Annex 29

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 1V) J

PRECLINICAL STUDY REPORT

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

FELKARID tablets

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

Generic (single-component)

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 426”, for generic
products, no results of own toxicological or
pharmacological studies or clinical trials are
required, hence none are provided. The remaining
sections of Annex 29 are not applicable for this
generic product.

2. Pharmacology:

4) pharmacodynamic interactions

1) primary pharmacodynamics n/a
2) secondary pharmacodynamics n/a
3) safety pharmacology n/a

n/a

3. Pharmacokinetics:
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in vitro

1) analytical methods and reports on their |/,
validation

2) absorption n/a
3) distribution n/a
4) metabolism n/a
5) elimination n/a
6) pharmacokinetic interactions i
(preclinical)

7) other pharmacokinetic studies n/a
4. Toxicology:

1) single-dose toxicity n/a
2) repeat-dose toxicity n/a
3) geno‘{ox_icity: -

in vivo (including additional toxicokinetics
assessment)

n/a

toxicity:

4) carcinogenicity: n/a
long-term studies n/a
short-term studies ”
or medium duration studies

additional studies n/a
5) reproductive and developmental nla

ko



5. Preclinical study conclusions

fertility and early embryonic development /2
embryotoxicity n/a
prenatal and postnatal toxicity n/a
studies in which the medicinal product is
administered to offspring (non-mature vifa
animals) and/or evaluated for long-term
effects
6) local tolerance n/a
7) additional toxicity studies: n/a
antigenicity (antibody formation) n/a
immunotoxicity n/a
mechanism of action studies n/a
drug dependability n/a
metabolites toxicity n/a
impurities toxicity n/a
other n/a
n/a

m

Applicant (registration
certificate holder)

Vg\@&,

Associate Director, Regulatory Affairs
Pharmaceuticals
ALKALOID AD Skopje
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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 1V)

CLINICAL TRIAL REPORT

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

FELKARID tablets

2. Applicant

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

3. Manufacturer

ALKALOID AD SKOPJE,
Boulevard Aleksandar Makedonski 12, Skopje, 1000,

Republic of North Macedonia

4. Studies conducted: Yes

yes no if 'no', substantiate

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

Generic (single-component)

5. Clinical trial full name, coded clinical
trial number

Randomized, Open-Label, 2-Way Crossover
Bioequivalence Study of Flecainide 100 mg Tablet
(Test) and Tambocor (Reference) Following a 100
mg Dose Administration in Healthy Subjects under
Fasting Conditions

Sponsor Project No.: b5-18-ELFt

6. Clinical trial phase

Phase I (Bioequivalence [BE])

7. Clinical trial time frame

from 05-Mar-2019 to 25-Mar-2019

8. Countries where the clinical trial was
conducted

Republic of North Macedonia
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9. Number of persons under study

planned: 28 subjects
actual: 26 subjects

10. Clinical trial purpose and secondary
objectives

The objective of this study was to determine the
bioequivalence of two different formulations of
flecainide 100 mg tablets after a single oral dose
administration under fasting conditions

[1. Clinical trial design

Single center, randomized, single dose, laboratory-
blinded, 2-period, 2-sequence, crossover study.

12. Main inclusion criteria

Healthy, male and female, at least 18 years of
age but not older than 55 years.

Provision of signed and dated informed
consent form.

Volunteer with a body mass index within 18.5
kg/m2 to 30.0 kg/m?2, inclusively

Healthy adult volunteers according to medical
history, physical examination, 12-lead
electrocardiogram, vital signs and laboratory
profile of blood and urine, as judged by the
Investigator

Non- or ex-smoker; an ex-smoker was defined
as someone who completely stopped using
nicotine products for at least 180 days prior to
the first study drug administration

Stated willingness to comply with all study
procedures and availability for the duration of
the study

Female volunteer with childbearing potential
must agree to use one of the accepted
contraceptive regimens from screening
through to at least 30 days after the last dose
of the study drug.

