Jlonatok 29

1o IopsiziKy NpoBeJIeHHS eKCrepTHOT OL[HKH
peecTpauifHUX MaTepiaiiB [ JTIKapChbKHX
3aco0iB, MOJAAHUX JII8 JiepraBHOT peecTpaulii
(nepepeecTpalii), a TAKOK A5 eKCIEPTHOT
OIIHKM MaTepialliB 11[0J10 BHECEHHS 3MiH JI0
peecTpauiiHuX MaTepianiB NPOTAroM CTPOKY
1T peecTpaliiiHOro mocBig4eHHs

(. 4 posginy IV)

3BIT ITPO JOKJIIHIYHI JOCJLIKEHHS

1. Hazpa nikapcbkoro 3acody (Homep

€):

peccTPaLiiHoOro NOCBigueHHs, AKIO TaKHit

Omnoc yo (Omlos Duo)

1) Tun nikapeekoro 3aco@y, 3a sKUM 0yI10

3nilicHeno abo nependavyacThes peecTpallis

["enepuyHmit

2) npoBeeH! 0CTIKEeHHS

Hi. V BiAnoBiZHOCTI 3 BUMOTaMH JI0 3aCTOCYBAHHS
reHepU4HHX Tpenaparie, BUKIaaeHnx y «Hakaszi
MinicrepcTBa 0XOpOHH 300pOB’s YKpaTHH BiJl
26.08.2005 No 426», Ana reHepUUHUX TMpernaparie
JKOJHMX Pe3y/IbTATIR BIACHUX TOKCHKOIOTIHHUX UM
(dhapMaKoJIOriuHUX JOCHIKEHb Y1 KITHIYHMX
JIOCTiPKeHb He MoTpiOHO, TOMY BOHH He
HaroIThed. Pemra pozsiiie Jfonatky 29 He
3aCTOCOBYIOTHCS 10 1IbOTO FEHEPUUHOTO MPEerapary.

2. @apmakonoris:

1) nepeunHa papmaxoauHamika

HE 3aCTOCOBYETBCA

2) propunna dapMakouHamiKa

HE 3aCTOCOBYETHCA

3) dhapmakortoris He3rnexu

HEC 3aCTOCOBYETBLCA

4) apmakoguHamiuHi BaeMoil

HC 3aCTOCOBYETbLCSA

3. dapmakokiHeTHKA:

1) aHanmiTUYHI METOAM Ta 3BITH IIPO 1X
Baslifauio

HC 3aCTOCOBYETBHCA

2) abcopoduiis

HE 3aCTOCOBYETLCA

3) posnoain

HC 3aCTOCOBYETBHCA

4) metabomnizm

HC 3aCTOCOBYETBHCS

5) emiMinHalis

HC 3aCTOCOBYETLCA

6) papmakoKiHeTHUH] B3aeMOiT
(TOKJTiHIYHI)

HE 3aCTOCOBYETLCA

7) il GapMaKOKiHETHYHI JOCITIKEeHHS

HE 3aCTOCOBYETLCA

4. TOKCUKOJIOTIS:

1) 0IHOI030Ba TOKCHYHICTh

JHe 3aCTOCOBYETRCA
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2) TOKCHYHICTE MPH MOBTOPHHX J103ax

HE 3aCTOCOBYETHCA

3) reHOTOKCHUHICTE: in Vitro

HE 3aCTOCOBYETHLCA

in vivo (BKJIIOUAIOYH JIOZATKOBY OLIHKY
TOKCHMKOKIHETHKHN )

HE 3aCTOCOBYETBLCA

4) KaHLEPOTeHHICTD:

HE 3aCTOCOBYETLCH

TPUBAITI JOCIIIPKEHHS

HE 3aCTOCOBYETLCAH

KOPOTKOTEPMiHOBI 10C1IKEHHS
abo JOCTiIKeHHs cepeIHbOT TPHBAIOCTI

HE 3aCTOCOBYETLCA

101aTKOBI JOC/IIZKEHHS

HE 3aCTOCOBYETLCA

5) penpoAyKTHBHA TOKCHUYHICTb Ta
TOKCHYHMIH BIJIMB HA PO3BUTOK
[IOTOMCTBA:

HE 3aCTOCOBYETHCH

BIUTHE HA (PepTHIIBHICTL Ta paHHIA
eMOpiOHAJIBHUI PO3BHTOK

eMOpIOTOKCHYHICTE

HE 3aCTOCOBYETBHCA

npeHaTa’abHa Ta MOCTHATATbHA
TOKCUYHICTD

HE 3aCTOCOBYETLCA

OCTIKEHHS, B paMKaxX AKHX JTiKapchKHH
3aci0 BBOAATE IIOTOMCTRY (HE JIO3PIIUM
TBapHHaM) Ta/ab0 OLIHIOTL Ha
TOBFOTPUBAITI HACITIIKH

HE 3aCTOCOBYETHCA

6) MiclLieBa epeHoCHMICTD

HE 3aCTOCOBYETLCSA

7) NOJATKOBI OCIIKEHHS TOKCHYHOCTI:

HE 3aCTOCOBYETBLCA

AHTHIeHHICTE (YTBOPEHHS aHTHTIN)

HE 3aCTOCOBYETBLCS

IMYHOTOKCHYHICTE

HE 34CTOCOBYETLCA

TOCTTIDKEHHS MexXaHi3My it

HE 3aCTOCOBYETBCA

RANeKHICTE BiJI JIKapChKOro 3acody

HE 3aCTOCOBYEThCH

MeTab0I14Ha TOKCHYHICTE

HE 3daCTOCOBYETLCA

TOKCHUYHICTB JOMIILOK

HE 3aCTOCOBYETHCS

1H111E

HE 3aCTOCOBYETLCA

5. BUCHOBKM JOK/ITIHIYHOIO JTOCHIDKEHHS

HE 3aCTOCOBYETHLCA

3aaBHUK (BIACHUK ITI/IMTAC Ta Me4YaTKa
peecTpaniiHoro (nmianuc)
MOCBII4EHH)

€nena Jlazora, (apm. crien.
KepiBHUK perynsTopHoro Biaainy
AJIKAJIOIIT AJT Cron'e

(im'st, mo OaTEKOBI, Npi3BHIIE)



Annex 29
to the Procedure for expert evaluation of

amending registration materials during
registration certificate validity term
Clause 4, Section V)

PRECLINICAL STUDY REPORT

registration materials for medicinal products |
filed for state registration (re-registration) as
well as for expert evaluation of materials on

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

Omlos Duo

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 i
2) sccondary pharmacodynamics i
3) safety pharmacology “

n/a

3. Pharmacokinetics:




1) analytical methods and reports on their
validation

n/a

3) genotoxicity:
in vitro

2) absorption i
—— n/a
3) distribution
4) metabolism hua
5) elimination A
ey . n/a
6) pharmacokinetic interactions
(preclinical)
7) other pharmacokinetic studies -
4. Toxicology:
1) single-dose toxicity fid
2) repeated dose toxicity ale
n/a

in vivo (including additional toxicokinetics
assessment)

n/a

5) reproductive toxicity and toxic effects
on offspring development:

; -~ n/a
4) carcinogenicity: ‘
. n/a

long-term studies
: n/a

short-term studies

or medium duration studies

i : n/a

additional studies
n/a




impact on fertility and early embryonic
development
s n/a
embryotoxicity
prenatal and postnatal toxicity
. : =g n/a
studies under which the medicinal product
is administered to offspring (non-mature
animals) and/or evaluated for long-term
etfects
n/a
6) local tolerance
o T : n/a
7) additional toxicity studies:
2, e ’ g . n/a
antigenicity (antibody formation)
; o n/a
Immunotoxicity
i 2 ; n/a
mechanism of action studies
s n/a
drug dependability
g i n/a
metabolite toxicity
- " /
toxicity of admixtures e
other e
e ; n/a
5. Preclinical study conclusions

Applicant (registration
certificate holder)

7 (signature)

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




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

(Clause 4, Section IV)

CLINICAL TRIAL REPORT 01

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

Omlos Duo

2. Applicant

Alkaloid AD Skopje

Boulevard Aleksandar Makedonski 12,
Skopje, 1000,

Republic of North Macedonia

3. Manufacturer

Laboratorios Leon Farma, S.A.,Spain

4. Studies conducted:

yes no if 'no’, substantiate

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

generic

S. Clinical trial full
name, coded clinical
trial number

Single Dose Crossover Comparative Bioavailability Study of
Dutasteride / Tamsulosin 0.5 mg/0.4 mg Capsules in Healthy Male
Volunteers / Fasting state

Study ZNV-P0-421

6. Clinical trial phase

Phase |

Bioequivalence study




7. Clinical trial time
frame

from 08.07.2016 to 11.08.2016

8. Countries where the Canada
clinical trial was

conducted

9. Number of persons  [planned: 48
under study actual: 48

10. Clinical trial

purpose and secondary
objectives

Evaluate and compare the bioavailability and therefore to assess the
bioequivalence of two different formulations of dutasteride/tamsulosin
after a single oral dose administration under fasting conditions.

