE H3
7) DOJATKOBI HOCIKEHHS TOKCHYHo Ti:  |H3
QHTHI€HHICTh (YTBOPEHHS aHTHTIJ) H3
IMYHOTOKCHYHICTB H3
NOCTIKEHHS MEXaHI3MIB JIii H3
JliKapchKa 3aJIeKHICTh H3
TOKCUYHICTEL MeTaboiTiB H3
TOKCHYHICTE JOMIIIOK H3
iHIIIE H3

5. BUCHOBKH 00 JOKIIHIYHOTO
BUBUYEHHS

Ulikapcekuii 3aci0, Ha sSIKMH MU [I0A€MO 3as1BKy Ha
OTPHUMaHHSA PeeCTPaLlifHHOro MOCBiA4eHHs, €
reHepHYHHM JIIKapChKHUM 3aco00M Mpenapary
ANbEMOrpaH, B Ta0JlleTKaX, BKPUTHX TUTIBKOBOIO
00010HKOI0, 10 12,5 MT, 10 BUITYCKAETHCS Ha
pruHOK KomnaHiero Anmipan C.A., Icnianis, Ta Mae
TaKUH caMUH SAKICHMH Ta KiNbKiCHMIT CKIa AiF0YHX
[PEYOBHH, SIK 1 TIpeMapaT MOPiBHAHHS.
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