Honarok 29

1o Ilopaaky mpoBeaeHHs eKCIIepPTHOT OLIHKH
peecTpauiiiHux MaTepianiB JUis TiKapchKHX
3aco01B, NOJAAHUX JUIA AepKaBHOT peecTpanii
(nepepeecTpallil), a TaKOK /71 €KCIepTHOT
OL[IHKM MaTepialis 110/10 BHECEHHS 3MiH 0
peecTpauifHuX MaTepialiB NpoTSIroM CTPOKy
2T peecTpaliiHOTO MOCBi UeHHs

(1. 4 po3ziny IV)

3BIT ITPO JOKJITHIYHI JOCJIIIXKEHHSA

1. Hasea nikapcekoro 3aco0y (Homep

€):

pEECTPaLiHOIO MOCBIIYEHHS, AKILO TAKUH

JEMEPKOH, TabiieTku, BKPUTI MTiIBKOBOKO 000I0HKOIO
o 5 mr/160 mr/12,5 mr, abo mo 5 mr/160 mMr/25 mr, abo
no 10 mr/160 mr/12,5 mr, a6o mo 10 mr/160 mr/25 mr, a6o
no 10 mr/320 Mr/25 mr

1) Tun nikapcekoro 3acofy, 3a kUM 0yJ10

3pificHeno abo nependayaeThes peectpaitis

["enepuuHmii mikapchKuii 3acio

2) npoBeieH] JOCTiHKEHHS

Hi.

Y BIJNOBIAHOCTI 10 BUMOT' JI0 3aCTOCYBAHHS [€HEPUYHHX
rpenaparis, BUKIaaeHux y «Hakasi Minicrepcrsa
OXOpOHH 3/10p0oB’s YKpaiuu Bij 26.08.2005 Ne 426x», s
riOpUIHMX Npenaparis }KOAHHX Pe3yJIbTATIB BIACHUX
TOKCHKOJIOTTYHHUX YH (DapMaKoIOTiYHHX AOCIIiKEHD YH
K/IIHIYHUX JOCJIJKEHb He BUMAra€ThCsl, TOMY BOHH HE
nepenbaveni. Pemrra posainis Jlonarky 29 ne
3aCTOCOBYIOTHCS JIO LILOTO IIperapary.

2. @apmakoJioris:

1) nepunHa dapmakoauHaMika

HE 3aCTOCOBYETECA

2) BTOpMHHA (papMaKkoIuHaAMiKa

HE 3aCTOCOBYETHCA

3) dapmakosioris Oe3nexu

HC 3aCTOCOBYETLCAH

4) dbapmakouHamMiuyHi B3aeMOIii

HE 3aCTOCOBYETLCH

3. @apmakokiHeTHKa:

1) aHanITHYHI METOJM Ta 3BITH MO 1X
BaJTi AL

HE 3aCTOCOBYETHCA

2) abcopOuis

HE 3aCTOCOBYETLCA

3) po3moin

HE 34CTOCOBYETHCA

4) meTabonizm

HE 3aCTOCOBYCTLCA

3) eniMiHallist

HE 3aCTOCOBYETHCA

6) dpapMakoKiHETHUHI B3aeMOIiT
(moxmiHivuHI)

HE 3aCTOCOBYETHCA

7) iHwi dapMakoKiHETUYHI J10CIIDKEHHS

HE 3aCTOCOBYETLCA

4. TokcHKOOrIs:




1) 01HO1030Ba TOKCHYHICTD

HE 3aCTOCOBYETLCH

2) TOKCHYHICTB [PH HOBTOPHHX 033X

HE 34CTOCOBYETHLCA

3) TéeHOTOKCHYHICTE: in Vitro

HEC 3aCTOCOBYETHCA

In vivo (BKIIOYAIOYH JIOATKOBY OLIHKY
TOKCHKOKIHETHKH)

HC 3aCTOCOBYETHCA

4) KaHLEPOreHHICTh:

HE 3aCTOCOBYETHCS

TPHMBAJIi JOCIIHKEHHS

HE 3aCTOCOBYETHCA

KOPOTKOTEPMIHORBI AOCII/IKEHHS
abo0 J10CITi/PKEHHS cepeIHBOT TPUBAJIOCTI

HE 3aCTOCOBYETLCS

NOJATKOBI JTIOCHIJUKEHHS

HE 3aCTOCOBYETHCA

5) penpoayKTHBHA TOKCHYHICTE Ta
TOKCHYHHI BIIJIMB HA PO3BUTOK
[IOTOMCTBA:

HE 3aCTOCOBYETBLCA

BIIMB Ha (pepTHIILHICTE Ta paHHiii
eMOpioHaNLHHIT PO3BUTOK

HE 3aCTOCOBYETBLCA

eMOpIOTOKCHUHICTE

HE 3aCTOCOBYETHCA

[ipeHarajsHa Ta MnocTHaTalIbHa
TOKCHUYHICTB

HE 3aCTOCOBYETBCA

JOCTIIKEHHS, B pAMKax AKUX JIKapChKui
3aci0 BBOJATH MOTOMCTBY (HE JI03piauM
TBapUHAM) Ta/ab0 OL[iHIOIOTH Ha
JOBrOTPUBAII HACTI KK

HE 34CTOCOBYETBHCA

€) MiclieBa MepeHOCHMICTh

HC 3aCTOCOBYCThCA

7) nopaTKoOBI OCITIHKEHHS TOKCHYHOCTI:

HE 3aCTOCOBYETBCA

AHTUIE€HHICTH (YTBOPEHHS aHTHTIN)

HE 3aCTOCOBYEThCA

IMYHOTOKCHYHICTE

HE 3aCTOCOBYECThCH

NOCTIDKEHHS MeXaHi3My Jiil

HE 3aCTOCOBYETLCA

3aNIeKHICTh B JIIKAPCLKOro 3acoly

HE 3aCTOCOBYETBLCA

MeTadoTiuHa TOKCHUHICTD

HE 3aCTOCOBYETHCA

TOKCUYHICTD B,OMiHIOK

HE 3aCTOCOBYEThLCHA

1HIIe

HE 3aCTOCOBYETLCA

5. BHCHOBKH HOKIIHIYHOTO HOCHIIKEHHS

HE 3aCTOCOBYETHCA

3asBHUK (BIIACHUK

| SE”
X#acta M.B.

MpeJ/ICTABHUK 3asBHUKA
(im's1, o GaTBKOBI, MPI3BUIIE)

peecTpaLiifHOrO MOCBIIYEHHS)



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

I(C]ause 4, Section [V)

PRECLINICAL STUDY REPORT

1. Name of the medicinal product

(registration certificate number, if any):

Demerkon 5 mg/160 mg/12.5 mg, 5 mg/160 mg/25
mg, 10 mg/160 mg/12.5 mg, 10 mg/160 mg/25 mg
and 10 mg/320 mg/25 mg film-coated tablets

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

Generic

2) studies conducted

No. No own pre-clinical data is required for the
concerned type of product (generic product), and no
applicant’s own pre-clinical data is provided in the
registration dossier

2. Pharmacology:

" . /
1) primary pharmacodynamics e
. /
2) secondary pharmacodynamics .
/
3) safety pharmacology e
- . n/a
4) pharmacodynamic interactions
3. Pharmacokinetics:
: . In/a
1) analytical methods and reports on their
validation
: n/a
2) absorption

HOMI A BIPHA
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3) distribution

n/a

in vivo (including additional toxicokinetics
assessment)