11. Clinical trial design

The study was a single center, randomized, single dose, laboratory-
blinded, 2-period, 2-sequence, crossover design in healthy male
subjects. The investigational products were administered under fasting
conditions

12. Main inclusion
criteria

- male subjects, at least 18 years of age.
* non- or ex-smokers
* body mass index (BMI) >18.50 kg/m? and <30.00 kg/m>

* no clinically significant abnormality found in the 12-lead ECG
performed at study entry

* healthy according to medical history, complete physical examination
(including vital signs) and laboratory tests (general biochemistry,
hematology and urinalysis)

13. Medicinal product
under study,
administration route,
efficiency

Test: 1 x Dutasteride/Tamsulosin HCI 0.5 mg/0.4 mg capsule
Regimen: Single dose of 0.5 mg/0.4 mg

Route of administration: Oral

14. Comparison
medicinal product,
dosage, administration
route, efficiency

Reference: 1 x Duodart® (Dutasteride/Tamsulosin HCI) 0.5 mg/0.4 mg
capsule '

Regimen: Single dose of 0.5 mg/0.4 mg

Route of administration: Oral




15. Concomitant
therapy

No concomitant drug therapy was allowed during the study.

16. Efficacy
assessment criteria

Criteria for Bioequivalence:

Statistical inference of dutasteride was to be based on a bioequivalence

approach using the following standards:

e The ratio of geometric LSmeans with corresponding 90%
confidence interval calculated from the exponential of the
difference between the Test and Reference products for the In-
transformed parameters Cmax and AUCo-72 should all be within
the 80.00 to 125.00% bioequivalence range.

Statistical inference of tamsulosin was to be based on a bioequivalence

approach using the following standards:

e The ratio of geometric L.Smeans with corresponding 90%
confidence interval calculated from the exponential of the
difference between the Test and Reference products for the In-
transformed parameters Cmax, AUCo-r and AUCo-= should all be
within the 80.00 to 125.00% bioequivalence range.

17. Safety assessment
criteria

Safety was assessed by qualified study staff by evaluating the following:
reported adverse events, clinical laboratory test results, vital signs
measurements, ECG findings, physical examination findings (including
body weight and height measurements), and concomitant medication
usage.

18. Statistical methods

The statistical analysis was based on a parametric ANOVA model of the
pharmacokinetic parameters; the two-sided 90% confidence interval of
the ratio of geometric means for the Cmax and AUCs was based on In-
transformed data; the parameter Tmax was based on a non-parametric
approach.

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

male subjects, at least 18 years of age, non- or ex-smokers,body mass
index (BMI) >18.50 kg/m? and <30.00 kg/m>

20. Efficacy results

The criteria used to assess bioequivalence between the Test and
Reference formulations were all fulfilled. For dutasteride, the Test to
Reference ratio of geometric LSmeans and corresponding 90%
confidence interval for the parameters Cmaxand AUCo.72 were both
within the acceptance range of 80.00 to 125.00%. For tamsulosin, the
Test to

Reference ratio of geometric .Smeans and corresponding 90%
confidence interval for Cmax,

AUCo-rand AUCo-» were all within the range of 80.00 to 125.00%.




Results for Dutasteride:

GEOMETRIC LSMEANS® 90% CONFIDENCE
INTRA- LIMITS (%0)
PARAMETER |SUBJECT R-*;}“IO
C.V. (%) TEST |REFERENCE| (%)
' LOWER | UPPER
(n=48) (n=48)
Cuane 157 24007 25994 9235 §753 9744
AUCon 112 432566 458124 0442 9087 98.11

Results for tamsulosin:

*units are pg/mil for Crux and pg-h'mL for AUCy 1

ey o 90% CONFIDENCE
INTRA GEOMETRIC LSMEANS LIMITS (%)
PARAMETER | SUBJECT O
C.\. (%) TEST REFERENCE | (%% i
= LOA\WVER UPPER
(n=-48) (n=48)
B 13.9 14851.2 13701.1 108,39 193,39 113.64
AUCqyy 14.8 190230.2 188168.7 10110 96.21 106,23
AUCq.. 14.6 193049.7 191304.2 100.91 96.01 106.07

* units are pg/ml for Cou aad py-h'ml. for AUCHT and AUG,.

21. Safety results

A total of 48 subjects were randomized in this study, all of which
received the Test

(Dutasteride/Tamsulosin HCI) and the Reference (Duodartw).

No serious adverse events (SAE) and no deaths were reported for any of
the subjects enrolled in this study. No subject was withdrawn by the
investigator for safety reasons.

22. Conclusion
(opinion)

"The results presented show that the criteria used to assess
bioequivalence between the Test and Reference formulations were all
fulfilled. For dutasteride, the Test to Reference ratio of

geometric LSmeans and corresponding 90% confidence interval for the
parameters Cmax and AUCO0-72 were both within the acceptance range
of 80.00 to 125.00%. For tamsulosin, the Test to

Reference ratio of geometric LSmeans and corresponding 90%
confidence interval for Cmax,

AUCO-T and AUCO-«c were all within the range of 80.00 to 125.06%.




Therefore, the Test formuiation (dutasteride/tamsulosin 0.5 mg/0.4 mg
capsules, Manufacturer: Laboratorios Leon Farma S.A._, Spain) is judged
to be bioequivalent to the Reference formulation

(Duodart® 0.5 mg/0.4 mg capsules, Manufactured by Catalent Germany
Schorndorf GmbH, Germany) under fasting conditions.

Overall, the drugs tested were generally sg weé rated by the
; . e i WenOy
subjects included in this study. &
f(; oy
Applicant h el
(registration . ;" c
certificate holder) “ (s:gﬂature) \

Jelena Lazova, pharm. spee=——
Head of Regulatory Affairs
ALKALOID AD Skopje

KOMiA BiPHA %
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HNomnatox 30

10 Topsiiky 1poBeIeHHS EKCIEPTHOT OLIIHKH
peecrpalliiHuX MaTepialliB Ui TIKapChKHX
3aco01B, TOJAHKUX IS JepiKaBHOT peecTpartii
(nepepeectpailii), a TAKOXK 7151 €KCIEPTHOT OLIHKH
MarepialliB 100 BHECEHHS 3MiH J10
peecTpauiiiHuX MarepialliB POTArOM CTPOKY i
peecTpauiiiHoro noceiueHHs

(r. 4 posnimy IV)

3BIT PO KJIHIYHE JOCJIIZKEHHS 01

1. Haszpa nikapcbKoro
3aco0y (HoMep
peecTpauiiHoro
IOCBIYEHHS, KO
TaKHi ¢):

Owmutoc /lyo (Omlos Duo)

2. 3asBHUK

Ankanoin AJl Ckor’e

ByibBap Onexcanapa MakeaoHcbKoro, 12,
Crkom’e, 1000,

Pecny6uika [lisniuna MakegoHis

3. BupoOHuk

Jlaboparopioc Jleon @apma, C.A., Icnanis

4. Ilposeneni
TOCITIIKCHHA

TaK Hi sAkmo "Hi", 00rpyHTY#TE

1) Tun nikapcbKoro
3aco0y, 3a AKUM 0yJi0
3iiicHeHO abo

["enepuunHmii

nepeadavacThes

peecTpaliis

5. IloBHa Ha3Ba I lopiBHANIBHE HOCTIAKEHHS 01010CTYIHOCTI OJHIET 1031

KJITHIYHOTO nyracrepuay/Tameynozuny 0,5 mr/0,4 Mr, Kancyiau, y 310poBHX 100pOBOJIbLIIB-

TOCITKEHHS,
KOJIOBaHMiT HOMEp
KJIIHIYHOTO
JLOCIIJKEHHSA

YOJIOBIKIB/ HATIIIECEpLIe
Jocuijukenns ZNV-P0-421

6. Dasza KIHIYHOTO
JOCTIJDKEHHS

Mdaza |
THocnimkeHHs 010eKBiBAIEHTHOCTI

7. HacoBi pamku
KJIIHIYHOTO

3 08.07.2016 no 11.08.2016

OCITIIZKEHHS

8. Kpaiuu, ae Kanana
IPOBOJIMIIOCS KIIiHIYHE

OCITIKEHHS

9. KinbkicTh 3arnjaHoBaHo:; 48

NOCII /1KY BAHHMX OCi0

daxTuuHo: 48




10. Mera KiIiHIYHOTO
JOCIIJKEHHS Ta
BTOPUHHI L1iJi

OuinuTH T2 NOPIBHATH OI0AOCTYIIHICTD, 1 TAKHM YHHOM OLIHHUTH
0i0€KBiBaJICHTHICTD IBOX Pi3HUX IpENapaTiB IyTacTepHIy/TaMCyI03HHY Ticis
BBE/ICHHS OJIHIET 1031 HATLIEeceplie.

1. Jluzaitn
KJIIHIYHOTO
JLOCITJDKCHHS

JlocninxenHs 0ya0 OTHOLEHTPOBHM, PAHIOMI30BaHHM, 3 OHIEI0 103010,
1abopaTopHO 3aciiniaeHuM, 2-nepioHUM, 2-MOCiJOBHUM, 3 EPEXPECHUM
AU3aiiHOM, 3a y4acTio 3JI0poBHX 4YoJsiosikie. [Tpenaparu, ski gociijiKyBaiucs,
BBOMJIM HaTIecepLe

12. OcHoOBHI KpuTepil
BKJIKOYEHHS!

* 0coOu 4oJIOBIUOT cTaTi, BikoM IoHalimenine 18 pokis.

