Annex 29

to the Procedure of registration materials examination of medicinal products,
submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials
during the validity of the registration certificate

(art. 4, section IV)

Preclinical research report

I. Name of medicinal product (if available -  Valsacor®-INDA (Valsartan + Indapamide) 80
number of registration certificate): mg/1.5 mg modified release tablets

1) the type of medicinal product for which the Fixed combination application accoring to MoH
registration was made or planned Order from 26.08.2005 Ne 426 (Article 10b of
Directive No 2001/83/EC in EU)

2) the undertaken study: = yes X no Both active substances
are well-known. There are
ample literature
references supporting
their pharmacology,
pharmacokinetics, and
toxicology.

2. Pharmacology: N/A
1) primary pharmacodynamics

2) secondary pharmacodynamics

3) safety pharmacology

4) pharmacodynamic interactions

3. Pharmacokinetics: N/A

1) analytical methods and reports concerning
their validation

2) absorption

3) distribution



4) metabolism

5) excretion

6) pharmacokinetic interactions (preclinical)
7) other pharmacokinetic studies

4. Toxicology:

1) single-dose toxicity

2) toxicity in case of repeated injections
3) genotoxicity:

in vitro

in vivo (including additional toxicokinetic
assessment)

4) carcinogenicity:

long-term studies

short-term or medium-term studies

additional research

5) reproductive toxicity and toxic effects on
offspring development:

impact on fertility and early embryonic
development

embryotoxicity

prenatal and postnatal toxicity

N/A



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

6) local tolerability

7) additional toxicity studies:
antigenicity (antibody formation)
immunotoxicity

study of mechanisms of action
drug dependance

metabolite toxicity

toxicity of impurities

other

5. Conclusions on preclinical study The evaluation of existing nonclinical data of
valsartan and indapamide with respect to
pharmacology, mechanism of action,
pharmacokinetic parameters and toxicology reveals
that each drug has a unique profile. For both two
individual drugs, there are sufficient literature
information proving their safety and efficacy. Due
to the differences in their profiles there is no
evidence to suggest that the combination of two
drugs would lead to any significant undesirable
pharmacodynamic, pharmacokinetic and
toxicological interactions. Moreover, on the basis of
the data from clinical trials and postmarketing
surveillance it has been established that both
molecules, which have been used for more than 10
years, are highly effective and safe medicines with
documented tolerability in a wide range of patients.

Applicant (holder of ’L \(f ‘{‘ KRKk

registration (Signa}unﬂ ‘fgﬁ;no 1dravil, d.0..
certificate) Novo mesto
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Janja Recelj

(Name)




Jonarok 29

1o Iopsaxy nposenenns CKCIIEPTH3H
peecTpaniitnux Marepianis Ha JKapChKi
3aco0wu, 110 MOJAI0THECS HA JIepKaBHy
peecTpariiro (mepepeectparniio), a Takox
CKCIICPTH3H MaTepialliB po BHeCeHHs
3MIH JIO peecTpariiftimx Marepiajis
IPOTATOM 1ii peecTpariiinoro
MOCBITUEHHS

(yHKT 4 posiny [V)

3BIT
Npo AOKIIHIYHI KocTimKeH s

1. Ha3pa nikapcekoro 3aco0y (3a Banbcakop®-IHJIA, tabnerku 3 MomuGiKoBaHUM
HAasABHOCTI - HOMEp peecTpaniitHoro BHBLIbHEHHSM, 110 80 Mr/1,5 mr (Bascapran+innamnamip)
IOCBIT4EHHs):

1) Tan mikapcrkoro 3aco0y, 3a sxuM Jlikapcekuit 3aci6 3 dikcoBaHoO KOMbiHamieo BIITOBIIHO 110

NpoBoauIacs abo mianyeTbes Hakazy MO3 Vkpaiuu Ne 426 Bijt 26.08.2005 (B €C crarTs
peectpariis 106 Tupexturu No 2001/83/€C)
2) npoBe/ieni KOCimKeH S O Tak I Hi  O6uBI fitoui peqosumm JIOCTATHELO Bimomi.

Icnye nocrarueo niteparyprux mamux MO0 1X (hapmakosorii,
(hapMaKOKIHETHKY Ta TOKCHKOIOTIT,

2. ®apmakonoris: He 3actocoByernes
1) nepsuuHa hapmakonunamika

2) BTopuHHa dapmakoaHHAMIKA

3) dbapmaxonoris 6e3nexu

4) papmakoxunamiuHi B3aemoii

3. ®apmakokineruka: He 3actocoByetnes

1) amanituuni merozmku Ta 3BiTH
010 1X Bastigaii

2) BCMOKTYBaHHs

3) po3moain

PEECTPAURNE
5 NIKAPCbHUX  3AC
e MAPTHHOBCbKA M M

3107 2025 44, /20—




5) BUBe/IEHHS

6) bapmakoxineTHuHi B3aeMOii
(moxmimiymi)

7) inmi apmakokineTHuHi
JOCITiJDKEHHS

4. Toxcukosoris:

He 3acrocoByernes

1) TokcuyHicTs y pasi
OZIHOPA30BOr'0 BBEACHHS

2) TOKCHYHICTB y pasi mOBTOPHHX
BBE/ICHb

3) reHOTOKCHYHICTB:
in vitro

in vivo (BKIIOYAIOYH JI0JATKOBY
OLIHKY 3 TOKCHKOKIHETHKH)

4) KaHIIEPOreHHICTE:

JIOBFOCTPOKOBI JTOCTIIXKEHHSI

KOPOTKOCTPOKOBI JOCIIi JUKEHHS
ab0 MOCTI/DKEHHS CepeIHbOT
TPUBAJIOCTI

JIOJATKOB1 JOCIIIKEHHS

5) penpomayKTHBHA TOKCHYHICTE Ta
TOKCHYHHH BIUIUB Ha PO3BHTOK
IIOTOMCTBA:

BILIMB HAa (DEPTUIIBHICTE 1 paHHii
eMOpiOHATBHUM PO3BUTOK

eMOpIOTOKCHYHICTh

IpeHaTalbHA i MOCTHATA/IBHA
TOKCUYHICTh

NEPEKNAA( Bl

MAPTHHOBCbHA

3107 2005 44, /20—



AOCIIIKEHHS, [IPH SIKHX npernapar
YBOIUTBLCS HOTOMCTRY
(HecTaTeBO3pinuM TBapUHaM )
Ta/abo OLIHIOETBCS BinnaieHa JTist

6) MicueBa mepeHoCHMICTD

7) IOaTKOBI TOCITI[IKEeHHS
TOKCHYHOCTI:

AHTUTCHHICTE (YTBOpPEHHS AHTHTLI)
IMYHOTOKCHYHICTE

JOCITIIKEHHA MEXAHI3MIB J1ii
JIKapChKa 3aJIEKHICTh
TOKCHYHICTH MeTaboIiTiR
TOKCHYHICTH JOMIIIOK

iHIIE

5. BUCHOBKH 111070 JAOKIIHIYHOTO
BHBYEHHS

3adBHUK (BIIACHHK
peecTpanifHoro mocsijxyeHns)

Ouinka HasgBHUX JMOKTIHIYHMX JaHHX Bajcaprany Ta
Inlanaminy 3 ypaxyBaHHSM (apmakonoriunux mapamerpis,
MexaHi3My  1ii, (apMakoKiHETHYHHX napaMeTpiB  Ta
TOKCHKOJIOT [OKa3ye, 110 KOKHA PEYOBHHA Mac YHIKaJIbHU I
mpodinb. JIist KOXHOrO OKpeMoro JIKApCHKOro 3acody icHye
AOCTAaTHBO JITEPATYPHHUX NAHHX, IO JAOBOISTH IXHIO Oesmexy
Ta e(eKTHBHICTE. Uepes BigMiHHOCTI B TXHIX npodinsx Hemae
JOKa3iB TOro, MmO iXHS KOMOIHAIiS MOsKe IIPHU3BOIHTH 10
3HAYHUX HeOaxaHux (bapmakouHAMIYHEX,
(bapmMaKkoKiHETHUHMX Ta TOKCHKOIOTiUHMX B3aeMoJii. Binbm
TOrO, TPYHTYIOUHCh Ha KIHIYHHX JOCTIUKEHHSX Ta
MIOCMaPKETOHIOBOMY HAIISIi BCTAHOBJICHO, IO OOH/BI mifoui
PEYOBHHH, fKi 3aCTOCOBYIOTH Oimbime 10 POKIB €
BHCOKOS(EKTHBHUMH Ta GE3NEYHUMH TIKAPCHKUMHU 3ac00aMu
i3 3a]I0KyMEHTOBAHOK MEPEHOCHMICTIO y ULIHPOKOTO KOJa
IALi€HTIB.