4) metabolism i
I n/a
5) elimination .
T ; n/a
6) pharmacokinetic interactions
(preclinical)
- . n/a
7) other pharmacokinetic studies
4. Toxicology:
: . n/a
1) single-dose toxicity
iy n/a
2) repeated dose toxicity
i n/a
3) genotoxicity: /
in vitro
n/a

embryotoxicity

: " /
4) carcinogenicity: W
: n/a
long-term studies
- /a
short-term studies i
or medium duration studies
i ; n/a
additional studies
A pon ’ n/a
5) reproductive toxicity and toxic effects
on offspring development:
: - : n/a
impact on fertility and early embryonic
development
n/a

KOMI A BIPHA
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prenatal and postnatal toxicity

n/a

5. Preclinical study conclusions

studies under which the medicinal product s
is administered to offspring (non-mature
animals) and/or evaluated for long-term
effects :
6) local tolerance i
n ;s ; 1/a
7) additional toxicity studies: :
. ’ . n/a
antigenicity (antibody formation)
; o n/a
immunotoxicity
; ) : n/a
mechanism of action studies
— n/a
drug dependability
. . n/a
metabolite toxicity
.- " . n/a
toxicity of admixtures
n/a
other
n/a

Applicant (registration
certificate holder)

\

Natasha Vukikjevikj

Head of Regulatory Affairs
ALKALOID AD Skopje

Honi A BIPHA
FACTAM B



Annex 30

to the Procedure for Conducting Expert

Evaluation of Registration Materials
Pertinent to Medicinal Products

Submitted for the State Registration (Re-
Registration) and for Expert Evaluation

of Materials about Introduction of

Changes to Registration Materials during

the Validity Period of Registration
Certificate (item 4 section IV)

Clinical trial report 1

1. Name of medicinal product (registration
certificate No, if available)

Demerkon film-coated 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

ELPEN Pharmaceutical Co. Inc.
Marathonos Avenue 95, Pikermi Attiki, 19009,
Greece

4. Studies conducted:

yes no ifno, please justify

1) type of medicinal product, which has
been or will be registered

Generic

5. Title of clinical trial, code number of
clinical trial

An open label, balanced, randomized, two-
period, single dose, two-treatment, two-
sequence, crossover, oral bioequivalence study
of Amlodipine/Valsartan/ Hydrochlorothiazide
10mg/320 mg/25 mg film-coated tablets,
Manufactured by ELPEN Pharmaceutical Co.
Inc., 95, Marathonos Ave., 19009, Pikermi,
Attica, Greece and Exforge HCT
(Amlodipine/Valsartan/Hydrochlorothiazide)
10 mg/320 mg/25 mg film-coated tablets,
Marketing Authorization Holder: Novartis
Europharm Limited, Ireland in healthyadult
human subjects under fasting conditions.

Protocol Number; C1B03727

6. Phase of clinical trial

Clinical Trial Phase I (Bioequivalence

studies[BE])
7. Period of clinical trial from 09.12.2023 till 03.01.2024
8. Countries, where clinical trial has been |India
conducted
0. Number of trial subjects planned: 64

actual: 64




10. Objective and secondary endpoints of
clinical trial

— To compare and evaluate the oral
bioavailability of Amlodipine/
Valsartan/Hydrochlorothiazide 10
mg/320 mg/25 mg film-coated tablets,
Manufactured by ELPEN
Pharmaceutical Co. Inc., 95,
Marathonos Ave., 19009, Pikermi,
Attica, Greece with that of Exforge
HCT (Amlodipine/Valsartan/
Hydrochlorothiazide) 10 mg/320
mg/25 mg film-coated tablets,
Marketing Authorization Holder:
Novartis Europharm Limited, Ireland
in healthy, adult, human subjects under
fasting conditions.

— To monitor the safety and tolerability
of the subjects.

11. Clinical trial design

Open label, randomized, two-period, two-
treatment, two-sequence, crossover, balanced,
single dose oral bioequivalence study in
healthy, adult, human subjects under fasting
conditions

12. Main inclusion criteria

Healthy adult, human volunteers, non-smokers
& non-tobacco using volunteers (i.e., had no
past history of smoking and tobacco
consuming for at least one year prior to study),
18 to 55 years old (both inclusive) with a Body
Mass Index (BMI) 18.5 to 30.0 kg/m? both
inclusive, who were judged as healthy on the
basis of a pre-study physical examination
(clinical examination) and clinical laboratory
tests.

of administration and strength

13. Investigational medicinal product, mode

Amlodipine/Valsartan/Hydrochlorothiazide
10/320/25mg Film-coated Tablets

Manufactured by:

ELPEN Pharmaceutical Co. Inc., 95,
Marathonos Ave., 19009, Pikermi, Attica,
Greece

Lot No.: 231986

Manufacturing Date: 05/2023

Expiry Date: 05/2025

Dose: 1 x 10/320/25mg

Mode of administration: Oral




14. Reference product, dose, mode of
administration and strength

EXFORGE HCT®

Amlodipine/Valsartan/Hydrochlorothiazide
10/320/25mg Film-coated Tablets

Manufactured by:
Novartis Farma S.P.A. via Provinciale Schito
131 80058 Torre Annunziata (NA), Italie.

MAH:

Novartis Europharm Limited, Vista Building
E/M Park, Merrion Road Dublin 4 Ireland.
Lot No.: TVL63

Expiry Date: 11/2024

Dose: 1 x 10/320/25mg

Mode of administration: Oral

15. Concomitant therapy

Subject no. 46 was given norfloxacin
tinidazole due to adverse event (diarrhea) in
period 1 (10/12/20223) of the study. However,
the subject was discontinued from the study on
medical grounds (diarrhea) on 10/12/2023.

16. Criteria for evaluation efficacy

Not applicable as this is a bioequivalence
study on healthy volunteers. Therefore,
efficacy was not directly measured.

17. Criteria for evaluation safety

During screening, safety parameters assessed
were medical history, medication history &
family medical history (recorded by
questioning each subject), vital signs, physical
examination (clinical examination), ECG
examination, and clinical laboratory
assessment (Hematology, Biochemistry,
Urinalysis, Immunological Test).

Sitting blood pressure, pulse rate and body
temperature were measured at the time of
check-in and prior to check-out in each period.

Sitting blood pressure, pulse rate and body
temperature were measured prior to dosing in
cach period and during the visit for the last
study sample.

Supine blood pressure and pulse rate were
measured at 2.0 and 6.0 hours (+ 40 minutes)
post dose in each period.

Sitting blood pressure, pulse rate and body
temperature were measured at 10.0 hours (£ 40
minutes) post dose in each period.




Physical examination (clinical examination) of
the subject was conducted by a qualified
medical designate at the time of check-in and
prior to check-out in each period and during
the visit for the last study sample.

No subject had sitting systolic blood pressure
less than 100 mmHg or greater than 140
mmHg or sitting diastolic blood pressure less
than 60 mmHg or greater than 90 mmHg and
pulse rate less than 60 or greater than 100
beats per minute during pre-dose vitals in each
period.

All study related activities were done at the
bedside for at least 08 hours post dose in each
period.

Well-being assessment: Subjects were advised
to report any AE occurred during the study and
were specifically asked for these by trained
study personnel in a non-leading manner at the
time of physical examination (clinical
examinations), during vital signs recording, at
about 16.0 and 24.0 hours post dose, during
ambulatory visits in each period.

12-lead ECG was recorded at the time of
checkout (for all dosed study subjects) in each
period.

All study subjects who were dosed, were
assessed for their well-being through a
physical examination (clinical examination)
which included vital sign measurement (sitting
blood pressure, pulse rate and body
temperature) and the laboratory tests
(Hematology, Biochemistry) at the end of the
study.

18. Statistical methods

Pharmacokinetic and Statistical analysis
Pharmacokinetic parameters and statistical
analysis on the pharmacokinetic parameters
were performed using SASY statistical
software (Version: 9.4; SAS Institute Inc.,
USA).