13. Medicinal product under study,
administration route, efficiency

Flecainide 100 mg tablet

Manufacturer: ALKALOID AD Skopje
Boulevard Aleksandar Makedonski 12, Skopje, 1000,
Republic of North Macedonia

Mode of administration: Oral
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14. Comparison medicinal product,
dosage, administration route, efficiency

Tambocor 100 mg tablets

Manufacturer: 3M Health Care Ltd, Derby Road,
Loughborough, Leicestershire LE11 5SF, United
Kingdom

Mode of administration: Oral

15. Concomitant therapy

No concomitant drug therapy was allowed during the
study.

16. Efficacy assessment criteria

Not applicable as this is a bioequivalence study on
healthy volunteers

17. Safety assessment criteria

Safety was evaluated through assessment of adverse
events (AEs), standard laboratory evaluations, vital
signs, and electrocardiogram (ECG).

18. Statistical methods

Statistical methods:

Mathematical Model and Statistical Methods of
Pharmacokinetic Parameters

The main absorption and disposition parameters were
calculated using a non-compartmental approach with
a log-linear terminal phase assumption. The
trapezoidal rule was used to estimate area under the
curve. The terminal phase estimation was based on
maximizing the coefficient of determination.

The statistical analysis was based on an ANOVA
model of the PK parameters.

ANOVA model

Fixed factors: sequence, period, treatment, subject
(nested within sequence)

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

Healthy adult male and females volunteers aged
between 18-55 vears.

BMI within 18.5 kg/m2 to 30.0 kg/m2, inclusively

20. Efficacy results

Not applicable as this is a bioequivalence study on
healthy volunteers

21. Safety results

No deaths or serious AEs occurred in the study,
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A total of 2 AEs were experienced by 1 of the 28
subjects (4%) who participated in this study.

Overall, the drugs tested were generally safe and well
tolerated by the subjects included in this study

22. Conclusion (opinion)

Based on the presented results the 90% confidence
intervals of the test/reference ratio for AUC and
Cmax are within the acceptance range of 80.00 to
125.00%.

Therefore, the Test formulation (Flecainide 100 mg
tablet, ALKALOID AD Skopje, Republic of North
Macedonia) is judged to be bioequivalent to the
Reference formulation (Tambocor 100 mg tablet, 3M
Health Care Ltd, United Kingdom) under fasting
conditions

Applicant (registration
certificate holder)

g |

) F

L% ~f S
Ny {3 YT DeA
o W40l A0S
( si gn.gt?}'e)

L/

Zlatica Bojadzieska

Head of Clinical Unit
Research and Development
ALKALOID AD Skopje
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JonaTtok 29

1o [opsaaky npoBefeHHs eKCNepTHOT OLIHKH
peecTpaliifHUX MaTepianiB st JIiKapChKuX
3ac00iB, NoJaHMX 1S AEPIKABHOT peecTparii
(mepepeectpallii), a TAKOMXK A7t €KCIIEPTHOT
OLIHKM MaTepianis 11010 BHECEHHS 3MiH 10
peecTpauiiiHuX MaTepialliB NPOTITOM CTPOKY
HiT peecTpaniiHoro noceiguenns

(. 4 pozainy V)

3BIT

PO JOKJ/IIHIYHI TOCIIIKEHHSA

1. Hasea nikapcskoro 3acoby (3a
HasABHOCTI- HOMEp pPeecTpauiiHoro
NOCBITYEHHS):

OEJIKAPHU]]
TabaeTKu

1) Tun nikapcekoro 3aco0y, 3a sSIKUM 0yn0
3aiHcHeno abo nependavaeThes peecTpais

["enepnuHmii (0THOKOMIOHEHTHUIA)

2) NpoBeJIeH] J0CI IPKEHHS

Bi,[LHOBi,B,HOCTi 3 BUMOTaMH JI0 3aCTOCY BAHHS
reHepM4YHUX Npernaparie, BukianeHux y «Hakasi
MinicTepcTBa 0XOpOHU 3/0pOB’ s YKpainu Bij
26.08.2005 Ne 426, 1715 reHepUYHHUX NIPENAparin
JKOJHUX Pe3yJbTaTiB BIACHUX TOKCUKOJIOTIYHUX YK
(hapMakoJOriuHUX AOCHiKEHb YK KITIHIYHUX
JOCJIIKEHB He MOTPIOHO, TOMY BOHH He
HaBoJaTbeA. Pemra poszainis Jlonatky 29 He
3aCTOCOBYIOTHCA 10 IILOTO TEHEPUYHOIO MPENapary.