* HeKypli ado Kypli B MUHYJIOMY

+ ingexe mack Tina (IMT) >18,50 kr/m” i <30,00 kr/m”

* BIICYTHICTb KiHIYHO 3Hauymux Bigxuiens y EKI" 3 12 BinBenenusamu,
BHKOHAHOT HA MOYATKY JOC/IKEHHS

* HOpMaJIbHUM CTaH 3/0pOB's BIAMOBIAHO 10 MEAMYHOT KapTH, MMOBHE (i3HYHE
obcTeKeHHs (BKIIOUatOuM )KUTTEBO BAXIMBI 03HAKM) Ta J1abopaTopHi
JOCITiIKEeHHs (3araiibHa 0ioXimis, remMaTosoris Ta aHais ceui)

13. NocnixyBaHuit
JiKapchKHii 3acio,
croci® BBReEHHS,
e)eKTHBHICTD

Jocnipxypannii npenapar: 1 x Jlyracrepun/Tamcynosun HCI 0.5 mr/0,4 mr,
Karcy

Cxema npuiiomy: oaHopasosa no3a 0,5 mr/0,4 mr

Crioci6 Beenenns: [lepopansHo

14. Jlikapcbkuii 3acio
MOPIBHAHHS, 03U,
crioci0 BBEIEHHH,
e(heKTUBHICTh

Eranonnuii npenapar: 1 x Jlyonapt® (Jlyracrepun/Tamcynozun HCI) 0,5 mr/0,4
MT, KarcyJi1

Cxema npuifomy: ogHopazoBa no3a 0,5 mr/0,4 mr

Cnoci0 Beenenns: [lepopansHo

15. CynyTHs Teparnis

ITig yac pocnijikeHHs He Oyiia J03BOJIEHA MO IHA CYTTYTHS Me/IMKaMeHTO3Ha
Tepartis.

16. Kpurepii oniHkn
c(peKTUBHOCTI

Kputepii OioekBiBaeHTHOCTI:

CraTucTHYHU BUCHOBOK I1po ayTactepu]i Oyje 6azyBarucs Ha NiXoi 10
010eKBIBaJIEHTHOCTI 3 BAKOPUCTAHHAM TaKMX CTaHIapTiB:

* » CriBBI/IHOILIEHHS N'€OMETPUYHUX cepe/iHiX 3HaueHs LS 3 Binnosianum 90%
TOBIPUYHUM IHTEPBAIOM, PO3paXOBaHe 32 EKCHOHEHICI0 PI3HULI Mid
Jlocnimpkypanumu ta Etanonnnmu npenaparamu s In-neperBopeHnx
napamerpis Cmax ta AUCO0-72, noBMHHO 3HAX0AUTHCH ¥ Mexkax Bia 80,00 o
125,00% pianazoHy 6i0eKBiBaIE€HTHOCTI.

CraTHCTUYHMI BUCHOBOK IIPO TaMCY103MH Oy/le OazyBaTucs Ha NiAXoi 10
010eKBIBaJIEHTHOCTI 3 BHKOPUCTAHHIM TaKHX CTAHIAPTIB:

+ » CrliBBIJIHOLIEHHSA F€OMETPUYHMX CePe/IHiX 3HaueHs LS 3 Bimnosianum 90%
JOBIPYMM IHTEPBAJIOM, PO3PAXOBAHUM 3 €KCIIOHEHIIAIbHOT PI3HUL MiX
JlocaipKyBaHUMH Ta eTANOHHUMMU TIpernaparaMu st In-nepeTBopeHnx
napametpis Cmax, AUCO-T ta AUCO-w, moBuHHO 6yTH B Mexkax Big 80,00 no
125.00% nianazony 010€KBiBaJIEHTHOCTI.

17. Kputepii olinku
Oesnexku

Ksanidikosanuii nepconan gociiUKeHHs OLIHIOBAB OE3IICKY 3 ypaxyBaHHIM
HACTYIMHUX MapaMeTpiB: NOBIIOMIEHHS PO HebaXkaHi sBUINA, Pe3yILTaTH
KIHHIYHUX 1a00paTOpHUX JA0CIIJKEHb, BAMIPIOBAHHS KUTTEBO BAIKIMBUX O3HAK,
pesynbrati EKI', pesynptati disukanbHOro odcTeskeH s (BKIIOYayu

BUMIpPIOBAHHS MACH TiJia Ta 3pOCTY) Ta OJJHOYACHE 3aCTOCYBAHHS iHIIMX JIKiB.
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18. CratucTuuni
METOIN

Craructiunuil ananiz 6asysascs Ha napamerpudHiit mozeni ANOVA
drapmakokineTHYHUX napamMeTpis; ABocTopoHHil 90% noBipunii inTepsan
CIIBBIZIHOIIEHHS reoMeTpHYHuUX cepeanix s Cmax ta AUC Ga3yBagcs Ha In-
MepeTBOpPeHMX JaHux; napamerp Tmax 6a3yBaBcs Ha HelapameTpUUHOMY
miIxoi.

19. Ilemorpagiuni
MOKAa3HUKH TTOMYJISIIIT,
1110 IOCTIIZKY€ThCA
(cTartk, BiK, paca
TOIIO)

4OJIOBIKHM, BiKOM woHaiiMenue 18 pokiB, HeKypili abo Kypiii B MUHYJIOMY, iHJIEKC
macu tina (IMT) > 18,50 kr/m” i < 30,00 xr/m?

20. PezynbTaTu
e(heKTHBHOCTI

Kpurepil, 110 BAKOPHCTOBYBAIMCDH 15l OLIIHKH Oi0eKBiBaTEHTHOCTI MiK
Tocnikysanum ta EtanonnuM npenapatamu, Oyiu gotpumani. Jlns gytactepumy,
CIIBBITHOIICHHS reOMEeTpUYHHX 3HaueHb LS Ta Binnosiguuii 90% nosipunii
inrepsan ausa napametpie Cmax ta AUCO-72 JlocnimKyBaHoro npenapary 10
Etanony sHaxoaunuch y mexxax npuiiaaraocti Big 80,00 no 125,00%. s
TAMCYJIO3UHY, CIiBBI/IHOIIEHHS FreOMETPHUUHUX 3Ha4dcHb LS Ta Bignosiguuii 90%
nosipuwmii intepsan wist Cmax, AUCO-T ta AUCO-00 JTocaiakyBanoro npenapary 10
Eranony 3naxogunucs y mexxax Big 80,00 no 125,00%.

Pesynwratu ana Jlyractepuay:

% CON NC
GEOMETRIC LSMEANS® W co'\F,mE,‘ _—
INTRA- T LIMITS (%)
PARAMETER |SUBJECT R&o,m
CV.(%) | TEST |REFERENCE| (%9
A LOWER | UPPER
(n=48) (n=48)
G 15.7 2400.7 25994 92.35 87.54 97.44
AUCy» 11.2 43256.6 458124 94.42 00.87 98.11
*units are pg/mL for Cpae and pg-h/mL for AUC,
Pesynpratu ana Tamcynosuny:
: e 90% CONFIDENCE
NTRa. | GEOMETRIC LSMEANS LIMITS (%)
PARAMETER |SUBJECT Rflo
C.V. (0%) TEST REFERENCE (%0)
LOWER | UPPER
(n=48) (n=48)
oy 13.9 14851.2 13701.1 10839 10339 113.64
AUCq1 14.5 190230.2 188168.7 101.10 96.21 106.23
AUC,... 14.6 193049.7 101304.2 100.91 96.01 106.07

* units are pg/mL for Cuuy and pg-h/ml for AUCqrand AUCq..

21. PesynbTatu
JIOCHKEeHHS Oe3MeKu

Beporo B uibomy jlocniukenni 6yno pangomizosano 48 cy6’ekTiB, 3 AKMX BC
orpumyBanu Jlocnijkysanuii npenapar (Jlyracrepuy/Tamcynozun HCI) ta
Eranonnuit npenapar (/lyonapt®).

Cepiiosnux nebaxanux ssuiy (CHS) ta Bunazkis cmepti He 6yi10 3adikcoBaHo y
KOJIHOTO 13 cy0'eKTiB, 1110 OyJIH BKIIOUEHI 10 LLOTro Aocimkenns. XKojeH i3

cy0'ekTiB He OyB BUKIIOYCHUI JOCIIITHMKOM i3 JIOCIIPKEHHS 3 IPUYHUHH Oe3MeKH.
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22. BucHOBOK (IyMKa)

Hagesieni pe3ynsTaTh J1€MOHCTPYIOTh, L0 BCI KPUTEPIi, 1110 3aCTOCOBYBAIUCH s
oliHkK OioekBiBaneHTHOCTI M JlocaiaKyBaHuM Ta ETanoHHUM npernaparam,
Oynu porpumMani. Jlnst ayrtacteputy, crisBianomenns "Jlocni/uKy BaHunii npenapar
- Eranonnuii npenapar’ reoMeTpUYHUX CePeTHbOKBAJPATUYHUX CEPE/IHIX
3HaueHb Ta BianosiaHuii 90% nosipuunit inTepsan a1s napamerpis Cmax Ta
AUCO0-72 6ynu B mexax jaianazony npuitaarts Big 80,00 no 125,00%. Jlna
TaMCyJ1031HY, ciiBBigHomeHHs " [locaikyranuii npenapar - Etanonnui
npenapar' rTeOMETPHUHNX CepeIHbOKBA/IPATHYHHX Cepe/IHIX 3HaYeHb Ta
Bijinosianuit 90% nosipuwnii inrepran s napamerpis Cmax, AUCO-T i AUCO-
oo Oysiu B mexax Bij 80,00 ro 125,00%.