For Amlodipine:

- Primary pharmacokinetic parameters:
Cmax and AUC72

- Secondary pharmacokinetic parameters:
Tmax, tHalf and Kel

For Valsartan & Hydrochlorothiazide:
- Primary pharmacokinetic parameters:




Cmax and AUCt
- Secondary pharmacokinetic parameters:

AUCI, Tmax, Kel, AUC_%Extrap obs and
tHalf

Criteria for evaluation:

For Amlodipine:

The 90% confidence interval of the relative
mean (geometric least square mean) of the test
to reference product for Ln-transformed
Pharmacokinetic parameters Cmax and
AUC72 was to be within 80.00% to 125.00%
for Amlodipine to establish bioequivalence.

For Valsartan & Hydrochlorothiazide:

The 90% confidence intervals of the relative
mean (geometric least square mean) of the test
to reference product for Ln-transformed
Pharmacokinetic parameters Cmax and AUCt
was to be within 80.00% to 125.00% for
Valsartan and Hydrochlorothiazide to establish
bioequivalence.

19. Demographic indices of studied
population (sex, age, race, etc.)

Healthy male adult subjects aged between 25
to 54 years old (both inclusive), Asian race,
Body Mass Index (weight/height?) in the range
18.7 to 29.7 kg/m? both inclusive.

20. Efficacy results

Not applicable as this is a bioequivalence
study on healthy volunteers. Therefore,
efficacy was not directly measured.

21. Safety results

There was no serious adverse event reported in
the study.

A total of five (05) adverse events were
reported by five (05) subjects during the entire
study.

One AE was moderate in severity and other
four AEs were mild in severity.

22. Conclusion (summary)

Based on the results provided, it is concluded
that, the Test product
Amlodipine/Valsartan/Hydrochlorothiazide 10
mg/320 mg/25 mg film-coated tablets is
bioequivalent with the Reference product
(Exforge HCT
(Amlodipine/Valsartan/Hydrochlorothiazide)
10 mg/320 mg/25 mg film-coated tablets,
under fasting conditions.

Overall, Amlodipine/Valsartan/
Hydrochlorothiazide 10 mg/320 mg/25 mg
film-coated tablets was well tolerated as a
single oral dosage (1 x 10 mg/320 mg/25 mg)




[

administered under fasting condition in both
test and reference formulation.

Applicant (registration certificate holder)

(signature)
Natasha Vukikjevikj
Head of Regulatory A ffairs

ALKALOID AD Skopje

{Procedure amended by new annex 30 according

to MoH Ukraine Order Ne 1528 of 27.06.2019 }




Honmaroxk 30

1o [lopsaxy mpoBeneHHs eKcrepTHOT OIiHKN
peecTpanifHuX MaTepiais Jis

JIKapChKUX 3ac00iB, NOJAHHX JUIS
JIEpIKaBHOI peecTpallii (mepepeectpartii),

a TaKo3K JJIsl €KCIIEPTHOI OLIHKH

MatepiamiB 11010 BHECEHHS 3MiH

10 peecTpalifHUX MaTepialliB IpOTATOM
CTPOKY Jii peecTpaniiHoro mocBiaueHHs

(. 4 poznimy IV)

3BIT ITPO KJIHIYHI JOCJIIXKEHHS Ne 1

1. Ha3ga nikapcekoro 3acody JAEMEPKOH

(moMmep peectpaniiHoro TabIeTKH, BKPUTI IUIIBKOBOKO 000IOHKOIO
[IOCBITYCHHS, SKIIO TaKHi €):

2. 3asBHHK AJIKAJIOT A/l Cron'e

ByneBap Onexcannpa MakegoHcbkoro, 12,
Cxorr'e, 1000, Pecrry6uika ITiBriuna MaxkegoHist

3. BupoGuuk AJIKAJIOIT Al Cron'e
byneBap Onexcanapa MakegoHCEKOTO, 12,
Cror'e, 1000, PecnyGutika ITiBnigna MakeioHis

EJITTEH ®apmacsiotikan Ko. [Hk.

Maparonoc Age. 95, ITikepmi Attiki, 19009, I'pewist/
ELPEN Pharmaceutical Co. Inc.

Marathonos Ave. 95, Pikermi Attiki, 19009, Greece

4. IlpoBesieHi JIOCITIDKEHHS TAK Hi, SKIIO Hi, OVIb Tacka, o0rpyHTYiiTe
1) Tun nikapeeKoro 3acody, ['enepuyunumii

3a AKUM OYJ10 3A1icHEHO a00
nepea0avacTbes peecTpaltis

5. I[ToBHa HA3Ba KIIHIYHOTO Binxpure, 30anancoBane, paHaoMi3oBaHe, IBONIEPIOIHE, 3
BHIIPOOYBaHHs, KOJOBaHHUI 0/IHOPA30BOK) 103010, 3 IBOMA CXEMaMH JIiKyBaHHS,
HOMEPp KJIIHIYHOro JBOIIOCTIJOBHE, IEPEXPECHE JOCIIKEHHS IEPOPaTBHOL
BHIIPOOYBaHHsA 010€KBIBaJIEHTHOCTI Ta0JIETOK

Amnoauniny/Bancaprany/l iapoxmopriazuay 10 mr/320 mr/25 mr,
BKPHUTHX I[UIIBKOBOIO 00010HKOK0, BUpoObHuuTBa EJITIEH
®apmacekrotikan Ko. [HK., Mapatonoc Age. 95, [likepmi ATTiki,
19009, ['penis ta Excdop:xk HCT (EXFORGE HCT®)
(Amnopumnin/Bancapran/[apoxnopriasun) 10 mr/320 mr/25 mr,
TabJIEeTKH, BKPHTI IUTIBKOBOO 000JIOHKOR), BIACHUK PEECTPAIIIHHOTO
nocBiruenHs: Hosaptic €Bpodapm Jlimiten, [prangis Ha 370poBHX
IOPOCITHX JTIOICH B YMOBAX HATIIECEPIIE.

Howmep nipotokony: C1B03727

6. ®aza KIHIYHOTO ®aza | knigigHOrO AOCHIKEHHS (TOCTIIKEHHS 010€KBIBAIEHTHOCTI
BUIIPOOYBaHHS [BE])

7. Ilepion npoBeieHHES 309.12.2023 p. mo 03.01.2024 p.

KJIIHIYHOIO BUIIPOOYBAHHS

8. Kpaiuwu, ne npoBojiocs Tamis

KJIiHIYHE BUNPOOYBaHHS




9. KifbKicTh JOCITIKYBaHIX

3alIaHOBaHO: 64
dakTuuHO: 64

10. Meta ta BropuHHi 1ini
KJIIHI9HOTO BHIIPOOYBaHHS

- JI1s IOPIBHAHHS Ta OLIHKH IePOPATEHOT 6i0T0CTYITHOCT] TaBIeTOK
Amnonumniny/Bancaprany/Tigpoxmnopriazuxy 10 mr/320 mr/25 wr,
BKPHTHX  IUIIBKOBOKO  000JOHKOW,  BHpoOHuMnTBa  EJITIEH
®apmacerotikan Ko. Tak., Mapatonoc Age. 93, [Tikepmi ATTiKi,
19009, Tpemis 3 Ekcpopxk HCT (EXFORGE HCT®)
(Amnomunin/Bancapran/I'igpoxinopriasun) 10 wmr/320 mr/25 wr,
TabJIETKH, BKPUTI IITIBKOBOKO 0GOJIOHKOIO, BIACHHK PEECTpPALiitHOro
noceituyenda: Hosapric €Bpodapm Jlimiten, Ipnanais y 3mopoBux
JIOPOCIHX JIFOJICH HaTIIeceple.

- JU1sl MOHITOPHHTY Ge3IIeKH Ta IEPEHOCHMOCTI 3ac00y B CYO'€KTiB.