2. Qapuarxonoeii:

1) nepBrHHA QapmakojMHAMIKA

HE 3aCTOCOBYETbLCH

2) BropuHHa papMakoHaMiKa

HEC 3aCTOCOBYCTLCA

3) papmaxomnoris de3nexu

HE 3aCTOCOBYETLCA

4) papmaxoiHAMIUHI B3aeMOIIT

HE 3aCTOCOBYETLCA

3. Qapmaroxinemurd:




1) ananiTruni MeToO/IM Ta 3BiTH Tpo iX
BaNlHaLLit0

HE 3aCTOCOBYETHC:A

2) BCMOKTYBaHHS

HE 3aCTOCOBYETHCA

3) po3noin

HE 3aCTOCOBYETLCA

4) metabonizm

HE 3aCTOCOBYEThLCSI

5) Bueenenus

HE 3aCTOCOBYEThCs

6) hapmakoxineTHUHI B3aeMO i1
(moxmiHIYuHI)

HE 3aCTOCOBYETHCHA

7) iHwmi dapMakoKiHETHYHI TOCITI IPKEHHS

HE 3aCTOCOBYETLCA

4. Toxcuronozia:

1) TOKCHYHICTL y pa3i OHOPA30BOTO
BBEJICHH

HE 3aCTOCOBYETHCA

2) TOKCUYHICTH Y pa3i MOBTOPHUX BBEJIEHE

HE 3aCTOCOBYETLCA

3) 'eHOTOKCHYHICTE:
in vitro

HE 3aCTOCOBYETBLCs

in vivo (BKJIIOYAI0YH 10JATKOBY OLIHKY
TOKCHKOKIHETHKH)

HE 3aCTOCOBYETBLCA

4) Kanyepoeennicmo:

HE 3aCTOCOBYETHCA

IMOBrOCTPOKOBI HOCTIIIKCHHSI

HE 3aCTOCOBYCTLCA

KOPOTKOTEPMIHOBI AOCIIKEHHS
ab0 J0CHIJIKEeHHs CepeIHbOT TPUBANOCTI

HE 3aCTOCOBYETLCA

NOJATKOBI AOCTIHKEHHS

HE 34CTOCOBYETLCA

5) penpojilyKTHBHA TOKCHYHICTE Ta
TOKCUYHUI BIUIMB HA PO3BUTOK
[IOTOMCTBA:

HE 3aCTOCOBYETLCA

BIJIMB HA (QEPTHILHICTS Ta paHHIH
eMOpioHABHUI PO3BUTOK

eMOpPIOTOKCUUYHICTD

HE 3aCTOCOBYETHCA

npeHaTankbHa Ta MOCTHATATbHA
TOKCHYHICTH

HE 3aCTOCOBYETHCS

IOCIIIKEHHS, TIPY SKHX Tperiapar
YBOSATECH MTOTOMCTRY (HECTATEBO3PITUAM
TBapUHAaM) Ta/ab0 OLIHIOETHCS BijilaneHa
mis

HC 3aCTOCOBYETHCA

6) MiciieBa IepeHOoCHMICTh

HE 3aCTOCOBYCTLCA

7) IODATKOB] JOCTIIKEHHS TOKCUIHOCTI:

HE 3aCTOCOBYETLCA

AHTUTEHHICTh (YTBOPEHHS aHTHUTIL)