Taxum grnoM, Jlocnimxysanuii npenapar (jyracrepujy/rameynozun 0,5 mr/0,4
M, Karcyid, Bupobnunk: Jlaboparopioc Jleon @apma, C.A., Icnanis) ciij
BBakaTH OioekBiBaseHTHUM ETanoHHOMy npenapary.

(yoaapr® 0,5 mr/0,4 mr, kancynu, Bupobuuk Catalent Germany Schorndorf
GmbH, HiMeyuuHa) npu npuiiomi HaTieceplie.

B ninomy nocnimxyBasi npenaparu, sik npaeuiio, Oyin 0e3nedyHumu Ta j1odpe

[EPEHOCHUIJINCA Cy6'€KTaMI/l, BKJIIOYCHUMH B LIC ,[[OCJIiLI}KeHHH.

3asBHUK (BJIACHHUK
peectpaLiiioro
MOCBIIUCHH)

MIJIIAC Ta [TeyaTka
(mianuc)

€nena Jlazoea, dapwm. criell.
KepiBHUK perysiTopHOro Bijiiny
AJIKAJIOIT AJT Cxorn'e

(im's1, o GaTBKOBI, MPI3BHIIE)

7;' JZQ:  Gree ke 4
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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

(Clause 4, Section IV)

CLINICAL TRIAL REPORT 02

was made or
is anticipated

1\ Watne o Omlos Duo
the medicinal
product
(registration
certificate
number, if
any):
. lkaloid '
5, Avplicant Alkaloid AD Skopje
Boulevard Aleksandar Makedonski 12,
Skopje, 1000,
Republic of North Macedonia
B Laboratorios L.eon Farma, S.A.,Spain
Manufacturer
4. Studies  yes no if 'no', substantiate
conducted:
1) medicinal [ECT
product type
by which the
registration




5. Clinical
trial full
name, coded
clinical trial
number

Single Dose Crossover Comparative Bioavailability Study of

Dutasteride/Tamsulosin 0.5 mg /0.4 mg Capsules in Healthy Male Volunteers /
Fed state

Study ZNV-P2-465

6. Clinical
trial phase

Phase I

Bioequivalence study

7. Clinical
trial time
frame

from 14.03.2016 to 12.04.2016

8. Countries
where the
clinical trial
was
conducted

Canada

9. Number of
persons under
study

planned: 72
actual:72

10. Clinical
trial purpose
and
secondary
objectives

Evaluate and compare the bioavailability and therefore to assess the
bioequivalence of two different formulations of dutasteride/tamsulosin after a
single oral dose administration under fed conditions.

11. Clinical
trial design

The study was a single center, randomized, single dose, laboratory-blinded, 2-
period, 2-sequence, crossover design in healthy male subjects. The investigational
products were to be administered under fed conditions

12. Main
inclusion
criteria

= male subjects, at least 18 years of age.
* non- or ex-smokers
* body mass index (BMI) >18.50 kg/m?* and <30.00 kg/m?

* no clinically significant abnormality found in the 12-lead ECG performed at
study entry

« healthy according to medical history, complete physical examination (including
vital signs) and laboratory tests (general biochemistry, hematology and urinalysis)|




including negative Human Immunodeficiency Virus (HIV), Hepatitis B and
Hepatitis C tests as well as negative drug screening of alcohol and drugs of abuse

13. Medicinal
product under
study,
administratio
n route,
efficiency

Test: 1 x Dutasteride/Tamsulosin 0.5 mg/0.4 mg capsule
Regimen: Single dose of 0.5 mg/0.4 mg

Route of administration: Oral

14,
Comparison
medicinal
product,
dosage,
administratio
n route,
efficiency

Reference: 1 x Duodart ® (Dutasteride/Tamsulosin) 0.5 mg/0.4 mg capsule
Regimen: Single dose of 0.5 mg/0.4 mg

Route of administration: Oral

1.
Concomitant
therapy

No concomitant drug therapy was allowed during the study.

16. Efficacy
assessment
criteria

Criteria for Bioequivalence:

Statistical inference of dutasteride was to be based on a bioequivalence approach

using the following standards:

e The ratio of geometric LSmeans with corresponding 90% confidence
interval calculated from the exponential of the difference between the Test
and Reference products for the In-transformed parameters Cimax and AUCo-
72 should all be within the 80.00 to 125.00% bioequivalence range.

Statistical inference of tamsulosin was to be based on a bioequivalence approach
using the following standards:
® The ratio of geometric LSmeans with corresponding 90% confidence
interval calculated from the exponential of the difference between the Test
and Reference products for the In-transformed parameters Cmax, AUCo.t
and AUCo-= should all be within the 80.00 to 125.00% bioequivalence
range.

17. Safety
assessment
criteria

Safety was evaluated through assessment of adverse events (AE), laboratory tests,
and vital signs




0., & :\ b v
GEOMETRIC LSMEANS * il
INTRA- LINITS (%0)
PARAMETER |SUBJECT Sl
C.V (4) TEST | REFERENCE | (%) ) )
! ; LOWER | UPPER
(1=66) (1=66)
Cia 206 10218.4 9732.6 10499 98.96 111.39
AUC,r 16.4 182038.6 186425.1 97.65 93.10 10242
AUC,.. 16.0 183529.9 187986.4 97.63 52.89 102.62

* units are pg/mL for Cpy, and pg-l'ml. for AUC,yand AUC, .
P 1= 65 for AUCy.rand n= 57 for AUC..

21. Safety
results

A total of 72 subjects entered the study, 68 (94%) of which received the Test
(Dutasteride/Tamsulosin) and 70 subjects (97%) received the Reference
(Duodart®).

No serious adverse events (SAE) and no deaths were reported for any of the
subjects enrolled in

this study. No subject was withdrawn by the investigator for safety reasons.

42
Conclusion
(opinion)

The results presented show that the criteria used to assess bioequivalence between
the

Test and Reference formulations were all fulfilled. For dutasteride, the Test to
Reference ratio of

geometric LSmeans and corresponding 90% confidence interval for the
parameters Cmax and

AUCo-72 were both within the acceptance range of 80.00 to 125.00%. For
tamsulosin, the Test to Reference ratio of geometric LSmeans and corresponding
90% confidence interval for Cmax,

AUCo-rand AUCo-» were all within the range of 80.00 to 125.00%.

Therefore, the Test formulation (Dutasteride/tamsulosin 0.5 mg/0.4 mg capsules,
Manufacturer: Laboratorios Liconsa, S.A., Spain) is judged to be bioequivalent to
the Reference formulation (Duodartw 0.5 mg/0.4 mg capsules, Marketing
Authorization Holder: GlaxoSmithKline) under fed conditions.

included in this study.

Applicant
(registration
certificate
holder)

i {-’r{" { .’ L / 1L 1[(&(’/

fi (signature)

Jelena Lazova, pharm. spee==-"
Head of Regulatory Affairs

ALKALOID AD Skopje

KONi % BiPH



Hoaatok 30

710 Tlopsi/iKy MpoBe/IeHHs eKCTepTHOT OLIHKHU
peecTpalifHuX MaTepianis Ans JiKapChbKUX
3aco0iB, MOIAHKUX JUIA AepkaBHOT peecTparlii
(nepepeectpaif), a TAKOXK 15 €KCIEPTHOT
OIIHKH MaTepiasiiB 110/10 BHECEHHS 3MiH /10
peecTpaliiiHuX MaTepianiB NpoTAroM CTPOKy il
peecTpaiiiiioro MocBiueHHs

(. 4 pozainy 1V)

3BIT PO KJIHIYHE JOCJJKEHHS 02

1. Ha3ra aikapcbKoro
3aco0y (HoMep
peecrpaliitnoro
MOCBIMEHH, AKILO
TaKWi €):

Owmuoc Jlyo (Omlos Duo)

Ankanoin AJl Cxor’e

1) Tvn JikapcbKOro
3aco0y, 3a AKUM OyI10
3ailicHeHo abo
nepeadavaeThes
peecTpallis

2. BasBHHUK
bynseap Onekcanjipa Makeoscskoro, 12,
Ckorn’e, 1000,
PecniyOnika [liBuiuna MakenoHis
Jlabopatopioc Jleon ®apma, C.A., lcnanis
3. Bupobuux paTop L
4. [TpogejieHi TaK Hi skwo "Hi", obrpyHTyiiTe
JIOCTIJIKEHHS:
["cnepuunuii