BRIy 4
PEECTPIGT e

NIKAPCBHUX  TREOB4E
MAPTHHOBCHHKA M M

3107 2025 ¢

(mimmic)
SHs Penens
([pizsue Ta iM’s1)
NEPEKAKA'B | PHGH,.
GAXIBEURSFL




1. Name of medicinal
product (if available —
number of registration
certificate):

2. The applicant

3. Manufacturer

4. the undertaken study:

1) the type of medicinal
product for which the
registration was made or
planned

5. Full name of clinical
research, coded number
of clinical research

6. Phase of clinical
research

7. Time frame of clinical
research

8. Countries where the
clinical research was
conducted

Annex 30

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials
during the validity of the registration certificate

(art. 4, section IV)

Clinical research report Ne 1

Valsacor®-INDA (Valsartan + Indapamide) 80 mg/1.5 mg modified
release tablets

Krka, d.d., Novo mesto
Smarjeska cesta 6, 8501

Novo mesto Slovenia
Processing of non-sterile medicinal product, Quality control testing (Chemical/Physical and

microbiological — non-sterility), primary packaging, secondary packaging, batch release: Krka,
d.d. Novo mesto Smarjeska cesta 6, 8501 Novo mesto Slovenia

X yes [ no if not explain

Fixed combination application accoring to MoH Order
from 26.08.2005 Ne 426 (Article 10b of Directive No
2001/83/EC in EU)

A Single-Dose, Randomized, Open-Label, Two-Way Crossover,
Pivotal, Bioequivalence Study of Fixed Dose Combination
Valsartan/Indapamide 160 mg/1.5 mg Modified-Release Tablet
Formulations in Healthy Male and Non-Pregnant Female Volunteers
under Fasting Conditions; 22-730 (sponsor study code)

Phase I (Bioequivalence study)

from 27.6.2022 until 3.8.2022

Canada



9. The number of persons planned: 68

under investigation:

10. Purpose and
secondary objectives of
the clinical research

11. Clinical research
design

12. Main inclusion
criteria

completed the study: 65

The objective of this pivotal study was to evaluate bioequivalence of
valsartan and indapamide from fixed dose combination of the Test Drug
[Valsartan/Indapamide 160 mg/1.5 mg modified-release tablets
(Manufacturer: KRKA, d. d., Novo mesto, Slovenia, EU)] versus the
Reference drugs [B1: Tertensif® SR 1.5 mg prolonged-release film-
coated tablets (indapamide) (Manufacturer: ANPHARM
Przedsiebiorstwo Farmaceutyczne S.A., Poland, EU; MAH: Servier
Pharma d.o.o0., Slovenia, EU) + B2: Diovan® 160 mg film-coated
tablets (valsartan) (Manufacturer and MAH: Novartis Pharma GmbH,
Germany, EU] after a single-dose in healthy, non-smoking male and
non-pregnant female volunteers under fasting conditions.

This study is intended for submission to the European Medicines
Agency (EMA).

A Single-Dose, Randomized, Open-Label, Two-Way Crossover,
Pivotal, Bioequivalence Study of Fixed Dose Combination
Valsartan/Indapamide 160 mg/1.5 mg Modified-Release Tablet
Formulations in Healthy Male and Non-Pregnant Female Volunteers
under Fasting Conditions

Healthy, on-smoking males and non-pregnant females aged 18 to 60,
Participants must understand the study nature and be able to fast for 14
hours and consume standard meals.



13. Test medicinal
product, method of
administration, strength

14. Reference substance,
dose, method of
administration, strength

15. Concomitant therapy

16. Efficacy evaluation
criteria

17. Safety assessment
criteria

Product name: Valsartan/Indapamide 160 mg/1.5 mg modified-release
tablets

Dose: 160 mg/1.5 mg
Strength: 160 mg/1.5 mg

Method of administration: 1 x 160 mg / 1.5 mg of the Test product
(Valsartan/Indapamide 160 mg/1.5 mg modifiedrelease

tablets) administered orally with 240 + 3 mL. of ambient temperature
bottled water under fasting conditions

Reference B1:;

Product name: Tertensif® SR 1.5 mg prolonged-release filmcoated
tablets (indapamide)

Dose: 1.5 mg

Strength: 1.5 mg

Reference B2:

Product name: Diovan® 160 mg film-coated tablets (valsartan)
Dose: 160 mg

Strength: 160 mg

Method of administration: 1 x 1.5 mg of the Reference product B1
[Tertensif® SR 1.5 mg prolonged-release filmcoated tablets
(indapamide)] and 1 x 160 mg of the Reference product B2 [Diovan®
160 mg film-coated tablets (valsartan)] administered orally with 240 +
3 mL of ambient temperature bottled water under

fasting conditions

Analgetics and antipyretics (paracetamol, ibuprofen), vitamins
(vitamin D3, vitamin C), cough and cold preparations were used in the
study. There were no reported PK interactions between concomitant
medications and the study drug; hence there was no significant impact
on the PK profile by these concomitant medications.

Bioequivalence:

To establish bioequivalence, the calculated 90% CI for the ratio of
geometric means for AUCt and Cmax for valsartan and AUCt, AUCinf,
and Cmax for indapamide should fall within 80.00%-125.00%.

Safety:

Safety was evaluated by vital signs measurement, clinical laboratory
tests (including hematology, urine analysis and serum chemistry),
serum pregnancy test (females only), physical examinations and
adverse events (AEs) reported by subjects who received a drug
treatment.

COVID-19 screening questionnaire was completed, and temperature
was checked on each study visit.



18. Statistical methods

19. Demographic
indicators of the

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

20. Efficiency results

21. Safety results

22. Conclusion
(evaluation)

female sub# ThoY a8 2NN
Applicant (holder of gj 3 . KR A\Y a _s;.igpaturc)
registration certificate) s ; .

Descriptive statistics (min, max, median, mean, SD, CV) were
calculated for valsartan and indapamide (Test and Reference). AUCt,

AUCinf, partial AUCs (valsartan only), and Cmax were log-
transformed before analysis.

ANOVA (including sequence, subjects within sequence, period, and
treatment) was applied to In-transformed AUC and Cmax data, and to
untransformed Tmax, A, and T1/2. Tmax was also analyzed using the
Wilcoxon test. The 90% confidence intervals for Test/Reference
geometric mean ratios (AUCt, AUCinf, partial AUCs, Cmax) were
derived from ANOVA LSMEANS and ESTIMATE.

Healthy, 46 non-smoking males and 19 non-pregnant females aged
18-60 years. Of these 43 were White, 7 Asian, 14 Black and 1
Black/Asian.

Bioequivalence Results:

90% confidence intervals (Cls) are contained within the EMA-defined
range 80.00% -125.00

A total of 29 mild AEs and | moderate AE were experienced by the
subjects after taking the Test product which includes 5 mild AEs related
o clinical laboratory tests occurring at post-study and 8 unlikely/
unrelated AEs. A total of 19 mild AEs and 1 moderate AE were
experienced by the subjects after taking the Reference product, which
includes 10 unlikely/unrelated AEs. One pre-dose event was
experienced by the subject, which could not be contributed to any of the
treatment. No serious AEs were reported during the conduct of this
study.

Bioequivalence Conclusions:

In this study, bioequivalence between the test Valsartan/Indapamide

160 mg/1.5 mg modified-release tablets and the reference Tertensif®

SR 1.5 mg prolonged-release film-coated tablets (indapamide) and

Diovan® 160 mg film-coated tablets (valsartan) was demonstrated for
fAe i ide in healthy male and non-pregnant

Jan




1. Ha3Ba nikapcekoro
3aco0y (3a HagBHOCTI -
HOMED peecTpariiiinoro
HOCBIIYEHHs)

2. 3asBHUK

3. BupoGnuxk

4. IlpoBeneni
JOCIIIKEHHS ;

1) Tan mikapeskoro
3aco0y, 3a IKuUM
npoBoauacs adbo
IUTAHYETBCS peeCTpallis

5. IloBHa Ha3Ba
KJIIHI9HOTO
BHIIPpOOYBaHHS,
KOJIOBaHHH HOMEp
KIIIHIYHOTO
BHIIPOOYBaHHs

6. ®aza KiIiHiYHOrO
BUIPOOYBaHHS

7. Ilepion mpoBeneHHs
KJIIHIYHOTO
BHIIPOOYBaHHS

8. Kpainn, ne
[IPOBOJAMIIOCS KIIIHIYHE
BHIIPOOYBaHHS

Honarok 30

no IMopsinky nporenenns CKCICPTH3M peeCcTpalifHuX Marepialis ua TiKapCeKi
3aco0u, 10 N0AaITHCH Ha JICPIKABHY PEECTPALLifo (MepepeecTparriio), a TakosK

CKCIICPTH3H MaTepialiB PO BHECEHHS
3MiH JI0 peecTpariinux Marepiais
IPOTATOM Jii peecTpamifHoro noceiTueHHs (yHKT 4 poaniny IV)

3BiT npo wiiniuHe KocimkenHs Ne 1

Banbcakop®-IH]IA, Tabretky 3 MO/H(DIKOBAHUM BHBLILHEHHSIM, 110
80 mr/1,5 mr (Bancapran+innanamiz)

KPKA, n.1., Hoso mecto, [lmap’emka necra, 6, 8501 Hogro MECTO,
Crogenis

BHPOOHHITBO «in bulky, TIEpBHHHA Ta BTOPHHHA YIIaKOBKA, KOHTPOIIb T4
Buiryck cepii: KPKA, 1.1, Hoso Mecto, [lImap’emka necra, 6, 8501 Hoso
MecTo, ClnoBeHis

I Tak 0 Hi SKUIO Hi, 06IpyHTYBaTH

Jlikapcekuit 3aci6 3 dikcoranoo KomGinamiero Bi/NOBiaHO 10 Hakazy
MO3 Ykpainu Ne 426 Bix 26.08.2005 (8 €C crarrst 106 [Tupextusu
Ne 2001/83/EC)