11. Jluzaita kmiHI9HOrO
BUIIPOOYBaHHS

Binkpute, pamgomizoBaHe, BOIEpiOfHE, BOKOMIIOHEHTHE,
JIBOIIOCIITOBHE, [epexpecHe, 30amaHcoBane, 0JIHOpa3oBe
JOCTIDKEHHS O10€KBIBAIGHTHOCTI OJHOPA30BOi 103H Ha 3J0POBHX,
JOPOCTHX MIO/IAX B YMOBAax Harmiecepiie

12. OcHogHi KpuTEpii
BKJTFOUCHHS

370poBi JopocTi MOIH TOGPOBOIBI, AKi HE MAXSTh H HE BKHBAIOTD
TIOTIOHY (TOOTO HE Malu aHAMHE3Y NATIHHS Ta BXKHUBAHHS TIOTIOHY
BIPOJOBXK L[OHAMMEHIIIE OJHOTO POKY A0 TMOYATKY JOCIIIKEHHS),
BIKOM B1x 18 10 55 pokiB (BKiI09HO) 3 iHgekcoM MacH Tina (IMT) Bix
18,5 1o 30,0 Kr/M> BKITFOYHO, SIKHX Oy/10 BU3HAHO 3IOPOBHMH Ha
IiCTaBl IIONMEpeHBOro (Hi3HKATBHOIO OOCTEKEHHS (KJIIHIYHOTO
00CTEKEHHS) Ta Pe3yIbTATIB KIIHIYHHX JTa60paTOPHHUX aHAIi3iB.

13. JocmixyBaHui
mikapceKuit 3acib, crnocid
3aCTOCYBaHHS, CUJa JIil

Amnoaunin/Bancapran/IinpoxaopTiazua 10/320/25mr
Tab/aeTKH, BKPHTI ILTIBKOBOI0 000/10HKOI0

BupoOHunTea:
EJIITEH ®apmacsrotikan Ko. [HK.

Maparonoc Age. 95, ITikepmi Attiki, 19009, I'perisi/
ELPEN Pharmaceutical Co. Inc.
Marathonos Ave. 95, Pikermi Attiki, 19009, Greece

Cepia No: 231986

Jlata Burotosnennd: 05/2023 p.
[Tpunatuuii 1o: 05/2025 p.

Hoza: 1 x 10/320/25 mr

Crocid 3acTOCYBaHHS: IEPOPATHHO

14. Ilpenapatr nopiBHIHHS,
J103a, CIIOCi0 3aCTOCYBAHHS,
cuia il

EKCOOPXK HCT® (EXFORGE HCT®)
Amaogumnin/Bancapran/I'igpoxnopriazua

10/320/25 Mr Tad;1eTKH, BKPHTI ITIBKOBOIO 000/ 10HK0I0
Bupobuunrsa:

Hosapric @apma C.IT.A./Novartis Pharma S.P.A.

via Provinciale Schito

131 80058 Torre Annumziata (NA), Itamnis

BiacHUK peecTpallifHOro MOCBIAYEHHSL:

Hogapric €Bpodapm Jlimiten/Novartis Europharm Limited,
Vista Building E/M Park, Merrion Road Dublin 4, Ipnanzis.




Cepis No: TVL63
[Ipupatauit no: 11/2024 p.
Ioza: 1 x 10/320/25 mr

Crocid 3acTOCYBAHHS: IEPOPATEHO

15. CynyTHs Teparis

Yuacuuk Ne 46 onrepikyBar HOpQIOKCALHMH THHIIA3011 Yepe3 MoBiaHy
niro (miapero) B mepioa 1 (10.12.2023 p.) mocnimkerss. OxHax, e
YYaCHHK OyB BHUK/IIOUEHHH 3 JOCHI/DKEHHS 3a MeIHYHUMHU
MmoKasaHHaMH (Jiapest) 10.12.2023 p.

16. Kpurepii orinku
e(eKTHBHOCTI

He 3acTocoByeThes, OCKITBKH ¢ JTOCIIKEHHS Ol0€KBIBAICHTHOCTI
Ha 300pPOBHX JOOPOBOJBLAX. TakuM YHHOM, e(EKTHBHICTH
Oe3rnocepeIHbO He BUMiprOBaIacs.

17. Kputepii orinku 6e3nexu

[lix yac ckpHHIHTY ONIHIOBATH TaKi mapameTpu OGe3MeKH: icTopis
XBOpOOH, icTOpist MPUAMAHHS MIKIB i CiMEHHUI MeaUUHIH aHAMHE3
(PEECTPYBAIIM LUIAXOM OMHTYBAaHHS KOXKHOTO YYaCHHKA), OIHKA
JKHTTEBO BaKIMBHX IMOKA3HUKIB, (i3HKATBHE 00CTEXEHHA (KIiHIUHE
obcrexenns), EKD i kniniuHa nadoparopHa omiHka (reMaTomoris,
OioxiMis, aHami3 cedi, IMyHOIOTTYHHEI TecT).

ApTepianbHUA THCK Yy HONOXKEHHI CHISYH, YacTOTy MyJbCy i
TEMIIEPATypy Tija BUMIPIOBAIH HA MOYATKY Ta Mepel 3aKiHUYeHHIM
KOYKHOTO TIEpioay.

AprepialbHUNE THCK Y TOIOMKEHHI CHISYH, YacTOTy MyJIbCy Ta
TeMIIepaTypy Tijla BUMIPIOBAIIH I€pe]] BBEASHHIM J03H B KOXKHOMY
Mepiofi Ta IMiJ Yac Bi3UTY [UId 300py OCTAHHBOTO JOCTIIKYBAHOI'O
3pasKa.

AprepialbHEH THCK Ta YacTOTy IIyJIbCY B IMOJOXKEHHI Ha CITHHI
BUMipioBaTH yepes 2,0 Ta 6,0 roguau (+ 40 XBUITHH) MIC/ISI BBEICHHS
JI03H B KOKHOMY MEpPioji.

ApTeplanbHUH THCK y IOJOXKEHHI CHASYH, YacTOTy IVIBCY Ta
TemmepaTtypy Tijga BumiptoBanmu uepe3 10,0 rogun (£ 40 XBHUIHH)
IICJIsl BBEJICHHS! J03H B KOXKHOMY MEpioii.

Oiznyne  oOcTekeHHs  (KIiHIYHE ~ OOCTEKEHHS)  YYaCHHKA
MPOBOAMIOCH KBaTi(hiKOBAHHM JiKapeM Ha MOYaTKy Ta Iepex
3aKiHYEHHSM KOXXKHOTO MEepiogy Ta Mmig uac BI3UTY s 300py
OCTaHHBOT'O JIOCIIKYBAHOTO 3pa3Ka.

VY JKOIHOTO 3 YYaCHHKIB He OyJI0 CHCTOIIYHOTO apTePiaibHOTO THCKY
B TIOJIOMKCHHI CHAgun MeHIne HisK 100 MM pT. cT. ado Oinbine Hisk 140
MM PT. CT. YH AIiaCTOJIIYHOTO apTepialbHOTO THCKY B IMOJIOXKEHHI
cuJs4d MeHure Hik 60 MM pt. cT. ado Oubine HiK 90 MM pT. CT. Ta
4acTOTH Iylbcy MeHime HiK 60 ado Outbmie Hixk 100 ynapis 3a
XBHJIHHY M Yac OI[HKH JKUTTEBO BAXIJIMBHUX MOKA3HUKIB JI0
BBEJICHHS 103U B KOKHOMY HEPIOII.
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Yel i, moB'S3aHi 3 HOCIIZKEHHSM, BHKOHYBAIHCS Oils JiKKa
YIPOTORK moHaMeH e 08 roHH Mic/Id BBEACHHS 103K B KOKHOMY
nepiofi.