HE 3aCTOCOBYETHCA

IMYHOTOKCHYHICTh

HE 3aCTOCOBYETHCA

MOCTIIKSHHS MEXaHi3My 1T

HE 3aCTOCOBYETHCA

niKapchKa 3anekHiCTh

HE 3aCTOCOBYETLCHA

TOKCUYHICTH MeTadoiTIB

HE 3aCTOCOBYETLCA

TOKCHYHICTEL JOMILIOK

HC 3aCTOCOBYETLCA

1HIIE

HEC 3aCTOCOBYETLCA




'S. Bucnoeru wodo doxniniunozo sucyenns |He 34CTOCOBYEThCS

3asBHUK (BIACHHUK
peecTpaliiHoro (mignuc)
IIOCBIIYCHHS)

Harama Bykik4esiu

3aCTyNHUK IUPEKTOPA 3 PETYIATOPHUX NHTAHb
dapmalieBTHKa

AJIKAJIOIT AT Ckort'e

(im's1, mo BaTLKOBI, NpizBUIIE)

Hepexnad spobnenuti 32iono opueinamy
Ynosnosaoicenuti npedcmasnux 3asenuxa ¢ Yipaini

Camiia KM % (nidnuc)



Honarox 30

1o Iopsiaky npoBeeHHsS €KCIEPTHOT OLIIHKK
peecTpalliiHUX MaTepiaiB sl TiKapChbKUX
3ac00iB, MOJAHKX [T JepyKaBHOT peecTpartii
(mepepeectpaiiii), a TAKOMK 1151 EKCIIEPTHOT
OLIHKHM MaTepiasik 010 BHECSHHS 3MiH J[0
peecTpaliifiHuX Marepianis MpoOTATOM CTPOKY
Zii peecTpauiifiHoro noceigueHHs

(n. 4 pozniny 1V)

3BIT

[IPO KJITHIYHI JOCIKEHHS

1. Hasea nikapcbkoro 3aco0y (3a HagBHOCTI
- HOMEp pPeecTpaliiHOTo MOCBIAYEHHS):

QEJIKAPHU]T
TabJIeTKH

2. 3a9BHHK

AJIKAJIOII] ALl Cxom’e
Bynssap Onexcanapa Makenoscskoro, 12, Ckom’e, 1000,
PecnyOnika [TiBniuna MakenoHis

3. Bupobuuk

AJIKAJIOI T AT Cxon’e
byneBap Onekcanjpa MaxkeaoHckkoro, 12, Ckon’e, 1000,
Pecny6nika [ligniuna Makenonis

4. TTpopeneni nocnimkenns: Tak

Tak Hi, sKio "Hi", obIpyHTYTE

1) Tun nikapcekoro 3acoly, 3a skum 0yno
3aiiicHeHo abo nependavaeTses peecTpatlis

[ 'eHeprYHMI (OIHOKOMIIOHEHTHMIA)

5. IloBHa Ha3Ba KNiHIYHOTO BUIPOOYBaHHsI,
KOJ/IOBAHWT HOMEP KIIHIYHOTO
BUNIPOOYBaHHA

Panpowmizosane, BiJIKpHUTE, IBOCTOPOHHE MEPEXpEcHe
nocnimxeHHs 0ioekpiBanenTHocTi Miekainiy TabneTku 110
100 mr (nocnixysanuii) Ta Tambokop (pedepenthuii)
nicis BeejieHHs 103u 100 Mry 310poBux 106pOROJIBIIIE 38
YMOBH «HATIIECEPLEY.

Crnioncop npoekty: b5-18-ELFt

6. @aza KIHIYHOrO BUNIPOOYBaHHS

Paza | (6ioexsiBanenTHicTs [BE])

7. lepion npoBeseHHs KNIHIYHOTO
BUITPOOYBaHHs

3 05-Oepe3nsa-2019 mo  25-Oepezns-2019

8. Kpaiuu, e mpoBoaunocs KiiHiuHe
BUITPOOYBAHHSI

Pecriy6unika ITigniuna Maxenonis

9. KinbKicTh 10CTIDKYBaHNUX

3arjiaHoBaHo: 28 cy0’eKTIB
(haxTryHo: 26 cy0’exTiB

10. Mera Ta BTOPMHHI L1 KJIIHIYHOTO
BUITPOOYBAHHS

MeTor 1100 AOCHiIKEeHHs 0YJ10 BU3HAYUTH
010€KBIBANICHTHICTE IBOX PI3HUX TIpeMapaTiB TabIeToK
dnexaininy nmo 100 Mr micns onHOPa30BOro NpuioMy
MepopaIbLHOL 1031 B YMOBAX HATLIECEPLIE