Onunonosose, pamgomizosaxue, BIJIKDHTE, MEPEXPECHe 3 JBOMA CXEMAMH,
OCHOBHE JOCII/DKEHHS Oi0eKBiBAIEHTHOCTI ¢ikcoBanoi koMmOiHarii
Baincapran/Innanamin 160 mr/1,5 mr y (opmi Tabretok 3 MomudikoBarHuM
BUBLIGHEHHSM Y T0OPOBOJIBIIB 3J0POBHX HOJOBIKIB T4 HEBANITHHX XKIHOK
Harmecepue; 22-730 (cnoHCOpehKHit HoMep JOCIIJKEHHS )

®Dasza [ (gocniakeHHs GioekBiBanieHTHOCT])

27.06.2022-3.08.2022

Kananma




9. Kinbkicts 3amianosana: 68
JOCIIKYBAaHHX ®axTuyna: 65

10. Merta 1a BropurHi  Metoro L[EOTO OCHOBHOTO BHITPOOYBaHHH Oyo OLlIHUTH

i kIiHiYHOrO GioexBiBanenTHiCTE Bancaprany Ta iHfanaminy 3 ¢ikcoanoi komGiHawii

BUIIPOOYBaHHS JIOCIIIJDKY BaHOTO npenapary|Bancapran/Innanamin 160 mr/1,5 wmr
TabNETKH 3 MOM(IKOBAHMM BHBLIbHEHHIM (Bupobuuk: KPKA, 1. 1., Hogo
mecto, Cuoseniss, €C)] y mopiBrsuui 3 pedepeHTHIME JTiKapchKEMU
3acobamu [B1: Teprencip® SR 1,5 MI, TalbJETKH, BKPHUTI ILTIBKOBOIO
000JIOHKOIO IIPOJIOHTOBAHOT ii (innanamin) (Bupo6ruk: TOB AHOAPM
®apmaneBTHYIHA KOMMaHis, Homsma, €C; MAH: Ceps’e Qapma 1.0.0.,
Crnogeniss, €C) + B2: JTiosau® 160 MI, TaOJeTKH, BKPHTi ILTiIBKOBOIO
0bomoHKoI0  (BaicapTan) (BupoOHuK Ta BiIacHuK peecTpaniiHoro
nocsiadenns: Hoapric ®Gapma I'MBX, Himeuunna, €C] micns 0JTHOpa30BO1
J03H T00POBOIIBISM 3/I0POBHM YOJIOBIKaM, sKi HE NaJSTh T4 HeBAriTHHM
XKIHKaM HaTIIe.

Lle mocipKeHHs PU3HAYEHE IS TOTAHHS 1o European Medicines Agency
(EMA).

11. usaiin xninivroro  OxHomo308e, PaHIOMi30BaHe, BiIIKpHTe, MEpPexXpecHe 3 IBOMA CXEMAMM

BHIIPOOyBaHHs OCHOBHE JIOCJI/DKEHHA OioeKBiBaIeHTHOCTI (ikcoBanoi komGiHamii
Bancapran/Inmanamiz 160 mr/1,5 mr y (opmi Tabnerox 3 MoaudikoBanuM
BHBLILHEHHSM y 0OPOBOJIBIIIB 3/[0DOBUX YONOBIKIB Ta HEBATITHUX JKIHOK
HaTIecepIie

12. OcuoBHi kpurepii 310poBi YONOBIKH, SIKi HE TTANSTH T4 HEBATITHI JKIHKH BikoM Bix 18 mo 60

BKJIFOUEHHS POKIB. YYacHHKH MarOTh PO3yMiTH IPHPOAY HOCHIKEHHS Ta OyTH
3JIaTHUMH TOJIONYBAaTH HE MEHIIC 14 TOOWH i CIOKHBATH CTaHIApPTHI
CTpaBH.

13. Tocnimky Banuit Bancapran/lnnanamin, Tabnerku 3 MOJIH(IKOBAHUM BUBiIEHEHHAM

JIKapChKHi 3aci0, 160 mr/1,5 mr

croci6 3acrocyBanns,  Jlosysauss: 160 mr/1,5 mMr

cHIIa il Cuna mii: 160 mr/1,5 mr

Crioci6 3acrocyBanms: 1x160 mr/1,5 Mr nocimkyBasoro nperapary
(Bancapran/luanamiz taGnetky 3 MomudikoBaHHM BHBITBHEHHSM
160 mr/1.5 Mr) nepopansro i3 240+/- 3 Mt kiMHaTHOT TeMIIepaTypH
OyTHIbOBaHOI BOJIM HATIIE.

14. Ilpenapar JI3 nopipusanus B1:

HOPIBHSIHHSL, 1034, Hazga: Teprencip® SR tabnetku, BKPHUTI IUTIBKOBOO 000JIOHKOIO,
CII0CI0 3acTOCYBaHHs,  HPOJOHrOBaHoOT /i mo 1, 5 mg (inaanamin)

cHuIa il Joza: 1,5 mr

Cuna nii: 1,5 mr

JI3 nopieHsHHS B2:
Ha3zga: Jlioan® TaGiieTKH, BKPUTI MITiBKOBOIO Q
(Bayicapran)
Jloza: 160 mr
Cuna nii: 160 mr




15. CynyTus tepamis

16. Kpurepii ominku
edexruBHOCTI

17. Kpurepii ominkn
Oesnexu

18. Crartuctuuni
METOIH

1= Jemorpadiuni
MOKa3HUKH
JOCIIIKYBaHOT
nonynsamii (craTh, BiK,
paca ToIo)

20. PesyneraTu
e(eKTHBHOCTI

21. Pesynbraru 6esnexn

[Teprencip® SR rabierky, BKPHTI ILTIBKOBOIO 060I0HKOIO,
IPOJIOHTOBaHOT il mo 1, 5 mr (immanmamin)] ta 1 x 160 mr JI3 HOPiBHSIHHS
B2 [Mioau® tabierku, BKPHTI IUTIBKOBOKO 060I0HKOO 110 160 Mr
(Bancapran)| nepopanbro i3 240-+/- 3 M KIMHATHOT TeMIIEpaTypu
OyTHIIbOBaKOT BOAM HaTwIE.

Y JIOCIHi/UKeHHI BHKOPHCTOBYBATHCS AHAIBIETHKH Ta JKapO3HUKYBaJIbHI
3acobu (mapaneramon, i6ynpoden), Bitaminum (pitamin D3, Bitamin C),
Upenapatd BiA Kamumo Ta s3actymd. He Oymo mnoBigommens 1mpo
(apMakokuHeTHuUHi  B3aemonii i3 CYIyTHIMH  @penapatamMu  Ta
JOCHIDKYBaHHM IIpeHapaToM, OTHe, He Oylo 3HAYHOro BILIHBY Ha DK
NPODLIL MK CYIIy THIMH JTiKaPCEKUMHE 33C0GAMI.

bioexBiBasienTHICTD:

JUist  BcTaHOBNEHHS 0i0€KBiBATEeHTHOCTI po3paxosanui 90% JII juist
CILBBi/IHOIEHHS] TEOMETPHYHHX cepemnix mmi AUCt i Cmax mis
Bajcaprany i AUCt, AUCinf, i Cmax mis IHManaminy nosunna GyTH B
Mexkax 80,00%-125,00%.

be3nexa:

besneky ouinroBanu 3a nomomoroo BUMIPIOBAHHS JKMTTEBO- BAXKJIHBHX
GyHknil, amanizie KriniuHOl naboparopii (BK/IFOYAIOUH TeMaToloriio,
anami3 ceui ta GioxiMiyHui ananiz CHPOBATKH KPOBi), CHPOBATKOBHIf TeCT
Ha BariTHICTh (TUTBKH A7 5kiHOK), di3HuHe 0BCTeReHHS Ta Mo6ium] SIBUIIA
(II51), mpo siki moBinomusmm cy6’exTn, ski OTPHMYBAJIH JIiKapCHLKHIA 3acil.
3anoBHEHA CKpHHIHTOBA aHKeTa Ha COVID-19, Ttemneparypy Tina
NEPEBIPAIIH 1111 9ac KOIKHOTO BIJIBIIYBaHHS TOCITIKEHHS.

Ommcosa cTatucruka (MiH., Makc., Meziana, CEpeIHE 3HAYCHHS, CTAHIaPTHE
BIAXMIIEHHA Ta Koe(ilieHT Bapiarii) Oynu Hajami ;s BancapraHy Ta
iHmanaminy (s AocIiKyBaHoro 3acoby ta JI3 HIOPIBHSHHS).

[apamerpu wist AUCt, AUCInS, wactkosux AUC (TUIbKH J1Is BasicapTany)
i Cmax Oynu norapudmiuno IIEPETBOPEH] TIEpPe/T aHATI30M.

ANOVA (Brirouaroun nociigosnicts, cy6’exTis Y IOCIII0BHOCTI, IIEepioj
1 Tepamiio) Oy;0 3acTOCOBaHO 10 In-Tpancopmosanux manux AUC Ta
Cmax Tta 10 Herpancdopmosammx Tmax, A i T1/2. Tmax Takox
aHaJli3yBaJM 3a JOIOMOro Tecty Binkokcona. 90 % Al criegignomeHHs
Cepe/IHiX reOMETPHYHUX JOCIiKyBanui 3aci6 /JI3 nopiBusiHHS (AUCH,
AUCinf, gactkoux AUC i Cmax) 6y otprmasi 3a gonomoroo ANOVA
LSMEANS ta ESTIMATE.