5. IloBHa HazBa
KJIIHIYHOTO
JLOCJILJKEHHS,
KOJIOBaHUIi HOMeEp
KJITHIYHOTO
JIOCITLKeHHS

[TopiBHsUIbHE JIOCHIKEHHS 01010CTYITHOCTI OJIHI€ET 1031 1y TaCTepHLy/TaMCy1031HY
0,5 mr/0,4 mr, kancyu, y 310pOBUX JI0OPOBOJIBLIB-Y0I0BIKIB/ TTic/s npuiioMy Txi

Jocnimxenns ZNV-P2-465

6. aza KIiHIYHOro
TI0CIL KEHHS

daza |

Tocnimkents 010eKBIBAIEHTHOCTI




7. Yacosi paMku
KJIIHIYHOIO
TIOCHIJIKEHHS

3 14.03.2016 no 12.04.2016

8. Kpaiuu, jie
MPOBOJIMIIOCS KIIIHIYHE
TIOCITIKEHHS

Kaunaja

9. KinbxicThb
JOCITIIKYBaHUX 0Ci0

3allaHoBaHo: 72
daxTuuHo: 72

10. MeTa kiiHiuHOTrO
TIOCIIDKEHHS Ta
BTOPUHHI 11iTi

OUiHKTH Ta OPIBHATH 0i0IOCTYMHICTh, | TAKUM YHHOM OILIHUTH Oi0E€KBIBATEHTHICTh
JIBOX Pi3HUX Npenaparis jlyTacTepu/ly/TaMCyJI03MHY IiCIIs BBEICHHs OJIHI€T 10341 1icis
npuioMy Ki.

11. Jluzaiin
KJIIHIYHOIO
OCHiJIKEHHS

JlocaipkeHHs 6yJ10 0JIHOLEHTPOBUM, PaHIOMI30BaHUM, 3 OJIHIEIO 103010, 1a00paTOpHO
3acilIJIEHUM, 2-1IepI0JHIM, 2-110C/11JOBHUM, 3 NIEPEXPECHHUM JU3aiHOM, 3a Y4acTIO
3JI0POBMX YOJIOBIKiB. [TpenaparH, siKi A0CiKyBaIHCs, BBOIMIH MIc/s puHoMy ki

12. OcHogHi kpurtepil
BIJIFOYCHHS

0co0H 40J10BI4OT cTaTi, BIKOM LoHaliMeH1e |8 poki.

HEKypIi ado Kypili B MUHYJIOMY

ingexc macu tina (IMT) >18,50 kr/m? i <30,00 kr/m?

BIJICYTHICTb KJiHI4YHO 3Hauymux Biaxuiens y EKI 3 12 BijBeieHHAMY, BUKOHAHOT Ha
0YATKY JIOCI/IKEHHA

* HOpMaJIbHUH CTaH 3/I0POB'S BI/INOBIZHO 710 ME/IMYHOT KapTH, TMOBHE (pi3nuHe
00CTeKEHHS (BKIIHOYAKOUM KUTTEBO BaXK/IMBI 03HAKK) Ta 1a00paTOpHi 10CTI IKEHHS
(3aranbHa Oi0XiMisl, reMaToJIOrs Ta aHaIi3 cedi), BKIKUYaKdYW HeraTuBHUI TecT Ha
Bipyc imyHonediumry moaunu (BLJT), nerarusui tectu Ha renarurt B Ta renarur C, a
TaKOK HEraTUBHUI CKPUHIHIOBHI aHalli3 HA HAPKOTHUYHI PECYOBHHH Ta aJIKOT0lb

13. JlocnijkyBaH it
JlikapchbKuii 3acio.
criocid BBeJIeHH ,
e()eKTHBHICTD

Hocnipxyeanuil npenapat: 1 x Hyrtacrepun/Tamcynosun 0,5 Mr/0,4 mr, karncynu
Cxema nipuiiomy: ogHopasosa noza 0,5 mr/0,4 mr

Croci6 Beenenns: | lepopansio

14. Jlikapcbkuii 3aci0
HOPIBHSAHHS, /1031,
crocib BBeACHHS,
e(pEeKTUBHICTD

Etanonnwuii npenapar: 1 x Iyonapt® (Jlyracrepun/Tamcynozun) 0,5 mr/0,4 mr,
Karcyu

Cxema nipuifomy: ojiHopazosa j1o3a 0,5 mr/0,4 mr

Cnocib Beenenns: [lepopanbho

15. CynyTHs Teparis

[Tix vac pocnijkeHHs He OyJia 103BOJIEHA KOHA CYITYTHS MeIMKAMEHTO3Ha Teparisi.

16. Kpurepii olliHk1
e(eKTHUBHOCTI

Kpurepii 010eKBiBaJIEHTHOCTI:
CraTucTHYHUH BUCHOBOK 1Ipo jiyTactepui Oyae GasypaTucs Ha MiAXoj 10
010eKBIBAIEHTHOCT] 3 BUKOPUCTAHHAM TaKUX CTaHIapTiB:




« « CriBBiIHOIIEHHA F€OMCTPHYHHIX CepeHiX 3HaueHb LS 3 BianosigauM 90%
NOBIPYMM iHTEPBANIOM, PO3PAXOBaHE 3a EKCIOHEHIIEI0 pisHHLI Mik JloC/i Ky BaHUMH
ra ETanonnuMy npenaparamu st In-nepersopernx napamerpis Cmax ta AUC0-72,
IMOBHHHO 3HaxouTHeh y Mexkax Big 80,00 no 125,00% niamazony 010€KBIBAJIEHTHOCTI.

CrarucTuaHUM BUCHOBOK MPO TaMcyJ103uH Oyjie GasyBaTnes Ha Miaxoai 10
0i0eKBiBaIEHTHOCTI 3 BUKOPUCTAHHSIM TaKMX CTaH/1apTiB:
« « CriBBi/IHOLIIEHHS '€OMETPUUHMX cepe/iHix 3HadeHb LS 3 Bianosianum 90%

JOBIPYHM IHTEPBAIOM, PO3PAXOBAHMM 3 €KCIIOHCHIIANBHOT PI3HUIL MIXK
JloCIiIKyBaHUMH Ta €TAJIOHHMMH TIperapaTamu juist In-repeTBopeHtx napamerpis
Cmax, AUCO-T ta AUCO0-o0, mosunno Oyt B Mexkax Bia 80,00 no 125,00% nianasony
0ioeKBIBAJICHTHOCTI.

17. Kputepii olliHKH
Oesnexu

Besneky oniHoBaiy MUISXOM ananisy Hebaxanux spui (HA), pesynbraris
1a00opaTOPHUX AOCIIIUKEHb Ta JKHTTEBHX 03HAK

18. CtatHcTHyHI
METO,/IH

CraTHCTHUHMI anani3 6asyBaecs Ha napameTpuuniid mojeni ANOVA
(hapMakoKiHeTHYHHX napameTpis; ABoctoponHiil 90% aoeipuumii iHTEpBa
CIiBBiHOLIEHHS reomeTpuuHuX cepe/iHix a1 Cmax Ta AUCO-72 6asysascs Ha In-
TepeTBOPEeHNX Janux; napaverp Tmax GazyBaBcs Ha HEMapaMeTpHUHOMY TiIXO/i.

19. Jlemorpadpiuni
MOKA3HUKM MONYJIALLIT,
110 JIOCIIIKY €ThCS
(cratb, BiK, paca
TOIIO)

YOJIOBIKH, BIKOM HoHaliMeHIe 18 pokiB, HeKyp1Ili abo Kyplli B MUHYJIOMY, iHIEKC Macu
rina (IMT) = 18,50 kr/m? i < 30,00 kr/m?

20. PesynbraTi
eeKTUBHOCTI

KpuTepii, 1110 BUKOPHCTOBYBAIIUCH [ OIIHKH OioekeiBasieHTHOCTI Misk JocniakyBanum
ta Etajionnum npenaparamu, Oyau gotpumMani. Jliist jyractepuy, criBRIHOIIEHHS
reoMeTpHYHKUX 3HaueHb LS Ta Bimnorignui 90% noipuunii inTepBan a1s napameTpis
Cmax ta AUCO0-72 HocniukyBanoro npenapaty 1o ETanoHy 3HAXOJHIHCE Y MEKax
npuiinaTHocTi Big 80,00 g0 125,00%. s TaMCYI03HHY, CIiBBITHOIEHHS TeOMETPUYHUX
snadenb LS ra ignopiguuid 90% noripuuii intepran nius Cmax, AUCO-T ta AUCO-w0
JlocaizpkyraHoro nipenapaty 10 Etanony 3Haxoauiuck y mexkax rin 80,00 no 125.00%.