11. Au3aiid KIiHIYHOro BUIIPOOYBaHHA

OJHOUEHTPOBE, PaHA0MI30BaHE, 0JIHO/L030BE,
naboparopHo-ciine, 2-nepiojiHe, 2-10ciIOBHE NepexpecHe

TOCTIKEH A,




12. OcHOBHI KpuTepil BKIOYEHHS

e 3710pOBI YOJIOBIKH T4 WKiHKM, HE Mooawe 18 pokis,
aje He cTapiue 55 poxie.

e Hapganus nignucanoi Ta garosasoi Gpopmu
1H(pOpMOBAHOT 310K,

e BonoHTtepu 3 Macoro Tina Ta ingexcom Big 18,5
kr/mM? 1o 30,0 kr/M? BKIKOYHO.

®  3J10pOBI A0POCTi BONOHTEPH 3IiHO icTOpiT
xBOpoOH, GiznyHuM oDCTeKeHHAM, 12-Kanansna
EEKTPOKAPIIOrPaAMOI0, MOKA3HUKAMH
JKATTEISTILHOCTI Ta TaboparopHuM npodinem
KPOBI Ta ceui BiNMOBIAHO 0 OLIHOK JOCHiJHUKA

e He kypui, abo Kypeub y MUHYIIOMY; KOJHUIIHI KYpPLIi
OyniM BU3HAUEH] K Ti, 110 TIOBHICTIO MPUITHHKIIN
BKMBAHHs HIKOTHHOBOT POYKIIT IPOTArOM
woHakimMene 180 fHIBR 70 MepIIoro BBEACHHS
JOCIIKYBAHOTO Npenapary

e BuspieHa roTOBHICTh TOTPUMYBATHCS YCIX
MPOLEAYP JOCHLIKESHHS Ta JOCTYITHICTh MPOTArOM
TPUBANOCT] TOCIITKEHHS

o OKiHKH BOJOHTEPH 3 MOTEHIIIATOM IITOHAPOKEHHA
MOBMHHA NOrOJIMTHCH HA BUKOPUCTaHHS ONHIET 3
NPUMHATHX CXeM KOHTpALEILii BiJl CKPUHIHTY 710
moHalimenme 30 OHIB MICHst OCTAHHBOT 103K
JOCIIAXKYBAHOTO TIpenapary.

13. TocnimkyBaHuid IikapcbKkuid 3acio,
crnoci® 3acToCyBaHHs, CHIa il

Duekainig Tabnetku o 100 mr

Bupobuuk: AJIKAJIOI AJl Ckon’e

byneeap Onekcanapa MaxkenoHcskoro, 12, Ckomn’e, 1000,
PecniybJiika IlipHiyna Makenonist

Ilnsx BREICHHS: TIepOpallbHO

14. Ipenapat nopiBHsAHHS, 1032, CIIOCIO
3aCTOCYBAHHS, CUMA Ml

TamGoxop (Tambocor) Tabnerku no 100 mr

Bupobuuk:: 3M Health Care Ltd, Derby Road,
Loughborough, Leicestershire LE11 5SF, United Kingdom
[1lnsx BBEAEHHA: IepOpaIbHO

15. CynyTtHa Tepanis

[Tig yac nocnimxenus He 6yna 103BOJICHA JKOIHA CYIMyTHS
MeJMKaMEeHTO3Ha Teparnis.

16. Kpurepii ouinku eeKTUBHOCTI

He 3acTOCOBYOTHCA, OCKUIBKU 1€ OCIHIJDKeHHS
DI10CKBIBANIEHTHOCT] HA 3/I0POBUX 100POBOJBIAX

17. Kpurepii ouiHku Oe3neku

bezneky OuIHIOBANH HIISXOM OLIHKH NOOIUHUX peaKiii
(TTP), cranpapTHUX M1ab0OpaTOPHUX OLIHOK, TOKA3HHKIB
PKUTTEAISUIBHOCTI Ta enexkrpoxkapaiorpamu (EKT).