3110poBi, 46 40:10BIKIB, 10 He manATh Ta 19 HeBAriTHUX KIHOK BikoMm 18-60
poxkiB. 3 muX 43 Oy Ginumu, 7 asiid, 14 HOpHOMIKIpi Ta 1 YopHoIKipi
a3,

PesyabTaTu OioexBiBasenTHoOCTi:
90% nosipui intepsaam (JII) 3HAXOATBCS B MekKax
nianasony 80,00% -125,00

3arasiom 29 nerkux no6iuni ssuma (I151) ta 1 cepens
3a(hiKCOBAHO IMiC/Is 3aCTOCYBAHHS IOCIIKYBAHO
o BKmovac 5 nerkux [ nos’s3ani i3 anamizamu



22. BucHoBoK
(3aKimouenHs)

3asBHUK (BIaCHUK
peecTpanifinoro
IOCBITYCHHS)

CIs TOCIiIKeHns Ta § ManoHMOBIpHEX/HenoB’ a3annx IS, 3aranom 19
nerkux IS ta 1 cepennboi Tsmxkocti [15 3a(iKCOBaHI B yyaCHHKIB mics
3aCTOCYBaHHS npenapary HOPIBHAHHS, 1o BKITIOYae 10
MaJIOUMOBIPHUX/HETOR s3anux [15]. 1 IOJIiA, IO TIepe/yBata JI03yBaHHIO
Oyna 3adikcoBana p y4acHHKa, 10 HE MOKHA BIiIHECTH JO KOJHOTO 3
npuiiomis. JKoxsoro cepitosmoro 151 me 3adikcoBaHO mig wac
JOCITi IKEHHS.

Y meomy mocmimkenni 6yna [IPO/IECMOHCTPOBaHa 0i0eKBIBAIICHTHICTD Mid
TOCIIIKY BAHHM IpenaparoM  Bancapraw/Iujanamin, Ttabierkm 3
MOJIM(IKOBAHUM BHUBITBHEHHAM 110 160 M1/ 1,5 Mr ta pedepentHIM
Teprencid ® SR tabnerku, BKpuTi mIiBKOBOIO 000JIOHKOIO, IPOIOHIOBAHOT
pii mo 1,5 mr (impanmamix) Tta HioBau®, TabneTku BKpPUTI MWIBKOBOIO
0bo10HK010160 MT (BascapTan) aist KOKHOTO BaJICApTaHy Ta iHganamiay B
YYaCHHKIB 3/I0DPOBHX YOJIOBIKIB Ta HEBATITHHX IKIHOK HaTIIIE.

(mimac)

Ans Penens (Janja Recelj) (im's: Ta IIpi3BHIIIE)




1. Name of medicinal
product (if available —
number of registration
certificate):

2. The applicant

3. Manufacturer

4. the undertaken study:

1) the type of medicinal
product for which the
registration was made or
planned

5. Full name of clinical
research, coded number
of clinical research

6. Phase of clinical
research

7. Time frame of clinical
research

8. Countries where the
clinical research was
conducted

10

Annex 30

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials
during the validity of the registration certificate

(art. 4, section IV)

Clinical research report Ne 2

Valsacor®-INDA (Valsartan + Indapamide) 80 mg/1.5 mg modified
release tablets

Krka, d.d., Novo mesto
Smarjeska cesta 6, 8501
Novo mesto Slovenia

Processing of non-sterile medicinal product, Quality control testing (Chemical/Physical and
microbiological — non-sterility), primary packaging, secondary packaging, batch release: Krka,
d.d. Novo mesto Smarjeska cesta 6, 8501 Novo mesto Slovenia

yes [0 no if not explain

Fixed combination application accoring to MoH Order
from 26.08.2005 Ne 426 (Article 10b of Directive No
2001/83/EC in EU)

A Single-Dose, Bioequivalence Study of Valsartan/Indapamide 160
mg/1.5 mg Modified-Release Tablets versus Diovan® 160 mg Film-
Coated Tablets Co-Administered with Tertensif® SR 1.5 mg
Prolonged-Release Film-Coated Tablets under Fed Conditions; 22-731
(sponsor study code)

Phase I (Bioequivalence study)

from 28.6.2022 until 7.8.2022

Canada

{HANOM
gl

3T LAHO 3 OPMT &
MEHEAKEP BYAA
PEECTPAUNE  mve
NIKAPCBKHX 3ACOBTB

MAPTHHOBCHKA M M
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9. The number of persons

under investigation:

10. Purpose and
secondary objectives of
the clinical research

11. Clinical research
design

12. Main inclusion
criteria

13. Test medicinal
product, method of
administration, strength

14. Reference substance,
dose, method of
administration, strength

* Planned: 68 subjects.
* Completed the study: 65 subjects.

The primary objective of this study was to evaluate the comparative
bioavailability of valsartan and indapamide from the Test Product
(Treatment A) versus the Reference Products (Treatment

B) after a single dose in healthy subjects under fed conditions.

The secondary objective of this study was to evaluate the safety and
tolerability of the study treatments.

A Single-Dose, Bioequivalence Study of Valsartan/ Indapamide 160
mg/1.5 mg Modified- Release Tablets versus Diovans 160 mg Film-
Coated Tablets Co-Administered with Tertensifo SR 1.5 mg Prolonged-
Release Film-Coated Tablets under Fed Conditions

The study population included non-smoking, male and female subjects,
18 to 65 years of age, with a body mass index >18.5 to <30 kg/m2, who
were deemed healthy based upon a medical history, 12-lead
electrocardiogram (ECG), laboratory evaluation (hematology,
biochemistry, serology, and urinalysis), physical examination, vital
signs measurements (blood pressure [BP], pulse rate [PR], respiration
rate [RR], and temperature), and QTc<450 msec for males or
QTc=470 msec for females [corrected using Bazett’s formula (QTcB)].
Eligible subjects had negative test results for serum hCG (females
only), urine cotinine, and urine drugs of abuse at screening.

Product name: Valsartan/Indapamide 160 mg/1.5 mg modified-release
tablets

Dose: 160 mg/1.5 mg

Strength: 160 mg/1.5 mg

Method of administration: Oral under fed conditions

Reference 1:

Product name: Tertensif® SR 1.5 mg prolonged-release ﬁln}gqgﬁé&' s

tablets (indapamide) o
Dose: 1.5 mg /- ;/
Strength: 1.5 mg s 2(0n,

Reference 2:

HEAKEP B WK
e eCTPAU I
NIKAPCBRIX 3ACOBIS
B

MAPTHHOBCHKA M M
13 11

2025 =£H
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15. Concomitant therapy

16. Efficacy evaluation
criteria

17. Safety assessment
criteria

18. Statistical methods

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

20. Efficiency results

Product name: Diovan® 160 mg film-coated tablets (valsartan)
Dose: 160 mg
Strength: 160 mg

Method of administration: Oral under fed conditions

One subject (1.5%) received acetaminophen (500 mg) for a mild
headache (TEAE) , considered probably related to the IMP and
resolved before study end.

Another subject (1.5%) received doxycycline (200 mg) for a severe
SAE (elective abortion), deemed unrelated to the IMP and resolved
before study end. The subject was withdrawn, and their data excluded
from PK and statistical analysis.

Bioequivalence:

The 90% ClIs of the relative mean whole blood indapamide AUC:,
AUCinf, and Cmax of the test to reference products should be between
80.00 and 125.00%.

The 90% ClIs of the relative mean plasma valsartan AUC: and Cmax of
the test to reference products should be between 80.00 and 125.00%.

Safety:

Safety was evaluated by vital signs measurement, clinical laboratory
tests (including hematology, urine analysis and serum chemistry),
serum pregnancy test (females only), physical examinations and
adverse events (AEs) reported by subjects who received a drug
treatment.

COVID-19 screening questionnaire was completed, and temperature
was checked on each study visit.

Analysis of variance (ANOVA) (PROC GLM) was performed on log-
transformed plasma valsartan and whole blood indapamide AUC:,
AUCint, and Cmax. Based on log-transformed data, ratios of the
geometric means for treatments and the corresponding 90% confidence
intervals (ClIs) were calculated for AUC, AUCinf, and Cmax.

Non-smoking males and females aged 18—65 with BMI 18.5-30 kg/m?,
medically healthy per history, ECG, labs, vitals, and physical exam.
QTc <450 msec (males) or <470 msec (females), corrected by Bazett’s
formula. Screening tests for serum hCG (females), urine cotinine, and
drugs of abuse were negative.

Bioequivalence Results: AT
The 90% Cls for indapamide (AUCt, AUCinf, Cmax) and valsattah MK,

7/

(AUCt, Cmax) were within 80.00-125.00%, confirming
bioequivalence.

3r [AHO 3 OP
MEHERKEP B
PEECTPA
NIKAPCbKUX
MAPTHHOBCHKA M M e

///_J,/
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21. Safety results A total of 36 treatment-emergent adverse events (TEAEs) were
reported by 22 subjects (32.4% of subjects dosed). Twenty-three (23)
TEAEs in 16 subjects (23.5%) were assessed as drugrelated,
with a probable or possible relationship to the IMP. The TEAE with the
highest incidence was somnolence (10 events reported by 10 subjects
[14.7%]), which all were assessed as possible, probable, and unrelated
in relation to IMP. One (1) subject (1.5%) dismissed from
the study due to TEAE;s (COVID-19).