Ouinka  camomowyTTs:  VdyacHHKAaM  JIOCHIKeHHS  OyiI0
PEKOMEHJIOBAHO TIOBIIOMIIATH Npo Oyab-siki HeGaxkaHi SBHINA, IO
BHHHUKIH i 4ac JOC/IKEHHS, i BOHH CIELialbHO OMUTYBAIIHCS
HABYEHUM IIEPCOHATIOM JOCTIDKEHHs B HEHAB' I3 UBil hopmi i uac
(isukameHOro O00CTENKEHHS (KIIHIYHOTO OBGCTeXeHHs), Mix dYac
OUIHKH JKUTTEBO BAK/IWBUX ITOKA3HUKIB, TIPHOIH3HO uepes 16.0 ta
24,0 roqumu micas npuioMy I03H, 1ij Yac aMOyIaTOPHUX Bi3UTIB y
KOXHUH 1epio.

EKI" y 12 BigBemeHHSX peecTpyBaiu Iicis 3aKkiH4eHHs (114 BCIX
YYaCHHKIB JIOCTIIKEHHS, SKi 0JIep)KyBalId 103y ) KOKHOIO Mepioy.

Yl yuacHUKH JOCITIKEHHS, SIKI 0JIEPXKYBAIH 103y, OLIHIOBATHCS HA
NpeIMET  IXHBOIO CaMOMOYyTTA 3a JONOMOrow  (hi3MuHOro
00CTekEHHs (KJIHIYHOTO OOCTEKEHHS), K€ BKIIOYAI0 OLIHKY
JKUTTEBO BAXKIIUBHUX [IOKA3HUKIB (apTepiallbHUM THCK Y MOJOXKEHH]
CHIAYM, YacTOTa IIyJbCcy Ta TeMIeparypa Tila) Ta pe3ylbTaTH
nabopaTopHi  aHami3M  (remaroioris, 0ioXiMif) — HAMPHKIHLI
JOCIILIKEHHS.

18. CTaTHCTHYHI METOIH

®apMaKoKiHeTHKA Ta CTATHCTHYHHE aHAMI3. DapMakoKiHETHYHI
mapaMeTpd  Ta  CTaTHCTHYHHE  aHamia  ¢dapMaKOKIHETHYHHX
mapaMeTpiB  IPOBOJWIM 33  JIONOMOTOK)  CTAaTHCTHYHOrO
nporpaMHoro 3adesnedeHHs SAS® (Bepcis: 9.4; SAS Institute Inc.,
CIIIA).

JTns AMJIOJIMIIHY

- Ilepsunni papmaxokinetuuni mapamerpu: Cmax ta AUCT2
- Bropunni dapmaxokinernyni mapamerpu: Tmax, tHalf ta Kel

Jna Bancaprany Ta [iagpoxiopTiazuay:

- [lepBuHHI hapMakoKiHETHYHI TApAMETPH:

Cmax ta AUCt

- Bropunni ¢apmaxokinernuyni napametrpu: AUCI, Tmax, Kel,
AUC_%Extrap_obs Ta tHalf

Kpurepii oninku:

JUist AMIIOJUAITIHY :

Jlns BcTaHOBNEHHA OloekBiBazeHTHOCTI, 90% moBipumit iHTepBan
BIIHOCHOTO CEPEIHBOr0 3HAYEHHS (reoMeTpudHe HalMeHIe
KBaJIpaTHYHE CEPEIHE) JOCIIIKYBAHOIO Ta €TATIOHHOTO 3ac00y JUls
Ln-tpanchopMoBaHuX (papMakOKiHETHUHHX IapameTpie Cmax Ta
AUCT2 st AMIOIHUIIHY MOBHHEH OYyB 3HAXOJUTHCS B Mewkax Bijl
80.00% no 125,00%.

Jltg Bancaprany ta [inpoxiiopTiazumy:
Jlns BcraHomieHHst OloexBiBaneHTHOCTI, 90% mOBipYi iHTepBaIH
BITHOCHOTO  CepeHBOr0  3HAYEeHHS  (CepelHE  TreoMeTpHYHe
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HailMeHIIle KBaJpaTHYHE) DOCIIKYBAHOTO Ta ETATOHHOTO 3acobiB
Autst Ln-tpascopmopanux (apmakokineTHuHux napametpis Cmax
ta AUCt mamun 6yt B mexax Bim 80,00% mo 125,00% s
Bancaprany Ta ligpoxsopriasuy.

19. Hemorpadiuni 310poBi Jopociti 4onmoBikH BikoM Bij 25 10 54 pokiB (BKTIOUHO),
MIOKA3HUKH TOCHIIKYBaHOI aslaTchbka paca, iHekc MacH Tina (Bara/spict %) y miamasoni Big 18,7
nomysuii (cTars, BiK, paca, 110 29,7 Kr/M ? BKITIOUHO.

TOIIO)

20. Pe3yneTati He 3actocoByeThes, OCKIIBKH 1€ JOCHiIKeHHS Ol0€KBiBAIEHTHOCTI
eeKTHBHOCTI Ha 3I0POBHX JOOPOBOMBLSX. TakuM YHHOM, e(EeKTHBHICTH

Oe3nocepeIHEO HE BUMIPIOBAIACS.
21. PesynbTatu Oe3neku Y JjocmijpkeHHi He OylIO 3apeecTpOBAHO BHNAIKIB Cepio3HHX

HeOaKaHUX SBHII.

YmpoaoBk yceoro JiocmipkeHHs B m'atH  (05)  y4acHHKIB
3apeecTpoBaHo N'ATh (05) HeOakaHUX SBHIII.

Onne HeGakaHe sBHIIE OyIO MOMIPHAM 3a CTYIEHEM TSHKKOCTI, a
iHII YOTHPH HeOaKaHHX SABHINA OyIM JEerKHMH 3a CTYHNEHEM
TSKKOCTI.

22. BHCHOBOK (3aKJIFOUEHHS ) Ha mizncrapi HajaHUX pe3yIbTaTiB MOYKHA 3pOOHTH BHCHOBOK, 110
JIOCIIKYBaHUH JTiKapCchKUi 3aci6
Awmnopunin/Bancapran/T'igpoxnopriasia 10 mr/320 mr/25 mr
TaOIETKH, BKPHUTI ITIBKOBOK 000JIIOHKOK Ta pehepeHTHHI
nixapebkuii 3aci6 Exchopx HCT (EXFORGE HCT®)
(Amnounin/Bancapran/Tinpoxmnoptiazum) 10 mr/320 mr/25 Mr
TaOJIeTKH, BKPUTI ILTiBKOBOIO 000IOHKOIO, B YMOBAaX MPHHOMY
HaTeceple € 010eKBiBaICHTHHMH.

B minomy, Amnomunin/Bancapran/T inpoxiopriazua

10 Mr/320 M1/25 Mr TaOneTKH, BKPUTI ILTIBKOBOKO 000JIOHKOK),
J100pe NePeHOCHBCS [IPH MPUHOMI B pa3oBii nepopasibHiil 1031
(1x10Mr/320Mr/25Mr) HaTIIECEPIIE K TOCTLIKYBaHOT (DOPMYIIH TaK
pedepeHTHOI.