18. CraTHcTHUHI METOTH

CraTucTHYHI MeTOIM:

MarteMaTn4yHa MO/JIe/]b TA CTATHCTHYHI METO/IH
dhapMakoKiHeTHYHHX [IapaMeTpiB

OcHOBHI MapaMeTpH MOTIMHAHHSA Ta yTHIizauii 0yno
pPO3paxoBaHO 3 BUKOPUCTAHHAM HEKOMIIAPTMEHTAILHOTO
MJIX0Y 3 AONMYIEHHAM Jorapi¢Miunol TepminanbsHol
dazu. Tpanenienogibne npasuino BAKOPUCTOBYBATIOCE 151
OLLIHKM TIOLMHK nia Kpueoto. Ouinka kinueroi ¢asu Oyna

3aCHOBAHA HA MakcuMizauii koediienTa gerepMiHarii.
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Crarucrnunuii ananis sacnosannii na ANOVA-momneni
napametpis [1K.

ANOVA mopenn

Dixcopani GpakTopH: MOCIiNOBHICTS, Nepiol, NiKyBaHHS,
Cy0’exr (BKIageHui y nociigoBHICTD)

19. Jlemorpadiuni nokazHuKH
JOCTIIAKYBAHOT MOyl (CTaTh, BIK,
paca, ToI10)

310poBi jopoci onoeiku Ta xinku Bikom 18-55 pokis.
lnnexc macu Tina mick 18,5 kr/m? mo 30 kr/m? BKIIOYHO.

20. PezynbraTti eheKTUBHOCTI

He 3acTocoByeThbes, OCKINIBLKM Lie JOCITI HKEHHS
010€KBIBANIEHTHOCTI HA 37I0POBHX JOOPOBOIIBLISIX

21. PesynbTartu Ge3nexn

[1in yac nporo nocnimxenns ve 3adikcopano BUNaKiB
cMepTi, cepitosHux uu 3Hauymux [P,

3aranom 2 [P Bimuyinm 1 3 28 cy6’exrin (4 %), sxi
NPHHAMAIH YYACTh Y TOCHIKEHH].

3aranom, JocnimKyBaHi mikapchKi 3acobu 6ynu BINOMY
Gesmeuni Ta jobpe nepeHocuucs cy6’ekTaMy, 110
NpUAMANIH Y4acTh y NOCTIKEHH].

22. BUCHOBOK (3aKIIFOUCHHS)

3acHOBYIOYHCH Ha OTPUMaHMX pesynbrarax, 90 %
MOBIPUTENBLHKX IHTEPBANIB BiaHOWIEHHs «TecT/pedepeHTy
1t AUC Ta Crax 3HAXOJSTECS ¥ JONYCTUMUX MEKAX Bif
80,00 mo 125,00 %.

Taxum ynHoM, mocnimxysanuil cknaz (Onexainin
rabnerku no 100 mr), AJIKAJIOIT AJT Ckor’e,
Pecniy6nika [ligniuna Makegonis) peaxacrbes
OloeksiBanentnum pedepentromy mpenapary (Tambokop
tabaerku no 100 mr, 3M Health Care Ltd, United

Kingdom) B ymoBax nHaruiecepue.

3asBHUK (BIACHUK peecTpaliifiHoro
MOCBI/IUEHHS)

Iepernad 3pobnenuii 321010 opuzinaity

IIITHC
(mianuc)

3nariua bosnxiescka
KepiBHuK kIiHiUHOrO Bimgmimy
Hocninxenss Ta Pazpaborku
AJIKATIOIJT ATl Ckomr’e
(im’s1, mo 6aTeKOBI, NpizBULIE)

Ynosnosasicenuii npedcmasnux 3aasnuia ¢ Yxpaiui

Canina K.M. (nionuc)
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