All AEs were mild in severity except for three events for 3 subjects, of
which two were assessed as moderate and one was assessed as severe in
severity, and all resolved prior to the end of the study except for one
subject who was lost to follow up. One (1) serious adverse event (SAE),
not related to IMP administration, was reported during the

conduct of this study. None of the AEs had a significant impact on the
safety of the subjects or on the integrity of the study results.

Bioequivalence Conclusions:
22. Conclusions A bioequivalence study was conducted for Valsartan/Indapamide
(evaluation) 160 mg/1.5 mg modified-release tablets. The test product was
compared to reference formulations containing the individual active
ingredients. The study involved healthy adult participants under fed
conditions.

Results confirmed that the test and reference products are
bioequivalent. Both treatments were well tolerated, with no safety
concerns reported.

d‘ ‘
Applicant (holdfisr of ﬂifﬁ i‘é’v“cﬁno !dmm_dg;.l'gﬁture
registration certificate) thji a Recel] NOVO mesto Aldhe

MAPTHHOBCHKA M M 5
13 11 2025 2Zlof=t—
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1. Ha3ga nikapcekoro
3aco0y (3a HagBHOCT] -
HOMEp peecTpaniiHoro
TOCBITYEHHS)

2. 3asBHUK

3. BupoGnuxk

4. ITposeneni
HOCIIIKEHHS

1) Tun nikapcekoro
3aco0y, 3a IKUM
IIpoBoAMIacs abo
IUTAHYETBCSH peECTpartis

5. IloBHa Ha3Ba
KJIIHIYHOT O
BUIIPOOYBaHHS,
KOZIOBaHHH HOMEp
KJIIHIYHOTO
BUIIPOOYBaHHS

6. ®a3a KIiHIYHOrO
BHIIPOOYBaHHSI

7. Ilepion npoBeneHHs
KJIIHIYHOTO
BUIIPOOYBaHHS

8. Kpaiun, ne
MIPOBOJIHIIOCS KITiHiYHE
BUIIPOOYBaHHS

]

v

/
Honarok 30

1o Iopsaxy nporenenns CKCIIEPTH3H PeecTpariiinmx MaTepianiB Ha Jikapchki
3aco0wu, 110 MOAAI0THCS Ha ACPKABHY peecTpaiio (nepepeecTpario), a Takosx

CKCIICPTH3H MaTepiatiB Mpo BHECEHHS
3MiH 70 peecTpariiinmx marepiain
HIPOTATOM J11 peecTpanifHoOro mocBi[4eHHs (1yHKT 4 po3nimy IV)

3BIT Ipo KJIiHIYHE FOCTimKeHHs No 2

Banbcakop®-IHJIA, tabnerky 3 MO/tH(IKOBAHAM BHBiILHEHHSM, MO
80 Mr/1,5 mr (Bancapran-+innamamin)

KPKA, n.1., Hoso mecro, [TImap’emmka necta, 6, 8501 Horo MECTO,
Crnogenig

BHPOOHHUITBO «in bulky», mepeummua Ta BTOPHHHA YTIaKOBKa, KOHTPOJIb Ta
BuITycK cepii: KPKA, n.1., Hoso mecto, [lImap’emka necra, 6, 8501 Hogo
Mecto, CrnoBeHis

I Tak 0 Hi SIKIIO Hi, OOTPYHTYBATH

Jlikapebkuii 3aci6 3 dikcoBanow koMbinamieo Bi/NOBinHO 10 Hakazy MO3
Ykpaiam No 426 Big 26.08.2005 (8 €C crarrs 106 [dupextnBu No
2001/83/EC)

OnHomnosose mocmimkeHHs 6ioekBiBameHTHOCTI ¢ixcoBanoi xombinamil
Bascapran/Innanamiz 160 mr/1,5 mr Yy opmi Tabnerok 3 MmoaudikoBaHuM
BHBUIBHCHHSM IICIHs mpuifomy Dxi y nopiBHAHHI 3 J[ioBaH®, TabneTkn
BKDHTI IIIBKOBOIO 060T0HKOI 160 MI ofHOYacHo i3 Teprencip® SR
TaOIIeTKH, BKPUTI IUTIBKOBOIO OBOIOHKOIO, NpoNoHroBaHoi il mo 1,5 mr
micist npuiomy ixi; 22-731 (cmoHcopebKwmid HOMED JIOCTIDKEHHS)

®asa [ (nocnimkenns 6ioekpiBantenTHOCTI)

28.06.2022-7.08.2022

VSTt
Kanana A

NEPEKNAR B:APHWR:,, >
MEHEAMEP BYakiny

PEECTPAUNG Y. 58
NIKAPCBKHX  IACQBAB 7 o 7
MAPTUHOBCbKA MM-w=

13 11 2025 ¥
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9. Kinbkicts
JOCIIDKYBAHHX :

10. Mera ta Bropuumi
i KTiHiYHOTO
BHIIPOOYBaHHA

11. Tnsaiin xninivsoro
BHIIpOOyBaHHS

12. OcnoBHi kpurepii
BKJIFOYEHHS

13. locmimkyBanmit
JiKapceKwmii 3acif,
cIocid 3acTocyBaHHs,
CHJIA Tii

14. TTpenapar
MOPIBHSAHHS, 1034,
cnoci6 3acTocyBaHHs,
cua il

15. CynyTtHs teparris

3amnanopana; 68 YYacHHKIB,
QaxTHYHa: 65 yyacHmKis,

IlepBunnoo Metoro mworo AOCIKEHHA Oyna  orinka HOPIBHSIHHS
6iogocTynrocti Bajlcaprany Ta inganaminy 3 JOCHIIKYBAaHOTO IPOIYKTY
(A) nopisugHO 3 pedeperTHIME Tipostykramu (b) mics ogHOpazoBoi 1o3u
micis npuifomy i 310poBHM cyO'ekTaM. BTOpHHHOI MeToo 0BOro
JOCIKEHHs. 6yIa ominka Oesnexkn Ta meperocumocti JOCTIKYBaHOT
Teparii.

Onnomozoge BUIPOOYBaHHS 6i0eKBiBaleHTHOCT (bikcoBaHoi KoMGimamii
Bancapran/Inganamin 160 mr/ 1,5 Mr y popwmi taénerox 3 MO (DiKOBaHHM
BHBLUIBHEHHAM [Tic)Is NpuHOMy ki y mopismsmHI 3 HioBau®, Tabnerin
BKDHTI IUIIBKOBOIO 060M0HKOIO 160 M OnHOYacHO i3 TepreHcip® SR
TabJeTKH, BKPHUTI IUTiIBKOBOO 000JIOHKOI0, MPOIOHrOBaHOT aii mo 1,5 mr
micIist mpuifomy ki

Homynsmis nocnimkenns Bxmouana HEKYPIIB, YOJIOBIKIB i jkiHOK, Bikom
Bix 18 10 65 pokis, 3 inyexcom MacH Tisna >18,5 o <30 KI/M2, siki 6ym
BH3HAHI 310POBHMH HA OCHOBI MeHIHOL icTopii, 12 €IEKTPOKapIiorpam
(EKT), nabopatoprux AOCIIDKEHB (TeMaToIoris, Oioximist, cepororis ta
aHau3 cedi), GisuKanbEOrO OOCTEKEHHS, BUMIpIOBAHHS KHUTTERO
BRKIIHBAX NIAPaMETPIB (apTepiaibuuil THCK [AT], wactoru nynecy [YIT],
HacToTH nuxanns [Y]1] i remneparypn), i QTc<450 mcex st onopikin
abo QTc<470 mcex s xiHoK [xoperoBaro 3a romomororo bopmy
Baszerra (QTcB)].

Binmosiani cy6’exts mamm HETaTHBHI pe3ynbTath Tecty ma XI'JI y
CHPOBATII KPOBI (TLIBKH KiHKH), KOTHHIHY B C€4i Ta HAPKOTHIHHX pPEe4YOBHH
Y Cedi Hiff yac CKpHHiHTy.

Haspa: Bascrapran/innanamin, Ta6nerku 3 MOIM(iKOBaHUM
BUBLIbHEHHAM 160 Mr/1,5 mr

Hosysanns: 160 mr/1,5 mr

Cuna gii: 160 mr/1,5 mr

Croci6 3actocyBaums: NEPOPANIbHO MICIIs IPHHOMY TKi.

JI3 nopiBusnus 1:

Hasga: Teprencip® SR TabJICTKH, BKPUTI ITIBKOBOIO 000JI0HKOIO,
IPOJIOHTOBAHOT il 110 1, 5 Mr (inmamamin)

Hoza: 1,5 mr

Cuna nii: 1,5 mr

JI3 mopiBusiHHs 2:

Hazpa: Jliopau® TabJIeTKH, BKPUTI ILTIBKOBOIO 060n0HKOO 110 160 MI
(Basicapran)

Jloza: 160 mr

Cwuna aii: 160 mr

Cnioci6 3acTocyBanus: mepopatsao micis IpuioMy TKi.