3adBHHUK (BIACHHK

pESeL AT BTG Harama Bykikiuesiu
TR e KepiBHHK 3 peryIsTOpHHX [IHTaHb
AJIKAJIOI Al Cron'e
/nionucano/

{Hlopsdok 31 3minaviu, eHeceHumu 32I0HO 3 HOGUM dooamkxom 30 3eiono 3 Harazom MO3 Vipainu sio
27.06.2019 p. Nel528)}

[lepernad spobaenuil 3eiono opuzinaiy
VHOBHOGAICEH I NPeOCMABHUK 3aA6HUKA 6 YKpaini

Canina K.M. g z (nionuc)
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Submitted for the State Registration (Re-

Registration) and for Expert Evaluation

of Materials about Introduction of

Changes to Registration Materials during

the Validity Period of Registration
Certificate (item 4 section [V)

Clinical trial report 2

1. Name of medicinal product (registration
certificate No, if available)

Demerkon film-coated 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

ELPEN Pharmaceutical Co. Inc.
Marathonos Avenue 95, Pikermi Attiki, 19009,
Greece

been or will be registered

4. Studies conducted: yes no if no, please justify
1) type of medicinal product, which has Generic

5. Title of clinical trial, code number of
clinical trial

An Open Label, Balanced, Randomized, Two-
Period, Single Dose, Two-Treatment, Two-
Sequence, Crossover, Oral Bioequivalence
Study Of
Amlodipine/Valsartan/Hydrochlorothiazide 10
mg/160 mg/25 mg film-coated tablets And
EXFORGE HCT® In Healthy Adult Human
Subjects Under Fasting Conditions

Protocol Code: AMVAHY-T004
[PRC Study Code No.: AMVAHY-0324-28

Sponsor’s Code.: 2024-AMLVALHYD-EL-
222

6. Phase of clinical trial

Clinical Trial Phase I (Bioequivalence

studies| BE])
7. Period of clinical trial from 18.04.2024 till 22.05.2024
8. Countries, where clinical trial has been  |Jordan
conducted
9. Number of trial subjects planned: 90
actual:

- dosed: 90 in Phase I, 87 in Phase II
- completed: 87




10. Objective and secondary endpoints of
clinical trial

Primary Objective: The aim of this study is
to assess and compare the rate and extent of
absorption of amlodipine, valsartan and
hydrochlorothiazide from fixed dose
combination of Amlodipine/Valsartan/
Hydrochlorothiazide 10 mg/160 mg/25 mg
film-coated tablets (Test Product) and
EXFORGE HCT® (Reference Product) in
healthy adult human subjects under fasting
conditions.

Secondary Objective: To monitor the safety
and tolerability of a single dose of amlodipine/
valsartan / hydrochlorothiazide 10 mg /160
mg/25 mg film-coated tablets in healthy, adult,
human subjects under fasting conditions.

11. Clinical trial design

Single center, open-label, randomized, two-
way crossover, single-dose bioequivalence
study on healthy volunteers under fasting
conditions

12. Main inclusion criteria

Healthy subjects, age 18 to 50 years, inclusive,
body Mass Index (BMI) range is within 18.5 —
30 Kg/m? (both inclusive), subject does not
have a known allergy to the drug under
investigation or any of its ingredients or any
other related drugs, standard ECG assessment
is normal (No QTc Prolongation), medical
history and physical examination within
medically acceptable criteria, results of
laboratory investigations within laboratory
reference ranges (ALP and creatinine are
accepted if below the reference range after
being evaluated by the physician as clinically
not signiticant). Haematology tests within 5%
of reference limits, subject is a non- or ex-
smoker; an ex-smoker being defined as
someone who completely stopped smoking for
at least 6 months before day 1 of this study and
subject is capable and willing to consent.

13. Investigational medicinal product, mode
of administration and strength

Amlodipine/Valsartan/Hydrochlorothiazide
10 mg/160 mg/25 mg film-coated tablets

Manufactured by:

ELPEN Pharmaceutical Co. Inc., Greece
Lot No.: 231982
Expiry Date: 05/2025

Dose: 1 x 10/160/25mg

Mode of administration: Oral

13



14, Reference product, dose, mode of
administration and strength

EXFORGE HCT®
Amlodipine/Valsartan/Hydrochlorothiazide
10 mg/160 mg/25 mg Film-coated Tablets

MAH:
Novartis Europharm Limited, Ireland

Lot No.: TAWWS
Expiry Date: 04/2025
Dose: | x 10/160/25mg

Mode of administration: Oral

15. Concomitant therapy

Subject no. 53 was given paracetamol due to
adverse event (headache) in period 2
(19/05/2024) of the study.

16. Criteria for evaluation efficacy

Not applicable as this is a bioequivalence
study on healthy volunteers. Therefore,
efficacy was not directly measured.

17. Criteria for evaluation safety

Laboratory tests (haematology, biochemistry,
serology and urinalysis), physical examination,
ECG and vital signs evaluation at screening.

Alcohol screening test and drugs of abuse test
on admission of each period.

Laboratory test of creatinine and potassium 8
hours after drug administration in periods I and
11

Laboratory tests (haematology and
biochemistry) and ECG before admission to
period I1.

Laboratory tests (haematology, biochemistry
and urinalysis), physical examination, ECG
and vital signs evaluation at follow-up.

18. Statistical methods

ANOVA using 5 % significance level for log-
transformed Cpax and truncated AUCy—.72 and
calculation of treatment ratios with 90%
confidence intervals for amlodipine and for
log-transformed Cmax and AUCo— and
calculation of treatment ratios with 90%
confidence intervals for valsartan and
hydrochlorothiazide.

Descriptive statistics were also done for all
pharmacokinetic parameters: arithmetic mean,

SD, CV%, SEM, geometric

means, median, min and max.

1 P 5



Products were to be deemed bioequivalent if
confidence intervals of logarithmically
transformed Test /Reference ratios were
between 80.00-125.00% for Cmax and truncated
AUCy-72 for amlodipine and between 80.00-
125.00% for Cmax and AUC— for valsartan
and hydrochlorothiazide,

19. Demographic indices of studied
population (sex, age, race, etc.)

Healthy male adult subjects aged between 18
to 48 years old (both inclusive), Body Mass
Index (weight/height®) in the range 18.8to0 29.8
kg/m? both inclusive.

20. Efficacy results

Not applicable as this is a bioequivalence
study on healthy volunteers. Therefore,
efficacy was not directly measured.

21. Safety results

All products were well tolerated.

No clinically significant changes in vital signs,
physical examination, electrocardiogram, and
laboratory measurements related to the study
treatments were observed for all subjects,
demonstrating good safety and tolerability
profiles of the Test and Reference products.

22. Conclusion (summary)

Point estimate and the 90% confidence
intervals of the mean values for the
Test/Reference ratio were within the
bioequivalence acceptable boundaries of
80.00-125.00% for Cmax and truncated
AUCo-72 of amlodipine and within the
bioequivalence acceptable boundaries of
80.00-125.00% for Cmax and AUCo—t of
valsartan and hydrochlorothiazide.

Therefore, the bioequivalence of
Amlodipine/Valsartan/Hydrochlorothiazide 10
mg/160 mg/25 mg film-coated tablets
(Treatment A), ELPEN Pharmaceutical Co.
Inc., Greece with EXFORGE HCT® Novartis
Europharm Limited, Ireland (Treatment B) can
be concluded.

Applicant (registration certificate holder)

I

(signature)

Natasha Vukikjevikj

Head of Regulatory Affairs
ALKALOID AD Skopje

{Procedure amended by new annex 30 accofding to MoH Ukraine Order Ne 1528 of 27.06.2019 }
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JomaTok 30

10 [opsanky npoBesieHHS eKCIIepTHOT OLiHKN
peecTpaniifHuX MaTepiaiB Ul JIiKapChKUX 3ac00iB,
IIOJaHUX JJIA JICPKaBHOI peecTpaii (nepepeecrparii),
a TaKOXK /I €KCIIEPTHOI OL[IHKA MaTepiajin

LIOJI0 BHECEHHS 3MiH JI0 peecTpamiiHux

MarepiaiB IPOTATOM CTPOKY Jiil

peecTpaniifHoro noCBiT4eHHs

(1. 4 pozainy IV)

3BIT IMPO KJITHITYHI JOCJIIIKEHHS Ne 2

1. Hazpa
JIKAPCBKOro 3acody
(HOMED
peecTpauiitHoro
MIOCBITUEHHS, AKIIO
TaKHi €):

Hdemepkon
TaOJNETKH, BKPHTI IIIIBKOBOIO 0DOJIOHKOKO

2. 3a9BHUK

AJIKAJIOIT Al Cron'e
Bbynerap Onexcannpa Makemoncskoro, 12,
Ckon'e, 1000, Pecrry6nika [Tisniuna Makegonis

3. BupoOuuk

AJIKAJIOIT AT Cxon'e
ByneBap Onekcannpa MakenoHcsKoro, 12,
Ckor'e, 1000, Pecniy6mika IliBniuna Makenomis

EJITTEH ®apmackrotikain Ko. [HK.