Pesynbtary s Jlyracrepuiy:

_— it 90% CONFIDENCE
T4, | GEOMETRIC LSMEANS LIMITS (%)
PARAMETER |SUBJECT e
CV.(%) | TEST |REFERENCE| (%)
LOWER | UPPER
(n=48) (n=48)
G 15.7 2400.7 25904 92.35 87.54 97.44
E0Cen 112 43256.6 458124 9442  90.87 98.11

*units are pg/mL for Cpney and pg-b/mL for AUCs7

Pesynbrati s Tamcynosuny:




Sis 90% CONFIDENCE
o GEOMETRIC LSMEANS LIMITS (%)

PARAMETER | SUBJECT - RAB_T_IO
C.V. (%) TEST REFERENCE (%0)

LOWER | UPPER

m=48) (n=48)
G 13.9 14851.2 13701.1 10839 10339  113.64
AUChr 14.5 190230.2 188168.7 10110 96.21 106.23
AUCo 14.6 193049.7 191304.2 10091  96.01 106.07

? units are pg/mL for Cpuy and pg-b/mL for AUCprand AUCq

BceLoro y aociipkenHi yqacts B3siin 72 cy0'extn, 68 (94%) 3 sikux orpuMaiu
Jocunimxysanuit npenapar (Jlyracrepup/Tamcynosun), a 70 cy6'exris (97%) oTpumany
Eranonnuii npenapar (Jlyonapro).

Cepiiosnnx Hebaxkannx seuil (CH) Ta Bunazakis cmepri He Gyo 3adikcosano y
JKOJTHOTO i3 cy6'eKTiB, 110 OyJ/iM BKIKOUEH] JI0 150ro aociimkeHHs. XKojen i3 cyb'exTis

21. PesynbTaru
TIOCIIKeHHs Oe3meKu

He OYB BUKIIKOYEHMH JOCIIIHUKOM i3 JIOCIIIAXKEHHA 3 IPUYMHK Oe3NeKH.

Hage/ieHi pe3yIbTaTi A€MOHCTPYIOTh, IO BCI KPUTEPIi, 1110 3aCTOCOBY BAMCS /IS
OLIIHKK O10eKBIBAJIEHTHOCTI MIZK

Jlocnimkysanum ta ETanonsum npenaparamu, Oynu gotpumani. J{na nyracrepuiy,
crigBizHomenHs "Jlocnipkysannil npenapar - Etanonnuit npenapar” reoMeTpuuHUX

22. BucHoBOK (JiymKa)

cepeIHbOKBaAPaTHYHUX Cepe/IHiX 3Ha4eHb Ta Bijnosianuit 90% nosipunit inTeppan
st mapamerpie Cmax i AUCO0-72 Oyiu B Mexxax jianasoHy npuiinarrsa sia 80,00 no
125,00%. Jls Tamcyos3uHy, criBiaHomenHs "JlocnipkyBanuil npenapar -
Eranonuuii npenapar' reoMeTpuYHUX Cepe/iHbOKBAIPaTHYHUX CepPeIHIX 3HaUeHb Ta
BianosiHuit 90% noeipuumii intepean qia napamerpis Cmax, AUCO-T ta AUCO-w0
oynu B mexkax Big 80,00 no 125,00%.

Taxum unnom, JlociipkyBanuii npenapar (ayracrepuj/ramcyinosun 0,5 mr/0,4 mr,
kancynu, Bupoduuk: Jlaboparopioc Jleon @apma, C.A., Icnianis) ciij BBakaTH
GioekBiBasienTHUM ETanonnomy npenapary (youapt® 0,5 mr/0,4 mr karncyJiu,
BIIACHUK peecTpauiiinoro noceiayenus: GlaxoSmithKline) npu npuiiomi ioro micis
oK.

B uijiomy jociipkyBaHi npenapatu, sik npasu:io, 0yJiu OeznedHumu ta gjodpe
nepeHocuIncs cyd'eKTaMu, BKIIOYEHUMH B 1€ A0CIIIKEHHS.

3agBHUK (BIACHHK
peecrpatliifHoro HIINAC Ta NevyaTka
TMIOCBITUCHHS) (mignuce)

€nena Jlazosa, gapm. crietl.
KepiBHUK peryiasTopHOro Biaaity

AJIKAJIONT AJT Cxor'e
(im'st, 10 OaTHKOBI, MPI3BUIILE)

% /’c" Tl biee

Fteie A
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CLINICAL TRIAL REPORT 03

2. Applicant

1. Name of the i e B
medicinal product
(registration certificate
number, if any):
Alkaloid AD Skopje

Boulevard Aleksandar Makedonski 12,
Skopje, 1000,
Republic of North Macedonia

3. Manufacturer

Laboratorios Leon Farma, S.A.,Spain

4. Studies conducted:

ves no if 'no’, substantiate

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

oeneric

S. Clinical trial full
name, coded clinical
trial number

Muitiple Dose Crossover Comparative Bioavailability Study of

Dutasteride/Tamsulosin 0.5mg/0.4mg Capsules In Healthy Male
Volunteers / Fed State

Study ZNV-P7-519

6. Clinical trial phase

Phase 1




Bioequivalence study

7. Chinical trial time
frame

from 08.08.2016 to 28.09.2016

8. Countries where the Canada
clinical trial was

conducted

9. Number of persons |planned:76
under study actual:72

10. Clinical trial
purpose and secondary
objectives

Evaluate and compare the bioavailability and therefore to assess the
bioequivalence of two different formulations of dutasteride/tamsulosin
after multiple oral dose administrations under fed conditions.

11. Clinical trial design

The study was a single center, randomized, multiple dose, laboratory-
blinded, 2-period, 2-sequence, crossover design in healthy male
subjects. The investigational products were administered once-daily (7
consecutive doses) under fed conditions.

12. Main inclusion
criteria

« male subjects, at least 18 years of age.
* non- or ex-smokers
* body mass index (BMI) >18.50 kg/m? and <30.00 kg/m?

* no clinically significant abnormality found in the 12-lead ECG
performed at study entry

* healthy according to medical history, complete physical examination
(including vital signs) and laboratory tests (general biochemistry,
hematology and urinalysis) including negative Human
Immunodeficiency Virus (HIV), Hepatitis B and Hepatitis C tests as
well as negative drug screening of alcohol and drugs of abuse

13. Medicinal product
under study,
administration route,
efficiency

Test: 1 x Dutasteride/Tamsulosin 0.5 mg/0.4 mg capsule
Regimen: Multiple dose of 0.5 mg/0.4 mg

Route of administration: Oral

14. Comparison
medicinal product,
dosage, administration
route, efficiency

Reference: 1 x Duodart ® (Dutasteride/Tamsulosin) 0.5 mg/0.4 mg
capsule

Regimen: Multiple dose of 0.5 mg/0.4 mg




Route of administration: Oral

15. Concomitant
therapy

No concomitant drug therapy was allowed during the study.

16. Efficacy
assessment criteria

Criteria for Bioequivalence:

Statistical inference of tamsulosin was to be based on a bicequivalence

approach using the

following standards:

* Average bioequivalence. The ratio of geometric LSmeans with
corresponding 90% confidence interval calculated from the
exponential of the difference between the Test and Reference
product for the In-transformed parameters AUC(0-t), Cmax,ss
and Cr,ss were all to be within the 80.00 to 125.00%
bioequivalence range.

* Scaled-average-bioequivalence. In the event that steady-state
was achieved, Ct,ss Reference-to-Reference within-subject C.V.
was greater than 30%, and was not the result of outliers, Ct,ss
Test-to-Reference geometric LSmeans ratio was within the
bioequivalence range of 80.00-125.00% and the average BE
criteria were not met, a scaling approach to the bioequivalence
assessment was to be used. The 90% confidence interval
calculated from the exponential of the difference between the
Test and Reference _

product for the In-transformed parameter Ct,ss was to be the widened

acceptance criteria

using scaled-average-bioequivalence.

17. Safety assessment
criteria

Safety was assessed by qualified study staff by evaluating the following:
reported adverse events, clinical laboratory test results (including a
serum prostate specific antigen [PSA] levels at check-in of period 1),
vital signs measurements (including blood pressure, pulse rate and body
temperature), a 12-lead BCG, physical examination findings (including
body weight and height measurements), and concomitant medication
usage.

18. Statistical methods

The statistical analysis was based on a parametric ANOVA model of the
pharmacokinetic parameters; the two-sided 90% confidence interval of
the ratio of geometric means for AUC(0-t), Cmax,ss, and Ct,ss was
based on In-transformed data; Tmax was based on a non-parametric
approach.

19. Demographic
indicators of

male subjects, at least 18 years of age, non- or ex-smokers, body mass
index (BMI) >18.50 kg/m? and <30.00 kg/m?




population under study
(gender, age, race, etc.)

20. Efficacy results

The criteria used to assess bioequivalence between the Test and
Reference formulations were all fulfilled. The Test to Reference ratio of
geometric LSmeans and corresponding 90% confidence interval for the
AUC(0-1), Cmax,ss and Ct,ss were all within the acceptance range of
80.00 to 125.00% using average bioequivalence. Since bioequivalence

was met for Ct,ss, a replicate approach for the Cr,ss parameter was not
required. '

Results;
‘r B - .
9,7 ™ e
‘ GEOMETRIC LSMEANS * AL L
INTRA- LIMITS (9%)
PARAMETER | SUBJECT o
C.Y. (%) TEST | REFERENCE | (%) .
s _ LOWER | UPPER
(n=62) (2=62) a
Coias 16.5 12529.2 11555.9 108.42 103.20 113.91
AUC, 13.0 157855.6 150734.5 104.72 100.74 108.87
e 224 3907.5 4003.8 97.60 91.31 104.31

* vaits are pg/mL for Cuux,e, a0d C o5y, and pe-ml for AUC(0.