Omun cy6’exr (1,5%) orpuman aueraminoden (500 mr) s JIIKYBaHHS
JICTKOTO TOJIOBHOTO 60nt0 (HebaXaHOTo sABHING, Mo BHHPI,JQﬁ‘é mﬂqac
nmiKysauHst (aur1. TEAE)), Bpaxamocs sk iMOBipHO _>’H61_3,’fstéahé""““ié‘-' -4
Aocmimkypanum JI3, i sakinumnocs 1o KiHHW i xﬂHgB!PH | &
[Hmmit cy6’exr (1,5%) 3aCTOCYBaB noxcngnwﬁ%?&? M”ﬂﬂfﬁ%’ '9’3}_{01‘0

[T (SAE) (mnaroBmii abopr), sxe OLIHIOBATOCA 1Ky ey -an s3aite’ 3

NIKAPCOHHX  3ACOBIB...
MAPTHHOBCHbKA M. M. .
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16. Kpurepii oninxu
edexTuBHOCTI

17. Kpurepii oninxn
Oe3nexu

18. Crartucruumni
METOIH

19. Jlemorpaigni
[IOKa3HHKH

JOCITIKY BAHOT
HOMyJIsii (cTarh, Bik,
paca Tomio)

20. PesynsraTu
eexkTuBHOCTI

21. Pesynbraru Gesneku

Ta CTaTHCTHYHOTO aHaTizy.

BioekeiBanenthicrn:

90% I signocuoro cepennboro smavenns AUCK AUCinf i Cmax
IHAmaMiny B minbHiii KPOBI IOCIi/KYBaHOTO npenapary jio pedepentroro
NoBUHHI OyTH Mix 80,00 i 125,00%.

90% I BizHOCHOrO cepentroro 3HavenHs AUCt i Cmax BajyicapTany B

T71a3Mi KpOBi JOCTi Ky BaHOr0 [Ipenapary a0 peepeHTHOro NoBHHHI OyTH
mixk 80,00 i 125,00%.

be3neka:

Besmexy ouinroBanu sa AOTIOMOI'0I0 BHMIPIOBAHHS KHTTEBO BAXIIUBHX
[IOKa3HHUKIB,  KIiHIYHHX 1abopaTopHUX  amamisis (BKIIFO"ArOTH
T€MAaTOJIONIYHI, aHam3 ceui Ta OloXimMiuHmit aHalli3), aHali3y KpoBi Ha
BariTHiCTh (JIMIme I8 KIHOK), Gi3HYHHX ormsamis Ta no0IYHEX edekTin
(IIE), mpo sixi moBimommsiu cyO'ekTH, AKi oTpuMyBamH MEIHKaMEHTO3HE
TiKyBaHHS.

3anoBHIOBaack anKeTa JuIs CkpuHiHTY Ha COVID-19, 2 TeMIIeparypa
NEPEBIPAIACS I1iJ Yac KOWKHOIo Bi3UTY /10 JOCITiDKEHHS.

Jlucniepciiinmii  amanis (ANOVA) (PROC GLM) npoommma s
TOTapHQMIYHO TpaHCHOPMOBAHEX 3HAYCHE AUCt, AUCinf ta Cmax
BAJICAPTaHy B IJ1a3Mi KPoBi Ta iHanamiay B minbHil KpoBi. Ha ocHogi
aorapupmivgo TpaHCHOPMOBAHMX  jaHMX Oyno  pospaxosano
CHIiBBIAHOIIEHHS r'€OMETPHYHMX CEPENHIX 3HAYEHB s Iyl TiKyBaHHS Ta
BIAMOBiAHI 90% JIOBipyi iHTepBaH (AD) mms AUCt, AUCinf ta Cmax.

Ho/10BiKH Ta KiHKH, SIKi He HasTh, BikoM 18-65 pokis 3 IMT 1 8,5-30 kr/m2,
MEIMYHO 37I0POBi 3TifHO 3 aHAaMHe30M, EKT, na6oparoprumu JIaHUMH,
HMOKA3HUKAMHU JKUTTEBO BAIKIMBHX (ByHKIiH Ta pisukambroro Orysmy.

QTc <450 wmc (qomoBiku) abo <470 wmc (KiHKHM), CKOpHTOBaHmii 33
(bopmynoro baserra.

CkpuHinrosi tectu Ha XI'JT Y CHPOBATIi KpoBi (3KiHKH), KOTHHIH y cedi Ta
HapKOTHYHI PEYOBHHH Oy HEraTHBHHMH.,

Pesyabrarn GioexpiBasentnocri:

90% I s innanaminy (AUCH, AUCinf, Cmax) Ta Bancaprany (AUCt,
Cmax) O6ymu B  wmexax 80,00-125,00%, mpo HiATBEpIKy €
0loeKBiBalleHTHICTE.

3aranom 36 TEAE Gyim 3adikcoBani y 22 yyacHukin (32,4 % ygacHuxip).
HBanusare tpu (23) TEAE y 16 ywacmukis (23,5 %) Oylu oriHeni sk
IOB’A3aHi i3 MOKITHBO JOCII/IKYBaHHM JIKAPCHKHM 33C060M.

TEAE i3 HaifBHIIor0 4acToTor0 — COHMMBicTs (10 BunazkiB y 10 yuacuukis
(14,7 %), sixi 6y omineni sk MOKIIMBO T4 HEMOB sI3aHi i3 JOCITIIKYBAHHM
JI3. Oy (1) yuachuk (1,5 %) OyB 3BLIbHEHMIT 3 I0CTIIKeH S yepes TEAE
(COVID-19).

Yei TIS Gymm nerkumu 3a TKKiCTIO 3 BHHATKOM TPhOX YYACHHKIB, IBOX 3
SKHX OUIHHIH SIK CepefHbO TKKOCTI i OMHH TSOKKHM I[IA. Vei I
3aKIHYHITHCS 10 KiHIS JOCIiDKeHHS, OKpIM OJIHOTO, SIKHmii OyB BTpascHut .
JULL TIOZANBIIOro crioctepeskenns. I[lopinomsumm npo oznue (1) ;_gepﬁoér{é\
ITA (anrn SAE) He mos’s3ane i3 3aCTOCYBaHHAM J0CIIDKYBaHoro JI3 mix
Jac MPOBEACHHS JAHOTO IOCIIIKEHHSL. }ﬁﬁffﬁaﬂm el h_ﬁﬁﬂ'ﬁﬁa‘iﬁo_ro

BILTHBY Ha Ge3NeKy y4acHuKiB uM 10cToBipriét pkAg it T BT e s,

PEECTPAUI T = =

HAPCbHHX 3Ac0548'.-_::pkjj,
st
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22. BrcHoBok
(3akmovens)

3asBHHK (BIaCHHK
peecTtpariiiinoro
TIOCBI TYEHHs)

Bucnosku 6ioexgiranentrocri:

By1io mposeneno nocnimkenus bioexBiBanenTHOCTI 117131
Bancapran/inganamin 160 mr/ 1,5 mr, Tabrerky 3 MoauhikoBaHHM
BHBITEHEHHSIM.

Jocnipkypanuii JKapchKHii 3aci6 mopismoBamM 3 pedepenTHIMHE, 1110
MICTSITh OKpeMi akTuBHi IHrpenienTH. Y nocnimxeni Opanu yuacts
3/10POBI IOPOCITi YUacCHHKH B YMOBAX IIic/Ist nprioMy i,

Pesynbratu HiITBEpIMIH, 110 AOCTI/DKYBaHUH Ta pedyepeHTHII JIKapChKi
3aco0u bioekBiBateHTHi, O6wuBa npenaparu no0pe nepeHocHHcs, 6e3
MOB1IOMIIEHE 111010 npobiiemM 3 Ge3meki.

(mizmmuc)

Sus Penens (Janja Recelj) (iM'st Ta npizsume)

F 24

NEPEKNAR BJRHAR
MEHEAKEP B 1REENY 04, %05
PEECTPAUINES] T,

NIKAPCbRHX  3ACOE)B S
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Annex 30

to the Procedure of registration materials examination of medicinal products,
submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials
during the validity of the registration certificate

(art. 4, section IV)

Clinical research report Ne 3

1. Name of medicinal Valsacor®-INDA (Valsartan + Indapamide) 80 mg/1.5 mg modified
product (if available — release tablets
number of registration

certificate):

2. The applicant Krka, d.d., Novo mesto
Smarjeska cesta 6, 8501
Novo mesto Slovenia

3. Manufacturer Processing of non-sterile medicinal product, Quality control testing (Chemical/Physical and
microbiological — non-sterility), primary packaging, secondary packaging, batch release: Krka,
d.d. Novo mesto Smarjeska cesta 6, 8501 Novo mesto Slovenia

4. the undertaken study: X yes [ no if not explain

1) the type of medicinal ~ Fixed combination application accoring to MoH Order
product for which the from 26.08.2005 Ne 426 (Article 10b of Directive No
registration was made or  2001/83/EC in EU)

planned

5. Full name of clinical ~ COMPARATIVE, RANDOMISED, MULTIPLE-DOSE,

research, coded number ~ CROSSOVER BIOAVAILABILITY STUDY OF VALSARTAN /

of clinical research INDAPAMIDE MR 160 mg / 1.5 mg FORMULATIONS IN
HEALTHY VOLUNTEERS UNDER FASTING CONDITIONS: 22-
742 (sponsor study code)

6. Phase of clinical Phase I (Bioequivalence study)
research

7. Time frame of clinical  from 6.10.2022 until 7.11.2022
research

8. Countries where the Republic of North Macedonia
clinical research was
conducted
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9. The number of persons  Planned to be dosed 146

under investigation:

10. Purpose and
secondary objectives of
the clinical research

11. Clinical research
design

12. Main inclusion
criteria

13. Test medicinal
product, method of
administration, strength

Completed the study: 46

The objective of this study was to compare the rate and extent of
absorption of indapamide from fixed dose combination of the Test drug
(Treatment A) versus Reference drugs (Treatment B) after multiple
doses in healthy, non-smoking male and non-pregnant female
volunteers under fasting conditions.