Maparonoc Age. 95, TTikepmi Attiki, 19009, I'perist
(ELPEN Pharmaceutical Co. Inc.

Marathonos Ave. 95, Pikermi Attiki, 19009, Greece)

4. TlpoBeaeH1 OCTDKEHHS: TakK Hi, SKIIO Hi,

OvIb 1acka, OOTPYHTYITE

1) THI JTIKAPCHKOrO
3aco0y, 3a KM
OyJ10 31nicHEHO ado

[ 'enepuyHuUit

nependadacTbes

peecTpartis

5. IloBHa Ha3Ba Binkpure, 30aancoBane, paHIOMi30BaHe, ABONEPIOIHE, 3
KJIIHIYHOT O 0JIHOPA30BOKO JO30K0, 3 ABOMA CXE€MaMH JIiKYBaHHSI,
BUIIPOOYBAHHA, JIBOTIOCITITIOBHE, TTepeXpecHe, JOCTIKEHHS IIepopaIbHOl
KOJOBaHHI HOMEp 010€KBIBAICHTHOCTI mab.iemox

KIIIHIYHOTO Amnodunin/Bancapman/I'idpoxiopmiazud 10 me/160 me/25 me,
BUIIPOOYBAaHHS sxpumux naisxosoio obonronroro Ta Excpopx HCT (EXFORGE

HCT®)y 3n0poBuX TOpOCINX IHOAEH HaTIIECEPIE
Koxa nporokony: AMVAHY-T004
Koa mocnimkenns [PRC Ne: AMVAHY-0324-28

Kox cmoncopa: 2024-AMLVALHYD-EL-222

6. Maza KIHiyHoro
BHIIPOOYBaHHS

dasza I KJIIHIYHOTO JTOCTIKEHHS (mocmimKeHHS

oioexsiBanentHocTi [BE])

7. Tlepion
IPOBEJIEHHS

3 18.04.2024 p. no 22.05.2024 p.
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KITiHIYHOTO

BUIIPOOYBAHHS

8. Kpaiuu, ne Hopanis

TIPOBOJIHIOCS

KIIIHIYHE

BHIIPOOYBAHHSI

9. KinbkicTh 3arIaHoraHo: 90

JIOCTLIDKYBaHHX ¢axtuyno: 90

10. Meta Ta OcnoBHa mins: MeTow UBOrO JOCHDKEHHS € ONiHKA Ta

BTOPUHHI 11 HOPIBHAHHA LIBHIKOCTI Ta CTYTIEHS BCMOKTYBAHHs aMIIOJHUIIIHY,

KJIIHIYHOTO BalicapTaHy Ta TiIpoXJIOpTiasuay 3 KoMmoOiHarii (GiKCoBaHUX 103

BUIIPOOYBAHHS Amnoouniny/Bancapmany/I'iopoxnopmiazudy 10 yme/160 m2/25 m2
mabiemox, GKpUMUX NNIBKOBOIO 000NOHKOIO  (D0CAIONCY8anll
nixapesxut 3acio) ma EKCOOPXK HCT (EXFORGE HCT®R)
(pedepenTHul miKapchKUH 3aci0) ¥ 3TOPOBHX AOPOCIHX JTHOIEH B
YMOBaXx HaTIIECEpIIE.
BropuHHA Wib: KOHTPONIOBATH Oe3MeKy Ta MEePEeHOCHMICTh
OJTHOPA30BO1 JIO3H aMJIOHIIIHY/BaIcapTaHy/rigpoxiopTiazugy 10
Mr/160 Mr/25 Mr TadneTok, BKPUTHX ILIiBKOBOIO OOOIOHKOIO, Y
3JI0POBHX JIOPOCTHX JIOJEH B YMOBAX HaTIIeCepIE.

11. Muzaiin OpHOUEeHTpOBE,  BIAKPHUTE,  PAHIOMI30BaHE,  JIBOCTOPOHHE

KJIIHIYHOTO HepexpecHe JOCTiIKeHHS O10eKRIBATEHTHOCTI OTHOPA30BOI JI03H

BHIIPOOYBAHHS Ha 3J0POBUX JOOPOBOJILLAX B YMOBAX HATHIeCepLie

12. OcHoBHI 31opoBi cy0'exTH BikoM Bif 18 1o 50 poKiB BKIIIOYHO, 1HAEKC MACH

KpUTepii BKIIOUESHHS

tina (IMT) nepeGyBae B nianazoni Bix 18,5 mo 30 kr/m® (obuasa
BKJIFOYHO), v cy0'€KTa HeMae BigoMOI amepril Ha JIOCHTiKYBaHHH
naci®d abo Ha Oyab-skuii 3 HOro IHrpeNieHTIE YW OyIb-AKi I1HII
criopiaHeHi 3aco0H, cranaaptHa oninka EKI' y HopwMi (BIACYTHICTH
QTc mpomonramii), Meau4Ha icTopis Ta (izuyHe OOCTEKEHHS B
MeKax MPUHHATHHX 3 MEIUYHOI TOUKH 30pY KPHTEPiiB, pe3yIbTaTH
n1adopaTOPHUX JOCIIKEHb B MekKax 1adopaTopHux pedepeHTHUX
nianasonie (yxHa Bocdarasa Ta KpeaTHHIH MPHHMAIOTHCH, AKIIO
BOHH HIDKYI 32 pedepeHTHHH Aiana3oH IICHA OUIHKH JIiKapeM fK
KIIiHIYHO He3Hauyi). ['eMaToa0riuHi MOKa3HUKK B Mexax 5% Bij
pedepeHTHUX 3HAYEHb, YYACHHK HE MNAIWTh Ta He IaIHB Y
MHHYJIOMY; i YYaCHUKOM, L0 HNAJIMB Y MHHYJIOMY, MAa€ThCHA Ha
yBa3i Ik 0c00a, KA MOBHICTIO MPHIIMHI/IA TATHTH [IOHAHMEeHIIIe 3a
6 MicamiB 10 1 OHS OBOTO JOCIIDKEHHS, a TAKOXK Jl€3jaTHa Ta
roToBa i Oakae JaTH 3roAy Ha IPOBEICHHS JTOCTI/DKEHHS.