21. Safety results

A total of 72 subjects entered the study, 69 (96%) of which received at
least one dose of the Test (Dutasteride/Tamsulosin HCI) and 68 (94%)
received at least one dose of the Reference (Duodart®).

No serious adverse events (SAE) and no deaths were reported for any of
the subjects enrolled in this study. Two subjects (3%) were withdrawn
from the study due to safety reasons (one due to administration of a

wrong study product and one due to a moderate laceration considered
not drug-related).

22. Conclusion
(opinion)

The results presented in the report of study ZNV-P7-519 show that the
criteria used to assess bioequivalence between the Test and Reference
formulations were all fulfilled. The Test to Reference ratio of geometric
LSmeans and corresponding 90% confidence interval for the AUC(0-7),
Cmax,ss and Cr,ss were all within the acceptance range of 80.00 to
125.00% using average bioequivalence. Since bioequivalence was met
for C,ss, a replicate approach for the Ct,ss parameter was not required.
Therefore, the Test formulation (Dutasteride/Tamsulosin HC] 0.5

mg/0.4 mg capsules, Laboratorios Leon Farma, S.A., Spain) is judged to
be bioequivalent to the Reference -




formulation [Duodart-@'—(—d—at_asteride/tamsulosin HCI), 0.5 mg/0.4 mg
capsules, manufactured by Catalent Germany Shorndorf GmbH,
Germany] under fed conditions at steady-state.

Overall, the drugs tested were generally safScands t olerated by the
subjects included in the study. S 4%
: . 2 x %
Apphcant VAU .. LA -@‘—f‘ ( S
(registration YR
certificate holder) % -
e g
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Jonatok 30

Jo [Mopsiaky npoBeeHHs eKCIEPTHOT OLIIHKK
peecTpaliiiHuX MarepianiB Uil JIKapChbKUX
3aco0iB, MOJAHUX /1715 AepiKaBHOT peecTparil
(nepepeecTpallil), @ TAKOXK 1A €KCIEPTHOT
OLIIHKM MaTepiaiB 11010 BHECEHHs 3MiH J10
peecTpaliiHUX MaTepiajiiB NpOTAroM CTPOKY
AT peecTpauiifHOro NocBiueHHs

(1. 4 pozainy 1V)

3BIT IIPO KJIHIYHE JOCJILJKEHHA 03

1. Hasga nikapcekoro 3acody
(HOoMep peecTpalliitHoro
[OCBI{UEHHsI, SIKIIIO TAKHI €):

Owmuoc Iyo (Omlos Duo)

Ankanoig AJl Ckon’e

2. 3a8BHUK
byneeap Oaexcanapa Maxkenoncskoro, 12,
Ckorm’e, 1000,
PecniyOunika [liBniuna MakejoHis

3, Bupotime Jlaboparopioc Jleon @apma, C.A., Icnanis

4. IlpoBeneHi 10CiJKeHHS:

TaK Hi sikwo "Hi", o0rpyHTYHTE

1) Tun nikapeskoro 3acoby, 3a
kUM OyIio 3jicHeno abo
nepeadavaeThes peecTpallis

["enepuunmii

5. IloBHa Ha3Ba KIIHIYHOIO
JLOCIIJIPKEHHS, KOJIOBaHHH
HOMEP KJIIHIYHOIO
TIOCITIZKEHHS

[lopisusuibre jochipkerns 6i00CTyIHOCTI 0araTopasoBoi J103H1
nytactepuay/Tamcynosuny 0,5 mr/0,4 mr, kancysu, y 3/10poBHX
J00pOBOJILLIB-HOJIOBIKIB/ 32 YMOBH IIpUHAOMY 1icis 1111

Hocnimxenns ZNV-P7-519

6. ®aza KIIHIYHOTO
OCITi IKeHHs

daza |

THocnijpkenns 010eKBiBaJICHTHOCTI

7. YacoBi paMKM KIiHIYHOTO
NOCITI JUKEHHS

3 08.08.2016 mo 28.09.2016

8. I{paiuu, e mpoBOAMIOCS
KJIIHIYHE J0CIiIKeHHs

Kanana




9. KinbKicTh TOCIIKYBAHUX
ocib

sangaHoBano: 76
(akTHuHO: 72

10. MeTa KIIiHIYHOTO
JOCTIIKeHHs Ta BTOPHHHI
10iJTi

OLLHUTH Ta MOPIBHATH G1010CTYITHICTD, | TAKAM YHHOM OLIHUTH
GioeKBiBAEHTHICTE ABOX Pi3HUX MPenapaTis JyTacTepuay/TaMcyn03uHy
miciist 6araTopazoBoro BBe/IeHHs 103 38 YMOBH NPUHAOMY IHCIIs TTH.

11. Jluzaitn kniHiyHOTO
TOCTI PKEHHA

JocimkenHs 0yJ10 0J(HOLEHTPOBHM, PaHI0MI30BaHNM, 3 OaraTopasoBUMH
103aMH, 1a00PATOPHO 3aciMIeH!M, 2-TIepioHIM, 2-TIOCHIIOBHUM, 3
rnepexpecHnM ausaiiHom, 3a yyacTio 3j0poBux dososikie. [Ipenapatu, sxi
J0CI/IKYBAIMCs], BBOIMIIM OIMH pa3 Ha AeHb (7 HOCIiIOBHUX J103) Ticis
npuiiomy TKi.

12. OcHoBHi kpuTepii
BKJIKDUYEHHA

* 0coOM 40JIOBIYOT cTaTi, BiKoM ImoHaiiMeHe 18 pokis.
* HeKypIli abo Kyplli B MHHYJIOMY
« ingeke macu tina (IMT) >18,50 kr/m? i <30,00 kr/m?

* BiJIcyTHICTE KIiHIYHO 3HauyuX Bigxuaens y EKI 3 12 BiBeeHHsMu,
BHKOHAHOT Ha 1OYATKY JOC/IIZKEHHS

* HOPMaJILHMI CTaH 310pOB's BIUTOBIAHO 10 MEMUHOT KAPTH, [IOBHE
¢iznune obcTeKeH s (BKIIOYAIOUHN JKUTTEBO BAXKIMBI 03HAKH) Ta
naboparopHi fgociipkeHHs (3arajibpHa OioXimis, reMarTosIoria Ta aHani3
cedi), BKJIIOYAIOYM HEraTMBHUI TeCT Ha Bipyc iMyHOACDILUTY IFOAMHH
(BLJI), neraTtuBHi TecTH Ha renaTuT B Ta renatut C, a TAKOK HEraTMBHUIA
CKPMHIHTOBMIi aHaJli3 HA HAPKOTHUYHI PEYOBMHHM Ta AJIKOT0JIb

13. Jlocaipky RaHui
JKapebKUii 3acib, criocid
BBE/ICHHS, e(DeKTHBHICTD

Jlocnimxysanuii npenapart: 1 x Jlyracrepun/Tameynozun 0,5 mr/0,4 wmr,
KarcyJiu

Cxewma npuifomy: bararopazora go3za 0,5 mr/0,4 mr

Cnoci6 Beenenns: [lepopansHo

14. Jlikapcekuii 3acid
NOPIBHAHHS, J03H, crloci
BBeJIeHHS, eDeKTHBHICTh

Etanonnuii npenapar: 1 x dyogapt® (dyractepun/Tamcynosun) 0,5
Mr/0,4 mr, Karcyiu

Cxema npuiiomy: bararopazora jo3a 0,5 mr/0,4 mr

Cnoci6 Beenenns: [ lepopaabHo

15. CynyTHs Teparnis

Iij yac jocitipkeHHs He OyJia JI03BOJIEHA HKO/IHA CYITYTHS
MeIMKaMEHTO3Ha Tepartis.

16. Kpurepii ouinku
e)eKTHBHOCTI

Kpurepii 6ioexBiBasenTHOCTI:

CrarMcTUyHMHA  aHalli3  TamcyJio3uHy ©OasyBaBcs Ha MIAXOAlI  LIOJ0
BH3HA4YCHHA 010€KBIBAJEHTHOCTI 3 BUKOPUCTAHHAM TAKUX CTaH/IapTiB:

. Cepenns OloekBiBasieHTHICTb.  CIIIBBIIHOILIEHHS T'€OMETPHUUHMUX|
TBOETANTHUX CepelHiX 3HAueHb 3 BiAMoBigHUM 90% IOBipYMM iHTEPBAIOM,
PO3Pax0OBAHUM 3a JIOTIOMOIOI €KCIIOHEHUIANIBHOTO 3HAUYEHHS PI3HUII MK
NOCIIZKYBAHUM Ta eTajoHHuM npenaparom Juis napamerpis AUC(0-1),
Cmax,ss ta Ct,ss, onepkaHuX JIorapuGMiuHUM TepeTBOpeHHs M, Oyo B
nianazoni dioeksipanenTHocTi Bij 80,00 1o 125,00%.