COMPARATIVE, RANDOMISED, MULTIPLE-DOSE,
CROSSOVER BIOAVAILABILITY STUDY OF VALSARTAN /
INDAPAMIDE MR 160 mg / 1.5 mg FORMULATIONS IN
HEALTHY VOLUNTEERS UNDER FASTING CONDITIONS

Healthy Caucasian male and female volunteers aged 18-55 years with a
BMI between 18.5-30 kg/m?, who were non-smokers or had not used
nicotine/tobacco products in the past 6 months, were eligible.
Participants were confirmed to be in good health through medical
history, physical exam, ECG, and lab tests, including negative results
for HIV, Hepatitis B/C, drugs, alcohol, and cotinine.

Female participants were either of non-childbearing potential
(surgically sterile or postmenopausal) or agreed to use approved
contraception (e.g., abstinence, non-hormonal IUD, condom with
spermicide) starting 28 days before the first dose and continuing
through 30 days after the last dose. Pregnancy tests were conducted at
screening, before each study period, and at study end.

Product name: Valsartan/Indapamide 160 mg/1.5 mg modified-release
tablets

Dose: 160 mg/1.5 mg

Strength: 160 mg/1.5 mg

Method of administration: Oral under fed conditions




14. Reference substance, Reference 1:

dose, method of Product name: Tertensif® SR 1.5 mg prolonged-release filmecoated
administration, strength  tablets (indapamide)
Dose: 1.5 mg

Strength: 1.5 mg

Reference 2:

Product name: Diovan® 160 mg film-coated tablets (valsartan)
Dose: 160 mg

Strength: 160 mg

Method of administration: Oral under fed conditions

I5. Concomitant therapy ~ Concomitant medication was not allowed during the study. Exceptions
would have been allowed only if treatment for an acute condition had
become medically necessary. In this case, the investigator would have
to record the medication administered to the subject’s CRF. The
investigator would have to decide whether the subject could continue
with the study.

No concomitant medication was required for treatment of any of these
adverse events during the study.

After clinical part of the study, subject 32 reported use of prescription
drugs and subject 40 admitted use of protein shakes, although during
eligibility assessment and check-in procedures they claimed otherwise.

16. Efficacy evaluation Bioequivalence:

criteria AUCthau, Cmax, Cthau, Cmin, Tmax, Cav, fluct and Cpd were
determined from individual whole blood concentration / time profiles
using a model-independent approach.

17. Safety assessment Safety:

criteria Clinical (including ECG) and laboratory analyses (biochemistry,
hematology, urinalysis), vital signs measurement performed at
screening, pre-dose measurement of vital signs, monitoring of pre-dose
health events, on-study monitoring of adverse events, measurement of
blood pressure and heart rate on study, as well as end-of-study clinical
laboratory tests (biochemistry, hematology and urinalysis) and vital
signs measurements.
Urine drug screen, alcohol test and cotinine test were performed before
dosing at Check-in (Day -1) of each period.
Serum pregnancy tests (for female subjects only) were performed at
screening, at Check-in of each period and at the end-of-study.

18. Statistical methods ANOVA was applied to In-transformed pharmacokinetic parameters
(AUCthau, Cmax, and Cthau) for indapamide to assess
bioequivalence. Based on the two one-sided test approach, 90%
confidence intervals were calculated for the test-to-reference ratios of
least-squares means,

Pre-dose concentrations (Cpd) were analyzed using repeated measures
ANOVA, based on three consecutive values. Bioequivalence was .
confirmed if the 90% confidence intervals for AUCthau, Cmax, and“ T
Cthau fell within the 80.00-125.00% range. "‘-;’.-’ ; Pt _;;:'_; 5%
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If Cthau did not meet standard criteria but met the 80.00-125.00%
range, steady-state was achieved, and within-subject variability
exceeded 30%, a scaled-average bioequivalence method was applied.
Bioequivalence was then confirmed if the adjusted confidence interval
for Cthau met the widened acceptance limits.

Descriptive statistics were also performed for all pharmacokinetic
parameters.

19. Demographic Healthy Caucasian adults aged 18-55 years, who were non-smokers or

indicators of the had avoided nicotine for at least 6 months, were eligible.

population study (gender,

age, race, etc.) Female participants were either not of childbearing potential or used
approved contraception from 28 days before the first dose until 30 days
after the last. Pregnancy tests were performed at screening, before each
study period, and at study completion.

20. Efficiency results Bioequivalence Results:
The 90% confidence intervals of the Test (Treatment A)/Reference
(Treatment B) ratios of LSMeans derived from analyses of the In-
transformed PK parameters AUCthau, Cmax, and Cthau for indapamide
in whole blood were within the 80.00-125.00% acceptance range.

21. Safety results All 46 participants received both the test and reference treatments.
Five mild adverse events were reported by four subjects (8.7%), all
considered related to the medication and resolved by study end.

Treatment A accounted for four events (6.5%), and Treatment B for
one event (2.2%). No severe adverse events occurred, and no new
safety concerns were identified during the study.

22. Conclusion Based on these results, Valsartan/Indapamide 160 mg/1.5 mg modified-

(evaluation) release tablet (Manufacturer: Krka, d. d., Novo mesto, Slovenia, EU) as
Treatment A and Tertensif® SR 1.5 mg prolonged-release filmcoated
tablets (indapamide) (Manufacturer and/or MAH: ANPHARM
Przedsigbiorstwo Farmaceutyczne S.A., Poland, EU/Servier Pharma
d.o.0., Slovenia, EU) co-administered with Diovan® 160 mg film-
coated tablets (valsartan) (MAH: Novartis Pharma GmbH, Germany,
EU) obtained from EU market as Treatment B are bioequivalent after
multiple-dose administration under fasting conditions.

Both treatments appear to be safe and well tolerated by all subjects. No
serious or severe adverse events related to study medications were

obsedrved during'F mkb\

KRKA, Gignature)
o= O

Applicant (holder of
registration certificate)

) : ?
Janja Recelj Novo mesto
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1. Ha3ga nikapcekoro
3aco0y (3a HasgBHOCTI -
HOMED peecTpaliitHoro
MTOCB1TYCHH)

2. 3agBHHK

3. BupoGuuk

4. IlpoBeieHi
JOCTIIPKEHHS :

1) Tan mikapcekoro
3aco0y, 3a IKuM
IIpoBoauIacs adbo
IUIAHY€ThCS peecTpaiis

5. IloBHa Ha3Ba
KJIHIYHOTO
BHIIPOOYBaHHS,
KOJIOBaHUH HOMED
KIIIHIYHOTO
BUIIPOOYBaHHS

6. ®aza KJIiHIYHOrO
BHIIPOOYBaHHS

7. Ilepion npoBenenus
KJTiHIYHOTO
BUIIPOOYBaHHs

8. Kpaiuu, e
IIPOBOJIMJIOCS KITIHIYHE
BUIIPOOYBaHHS

1o Iopsinky nposenenus CKCIICPTH3H PEECTPAIlIHHIX MaTepianis
3aC00H, 110 NOAAIOTHCS Ha ACpXKABHY peecTpario (IepepeeccTpall

Jonarok 30
HA JTIKapChKi
i10), a TaKox

g ¢

o

CKCIIEPTH3H MaTepiamtiB po BHeCeHHs
3MiH JI0 peecTpaliifaux Marepiasis
IPOTSATOM JUT peeCTpaniifHOro MocBiggeHHs (myHKT 4 poszimy V)

BBh‘npoKﬂhﬁquﬂomﬁﬂmeHﬂﬂb@3

Banbcakop®-TH]IA, Tabnerku 3 MOZIH(IKOBaHUM BUBIILHEHHSAM, 10
80 mr/1,5 mr (Basrcapran+innanawis)

KPKA, n1.1., Hoso mecto, [lImap

CnoseHnig

‘entka mecra, 6, 8501 Hogo MecTo,

BHPOOHHUITBO «in bulky, mepBusHa Ta BTOPHHHA yIIaKOBKA, KOHTPOJIb Ta
Bunyck cepii: KPKA, x.1.. Hoso mecro, [lImap’emxka necra, 6, 8501 Hoo

Mecto, ClioBeHis

| TaK

SAKIIO Hi, 0OTPYyHTYBaTH

Jlixaperkmii 3aci6 3 dikcoBanow KoMGiHarTiex0 BiATOBiNHO 10 Hakasy
MO3 Vkpainu Ne 426 Bin 26.08.2005 (8 €C crarrs 106 HupextiBu Ne

2001/83/EC)

lopisnsibre, Panmomizoane, Gararomozore NePeXpecHe JOCITIHKEHHS

biofocTynHOCTI

Bancapran/Inganamin

160 mr/1,5 wr,

TabIeTkn 3

MOJTH(IKOBAHUM BHBIIBHEHHAM Y 30POBHX N06poBOIIBIIB HaTIe; 22-742
(crioHCOpChKHiT HOMEp 0CTiKeHHS)

®asa [ (zocrimpkeHns GioeksiBanenTHOCTI)

06.10.2022-7.11.2022

Pecny6uika [liBniuna Makegonis

NEPEKNAA BAPHIH

MEHEAKEP Bdaxiny =~

PEECTPAY EY
NIKAPCBKHX | “FACOB | B
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9. Kinpkicts 3artanoBana: 46,
JOCITIKYBAHHX : DakrtryHa; 46,