13. JlociaxyBaHui
TiKapChKHi 3aci0,
crnocio
3aCTOCYBaHHS, CHIA
i

Amuopunin/Bancapran/T'igpoxiiopriasug
10 mr/160 mr/25 mr Tad/eTKH, BKPHUTI ILTIBKOBOIO 000 10HKOK

BurorosneHno:
EJIITEH ®apmacstotikan Ko. [ak., ['penis

Cepist No: 231982

[punataa no: 05/2025 p.
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JToza: 1 x 10/160/25 mr

Crocid 3acTOCYBAHHS: [IEPOPAILHO

14. Ilpentapar
OPIBHAHHSA, 103,
crocid
3aCTOCYBAHHSL, CHIIA
aii

EKC®OPXK HCT (EXFORGE HCT®)
Amnoaunin/Baacapran/IixpoxJopriazua
10 mr/160 mr/25 mMr Ta6/1eTKH, BKPHUTI ILIIBROBOIO 060J0HKOI0

BracHuK peecTpaltiifHOro mocBiT4eHHs:
Hogapric €Bpodapm Jlimitem, Ipnaniis
(Novartis Europharm Limited, Ireland)

Cepist No: TAWWS
ITpugatauit no: 04/2025 p.
[oza: 1 x 10/160/25 mr

Cuocid 3acTOCYBaHHS: IEPOPATLHO

15. CynmyTHs

VYuacHuk Ne 53 ozmepkyBaB mapameramon depe3 MOOIYHY ir0

Teparis (ronoBHuit 6i1p) y mepion 2 (19.05.2024 p.) KociKEHHS.
16. Kputepii ominku He 3acTocoByeThCs, OCKITBKH 11€ TOCITiKEeHHS 0i0eKBIBATIEHTHOCTI
eeKTHBHOCTI Ha 3J0pOBHUX J0OpOBOIBLAX. TakuMm dYHHOM, e(eKTHBHICTE

6€3HOCCpeﬂHBO HE BI/IMip[OBaIIaCSI.

17. Kpurepii OLiHKH
Oe3nexn

JIaBopatopHi anami3u (remarooris, 6i0XiMist, CEpoIOTis Ta aHaI3
ceui), dizukanshe oocrexents, EKI Ta omiHKa JKHTTEBO BAXK/IHBUX
MOKa3HUKIB ITi/1 9ac CKPUHIHTY.

CKpUHIHTOBHI TeCT Ha aIKOTr0JIb Ta TECT HA HAPKOTHKU HA MOYATKY
KOJKHOTO TIepioay.

JlaGopaTopHuit TecT Ha KpeaTHHIH Ta Kajiil depe3 8 rojuH micis
npuiioMmy mikapeekoro 3aco0y B [ ta Il nmepiogax

JlaGoparopHi aHamizu (remarosoris Tta Oloximis) ta EKI' Ha
nouarky Il mepioxy.

JlaGopatopHl aHamisu (remaroJioris, OloXiMmis Ta aHami3 ceul),
bizukanpae oOctekenns, EKI Ta oLiHKA XKHTTEBO BaXKIHBHX
MOKA3HUKIB IT1/1 4ac MOAATBIIOr0 COOCTEPEIKEHHSL.

18. CratucTuudi
METOIH

ANOVA 3 BuxkopucranusMm 5% piBHS 3HAYyIIOCTL iAo
norapadmidHo meperBopeHol Cmax 1 yeideHoi AUCo-7n2 Ta
pPO3paxyHKy CHIiBBigHOINEHBL JiiKyBaHHs 3 90% JOBipYMMH
iHTepBaTaMH 71 aMJIOJUIIHY 1 A8t JlorapuMi4HO IepeTBOPEHHX
Cmax 1 AUCo— Ta po3paxyHKy CIIBBIJHOLICHB JIKyBaHHS 3 90%
JOBIpYMMHE {HTEPBATIAMH IS BaJICApTaHy 1 IIPOXIOpTIazHy.

OnucoBa CTATHCTHKA TaKOX Oyja BHKOpPHCTaHAa s BCIX
(apMakOKiHETHYHHX [apaMeTpiB: cepeaHe apudmeruune, SD,
CV%, SEM, cepegHe reoMeTpudHe, MefiaHa, MIHIMyM 1
MaKCHMYM.
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Jlikapepki 3aco0uM BBaXkamn OiOeKBIBAICHTHUMH, SKIIO JOBipdi
IHTEpBAM  JNOTAPHOMIYHO  TEPETBOPEHHX  CIIBBiHOIIEHD
AOCTUKYBaHUH JTiKapchKuil 3aci6/pedepentruit nikapeskuii 3aci6
craHoBHIH M 80,00 10 125,00% it Cmax Ta ycigeroi AUCo—7
A Ammouminy ta Big 80,00 10 125,00% mtd Crax Ta AUCo—t ams
BaJICAPTaHy Ta I'JIPOXIOPTIAsHY.

19. Jlemorpadiumi 3mopoBi nopocni wonmosiku Bikom Bix 18 10 48 pokis (o6umBa
[IOKA3HUKH BKITIOYHO), iHJIEKC MacH Tijia (Bara/3pict®) y miamasoni Bix 18,8 1o
JOCTLTKYBAHOT 29,8 kr/mM* 06HIBA BKITIOUHO.

MOILY ST (CTaTh,
BIK, paca, TOIIO)

20. Pe3ynbratu He 3acTOCOBY€ThCS, OCKITBKH 1€ AOCIIKEHHS 610eKBIBAICHTHOCTI

e(peKTHBHOCTI Ha 3J0pPOBHX JOOPOBOJBLAX. TakUM UHHOM, e(EKTHBHICTH
Oe3nocepeIHbO He BUMIPIOBAIACS.

21. PesynsTaTi Bei nikapcerki 3aco0u 100pe IepeHOCHITHCS.

Oe3mexu

Komuux KIHIYHO 3HAYYIIHX 3MiH y IKHTITEBO BAKIMBHX
[IOKAa3HUKAX, pe3ybTarax hizuanoro 00CTeKEHHS,
ENIEKTPOKAPAIOTPAMH Ta JTa0OpPATOPHHUX BHMIpIB, MOB'S2aHHX 13
JOCTDKYBAHAM JTIKYBaHHSM, HE CIIOCTEPITAIOCS B KOIHOTO 3
Y9IaCHHMKIB JOCTI/UKEHH:, IO CBITYHTH OpO HajdexHi mpodimi
Oe3neKku Ta MepeHOCHMOCTI TOCHIIKYBAHOrO Ta peepeHTHOrO
JKapChbKUX 3aC00iB.

22. BucHoBOK Toukopa ominka Ta 90% goBip4i iIHTEPBANH CepelHIX 3HAYECHD I
(3aKTIOUCHHS) CIIBBITHOIIEHHS JOCII/HKYBAHUM TKAPChKHIA 3aci6/pedepeHTHu
TiKapchKUH 3aci® 3HAXOMMIMCS B Mekax INPHHHATHHX MeX
OioexgiBanentHocTi 80,00-125,00% amnst Cmax Ta yeigenoi AUCo—72
aMJIOAMIIHY i y Mekax NpUHHSATHHX MeX OlO€KBIBAICHTHOCTI
80,00-125,00% i1t  Cmax Ta AUCo—~ Bamcaprany Ta
T1IPOXJIOPTia3HIy.

Taxum uuHOM, MOKHA 3pOOUTH BUCHOBOK PO O10€KBIBA/IEHTHICTH
Amnoouniny/Bancapmany/T'iopoxiropmiazudy 10 me/160 me/25 me
mab.1emku, gKkpumi  N1iBKOBOIW — 0OOJIOHKOIO, EJITEH
®apmacerotikan Ko. [uk., I'penist (nikyBanus A) ra EKCOOPXK
HCT (EXFORGE HCT®), Hoerapric €spodapm Jlimiten, Ipnanaisa
(nikyBauus B).

3agBHUK (BIACHUK

e Harama BykikueBiu
peecTpaniifHoro

: KepiBHIK 3 pEry/IATOPHUX IHTAHB
HOEBLTEHAL) AJIKAJIOLT AJT Cront'e
/nionucanol

{Hopadok 3i sminaru, srecenumu 32i0H0 3 Hosuwm dodamkom 30 32idno 3 Haxazom MO3 Vipainu 8io 27.06.2019 p.
MNel528)

[leperiad apobaenuii 32i0H0 opuzinaiy
Ynosnosagcenuit npedcmasHuk saasHura 6 Yepaini

Canina K.M. &Z (nionuc)