MactaboBana cepe/iHs 610€KBiBaIEHTHICTE. Y BHIIKY JOCATHEHHS
craHy piBHOBaru, koeQiuieHT iHTpainauBiyansHoi Bapiadensnocti Ct,ss (y
Meskax eTaJoHHOro npenapary) nepepuiyBas 30% Ta He OyB pe3ylILTaTOM
BUKHAiB. CHiBBIZHOIIEHHS reOMETPHYHKX JBOETAIIHUX CEPe/IHIX 3HaYEHb
C1,s8s (Misk I0CTIIKYBAaHUM Td €TaJOHHUM nperapatoM) O0yIio B AianasoHi
6ioeksiBanentHocTi Bia 80,00 mo 125,00%. Cepenni kpurepii
OioekBiBaiieHTHOCTI He OYJIM 3a0BOJEHI 3I11HO 3 3aCTOCOBAHMM
MacITaboBaHUM MiAX0A0M 10 OLiHKHK OioekBiBaneHTHOCTI. JloBipYnii
inrepsan 90%, pospaxoBaHuil HA OCHOBI EKCHOHEHIIAbHOTO 3HAYCHHS
PI3HHUIL MIXK JI0CII/IPKYBaHMM Ta €TAJIOHHUM NpenaparoM Ui napamerpa
(1,88, 0JIEPIKAHOTO JTOTapUPMIYHIM NEPETBOPEHHAM, OYB PO3LIHPEHHM
KpUTEpieM NPUHHATHOCTI y BUMA/IKY MacluTadoBaHol cepeHboi
OioeKRiBANEHTHOCTI.

17. Kpurepii ouiHKH Oe3MEKH

Kpanidikosanuii riepcoHas JOCTi/PKEHHS OLHIOBAB Oe3IeKy 3
ypaxyBaHHIM HACTYITHHX MapaMeTpiB: MOBIJOMICHHS Npo Hebakani
SIBUINA, PE3YJILTATH KITHIYHUX T1ab0paTOPHUX JOCHKEHD (BKIIIOYAKOYH
piBHi crien)iuHOro aHTHICHY MPOCTaTH B cupoBartili kposi [PSA] B nepion
| peecrpauii B 10OCIIJUKEHHI), BUMIPIOBAHHSA KUTTCBO BAYKIHBHX 03HAK
(BKJIIOUAIOYH apTepiaibHUi TUCK, YACTOTY IMyJIbCYy Ta TeMIIepaTypy Tina),
EKTI 3 12 BigBeneHHAMM, pe3yabTaTi (i3MKalbHOIO 00CTEKEHH
(BKJTIOUAQIOY M BUMIPIOBAHHS MAacH Tijla Ta 3pocTy) Ta 0jiHOYacHe
3aCTOCYBaHHs iHIIUX JTiKiB.

18. CraTuCcTHYHI METOIH

CrarucTiyHKii anani3 6aszysaBcs Ha mapaMeTpuuHii moaeni ANOVA
(hapMaKoKiHETHYHHUX MapaMeTpiB; IBOCTOPOHHIH 90% qoBipunii iHTEpBAl
CriBBiIHOIIIEHHsI reoMeTpudHuX cepeHix 11t AUC(0-t), Cmax,ss Ta C1,ss
DasyeaBcs Ha In-nepeTBOpeHHX JaHuX; napameTp Tmax Oa3zyBaBcs Ha
HelapaMeTpUYHOMY Ti1XO0/].

19. Nemorpadiuni NOKa3HUKH
MOy JIALIT, 110
JIOCIIKY€EThCS (CTaTh, BiK,
paca TolLO)

JOJIOBIKH, BIKOM HIOHaKMeHIe 18 pokiB, HeKyplli abo Kyplli B MUHHYJIOMY,
ingexe macu tina (IMT) > 18,50 kr/m? i < 30,00 kr/m?

20. Pesynwratu edekTHBHOCTI

Kpurepii, 1110 BHKOPHCTOBY BAJIMCH U151 OLIHKH O10€KBIBAJIEHTHOCTI Mz
OCTIPKYBAaHMM Ta €TaJIOHHUM NpernapaTom, OyJIn 3a10B0JIEHI.
CriBBiJHOIICHHS FeOMETPHUYHUX JBOCTAIIHHX CePEHIX 3HAUeHb (MIXK
JIOCIIIZKYBAHUM Ta €TaJlOHHUM NpenapaTom) Ta BijinosiHuit 90%
noBipunii inTepsasn Jyis napamerpis AUC (0-1), Cmax,ss ta Ct,ss
3HaxouIuch y mexax npuinarHocti i 80,00 no 125,00% y Bunaaxy
cepeHbol OloekBiBasieHTHOCTI. OcKinbku 11t Ct,55 010€KBIBAJICHTHICTh
OyJ10 MOCATHYTO, 3aCTOCYBaHHA MTOBTOPHOTO MMiXoay ajs napaMerpa Ct,ss
He oTpedyBalOCh.

Pesynbraru:




. . T 90% CONFIDENCE

— GEOMETRIC LSMEANS LTS (%)
RATIO

PARAMETER | SUBJECT o

C.V. (%) TEST REFERENCE | (°0)

LOWER UPPER

(n=62) (n=62)
Corax s 16.5 12529.2 11555.9 108.42 103.20 113.91
AUCqy 13.0 157855.6 150734.5 104.72 100.74 108.87
[ 224 39075 4003.8 97.60 9131 104.31

* units are pg/mL for Cm,_, and C ., and pg-hmL for AUC(g.q)

21. Pe3ynbTaTi JOCIHiIKEHHS
Oesrexu

Beworo y pocnipkerni B3sui ydacts 72 cyd'extn, 69 (96%) 3 akux
OTpUMATH IIOHaHMeHIIe 0AHY /103y Jloc/iiKyBaHOTO mpernapary
(IMytacrepun/Tamcynozun HCI), a 68 (94%) oTpumainu moHaiMeHIe oHy
no3y Eranonnoro npenapaty (Jlyozapt®).

Cepitoznux Hebaxannx ssuuy (CHSI) Ta Bunajkis cmepti He Oyo
3adikcoBaHo y JKOJHOTO i3 cy0'eKTiB, 1110 OyIM BKIIKOUEHI JI0 LLOTO
nocaipkenns. Jiga cy6'extu (3%) Oyl BUKIIIOYEH] 3 JOCIIKEHHS 3
MipKyBaHb 6e31mekH (0MH uepe3 BBe/IEHHS HEIPaBUIILHOIO
NOCIIPKYBAHOTO MIPenapary, a iHIui - yepes MoMipHHi 1nopis, aKuil He OyB
pOo3LiHeHUH 1K OB’ I3aHMH 13 NTiKapchKUMHU 3ac00aMu).

22. BucnoBox (1ymka)

PesysibTaTi, NpeAcTaBieHi y 3BiTi gociikeHHs ZNV-P7-519,
JIEMOHCTPYFOTh, 110 BCI KPUTEPIi, 10 3aCTOCOBYBAIUCS 1A OLIHKH
OioeksiBanenTHOCTI MisK Jlocnimkysanum ta ETaloHHUM NpenapaTaMmi,
Oynu porpumani. CriiBeigHoweHHs "JlocaifxKyBanyii npenapar -
Ertanonnuii npenapar” reoMeTpUuHUX CEpPEHbOKBAIPATHUHUX CEPEJIHIX
3HaueHb Ta Bijnosianuii 90% nosipuuii inteppan aas AUC (0-t), Cmax.,ss
ra Ct,ss Oynu B Mexkax gianazony npuitaarts sig 80,00 o 125,00%,
3aCTOCOBYIOUH cepe/iHio OioeKBiBaeHTHICTL., OCKiIbKY Ui rapameTpy Ct,
ss OioekBiBajieHTHICTE OyJ1a JOTpUMaHa, MOBTOPHUIT aHauli3 /s mapameTpa
C1,5s He MOTPiOHUIA.

Takum urnomM, Jlocnimkysanunii npenapar (ayracrepuy/tamcynozus HCI
0,5 mr/0,4 mr, kancynu, Bupoduuk: Jlaboparopioc Jleon @apma, C.A.,
Icrianist) ciiijy BBaxkatH OioekBiBaieHTHUM ETanonHoMy npenapary
(Jlyonapt® (jryracrepu/ramcyiiozun HCI), kancynu 0.5 mr/ 0.4 mr,
surororneni Catalent Germany Shorndorf GmbH, Himeuuuna] 3a ymoB
npuiioMy Miclis 1M B CTalliOHAPHOMY CTaHi.

B uisomy gociiipKy BaHi Iperaparu, sk npasuio, 0yau 6e3neuHumu ta

n00pe nepeHoCHITUCS Cy0'eKTamMu, BKIIKOUEHUMHU B 1€ JIOCIIIPKEeHH .

MIJUTEC Ta [evyaTka

(rianuc)
3asBHUK (BJIACHHK
peccTpatiiinoro €nena Jlazora, dapm. criert.
MOCBiTUEHHS) KepiBHuK peryasTopHOro Biainy

AJIKAJIOITT AJT Ckort'e
(iM'st, 0 6ATBLKOBI, TIPI3BUIIE)
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