10. Meta Ta Bropummi Meroro usoro nociimkenns Oyno nopiBHATH mBEIKicTE | CTYIIHBb

it KiTiHigHOrO abcopOmii iHanamigy 3 (ikcopanoi KkomGinari AOCTI/IKY BAHOTO

BUIIpoOyBaHHs lipenapary (Tepamis A) NOPIBHSIHO 3 pedepeRTHUMH IIPOAYKTaMHu
(Tepamist B) micins nexinskox AO3 Y 3/I0POBUX HEKYDUIB YONOBIKiB Ta
HEBariTHUM XKiHKaM A00POBONBIAM HaTIIE,

11. lnsaitn kniniunoro  TTOPIBHSUTBHE, PAHJIOMI3OBAHE, BAT'ATOJIO30BE

BHIIPOGYBAHHS MTEPEXPECHE JIOCJIJDKEHHST BIOJIOCTYIIHOCTI
BAJICAPTAHHIAIIAMIZL 160 MI/1,5 M. TABJIETKH 3
MOIM®IKOBAHUM  BUBUIBHEHHSM v 3JTOPOBUX
JOBPOBOJIBLIIB HATIIE

12. OcHoBHi kpurTepii 3moposi 6ini 106poBOBI YonoBiYOT T4 KIHOYO cTati Bikom 18 - 55 POKiB

BKITIOYEHHS 3 IMT B Mexax 18,5-30 kr/m?, HEKypui abo mHe NpUHMAaTH
HIKOTHH/TIOTFOHOBMIiCH] BHpOOH 3a ocTanui 6 MICSIIB 10 CKPHHIHTY).
Cy6'exta manu XOpOLIOMH CTaHi 370poB'd, MO BH3HAYACTECS MEIUYHHM
OITIS/IOM Ta MEIMYHOIO iCTOpi€ro, Mpoiimwiy moBHui Gisuunmii orms, EKT
Ta KITiHi4Hi 1aboparopi JIOCIiUKCHHS, B T.4 HETATHBHI TecTH Ha BIJI,
renatur B i renarur C, HapKOTHKH, aJIKOTOJIb T4 KOTHHIH,
Kinku-yuacuni abo me wmamm JITOPOIHOTO NOTeHIiany (Xipypriuro
CTCpUIIbHI abo y IIOCTMEHOMay31), abo moromuHcs BUKOPHCTOBYBATH
CXBAICHY ~KOHTpALENNilo (HanmpHkiaj, YTPHMaHHS, HEropMOHAJILHHIL
BMC, npeseprarus 3i CIEPMILMIOM), MOYHHAIOUN 33 28 JHIB 10 mepmrof
A034 Ta mpotsromM 30 HIB micas ocTaHHBO O3M. Tectn Ha BariThicTs
POBOAMIIHCA ITiJ| YaC CKPHUHIHTY, LICPET KOKHHUM TIEPIOOM JOCITiIKEH S
Ta B KIHI[ JOCTIi IKeHHS.

13. TocmimxyBamuit Hasga: Bancapran/Innanamin, Ta6rerku 3 MOJIH(IKOBAHHM BHBIIBHEHHSNM
JKapChKAUH 3acif, 160 Mr/1,5 mr

c1ocib 3actocyBaHHs, Hosysanns: 160 mr/1,5 mr

cuna mii Cuna gii: 160 mr/1,5 mr

Cnoci6 3actocyBanms: II€POPabHO HATILE.

14. Ipenapar JI3 nopiBusians 1:

MOPIBHSHHS, 1034, Hasga: Teprencip® SR TabJIETKH, BKPHTI [UIIBKOBOIO 000JIOHKOIO,
cnoci6 3acTocyBanHs, TIpo;IoHroBanoi Aii no 1, 5 mr (ingamamir)

cuia aii Hoza: 1,5 mr

Cuna mii: 1,5 mr

JI3 mopiBusHHS 2:

Ha3zga: Jliopan® TaONIeTKH, BKPHTI ILTiIBKOBOIO 000710HKO0 110 160 MT
(Basicapran)

Hoza: 160 mr

Cuna nii: 160 mr

Crioci6 3actocyBanHs: NEPOPATBHO HATIIE.

15. CymyTast Tepanis CynyTHiit npuifom mikis mix gac JIOCTII/DKEHHS He Aomyckascs. Bubsarkm

Oy:10 6 n03BONECHO THIIE 33 yMOBH HeOOXiIHOCT JiKyBaHHS ;gt:j:ﬁo_rglcfaﬂy‘.\

3 MEIITIHOT TOYKH 30py. V 1BOMY BHIIJKY IOCTiTHHK M@"ﬁﬁf-ﬁéﬁ‘ﬁcam'_.

BBEJICHI JIiKH B iHIMBI Ay atbHy (opmy CREPERALRE b IIPHWH =24

Hocmianuk MaB 6u BupimmETH, un MO F Aanyi pcyﬁ@ﬂ:ﬂmﬂos?}{yﬂaT@ ® 5}

Y4acThb y IOCILKEHHI. PEECTPAL| T, T /T
NIKAPCHKHX 3ACQB.I8- <
MAPTHHOBCbKA MM =+

13112005 s 7o—



He ﬁyno NOTPIGHO CYMYTHBOrO JIiKyBaHHS JUIs NOOIYHUX SIBHIL M7 yac
JOCIILIKEHHS,

[licns xninignol wacThun MOCIIDKEH s CyG eKT 32 MOBioMuBs npo
BUKOPHCTaHHS pENENnTy Ha JKH i cyb'ekt 40 Bu3HAB BKUBAHHS
IIPOTEIHOBHX KOKTEMITIB, X0ua iy uac IIPOLENYPH OLIHKH BiAMORIAHOCTI Ta
PeECTpawil BOHH CTBep Ky BaH iHaKIIe.

16. Kpurepii oninku bioexeiBanenTHicTs:

e(heKTHBHOCTI AUCthau, Cmax, Cthau, Cmin, Tmax, Cav, fluct ta Cpd 6y;u Buznaueni y
KOXHOTO y UiIBHIN KpoBi/ 4acosi IPOdiNi 3 BUKOPHCTAHHIM MOJETBHO-
HE3AJISKHOTO MiXO0y.

17. Kpurepii oninku Besneka:

Oe3mexu Kniniuni  (Bkmovaroun EKT) Ta mnaGoparopui amanmizu (bioximis,
TEMATONIOrs, aHaTi3 cedi), BUMIPIOBAHHS SKHTTEBO BAKIHBHX IIapaMeTpiB
TIPOBOZHUTECS HA CKPUHIHTY, BUMipIOBaHHSI SKHTTEBO BAYKITHBUX rapameTpiB
TICpE BBEICHHAM JI03H, MOHITOPHHT MO ImOI0 3/I0pOB'sl  TIepes
BBC/ICHHAM JI03H, MOHITOPHHI MOOIYHHX edexTiB mig gac JOCIIDKEHHS,
BUMIPIOBAHHS apTepiaisHOro THCKY 1 4aCTOTY CEpLEBHX CKOPOUEH ITi ] Yac
HOOCII/DKEHHS, 4 TaKoX KJiHIYH] MaHi HANPUKIHII  JOCIiIKeHHS
7abOpaTOpHUX JIOCHiIKeHs (GioXiMis, remaTooris Ta aHali3 ceui) Ta
BHMIPIOBAHHS XKHTTEBHX TIAPAMETDIB.
IIpoBenenus ananisy ceui na HApKOTHKH, TECT Ha AJIKOTOJIb | KOTHHIH Tepest
BBEJICHHSM NI03H I1iJl Yac peecTpauii (1eHs -1) koxHOro nepiomy.
CupoBatkoBi TecTw Ha BariTHiCTB (e IS KiHOK) HPOBOAMIH Ha
CKPHHIHTY I 4Yac peecTpaiii KOMKHOrO Iepiofly Ta HampHKiHII

JOCITi IKEHHS.
18. CrarucTuysi Hist oninku GioeksiBaieHTHOCTI 110 tapmakokiHeTHUHIX rapamerpis,
METOIH TpaHC(OPMOBaHHX 3a JOMOMOro In (AUCthau, Cmax Tta Cthau),

iHganamiay 6yJ10 3acToCOBaHO Jucnepciianit ananiz (ANOVA). Ha ocrogi
METOIy JBOCTOPOHHLOrO TeCTyBaHHA Oyo po3paxoBano 90% JIOBipyi
IHTEPBAJIM [UIs CHiBBiHOIIEHD BATIPOOYBalbHUA 3aci0 Ta npemapar
IOPIBHAHHS UIsi METOY HafMEHIIMX KBa/[paTiB.

KoHnuentpauii nepen BBexenusM no3u (Cpd) anamizysamm 3a gomomoroo
MOBTOPHUX BUMiproBaHb ANOVA Ha OCHOBI TPbOX MOCTIIOBHHX 3HAYEHD.
BioexsiBanenTHiCTh MiaTBEpIKYBAMH, SKIO 90% JIOBipdi iHTepBaIH IS
AUCthau, Cmax ta Cthau 3maxoaumcs B nianmazoni 80,00-125,00%.
Axmo Cthau me Binnosizas cramzaptHHM KpUTEpisiM, alie BiamoBizas
mianasony 80,00-125,00%, Gye JOCATHYTHH CTalllOHApHHW# cTaH, a
BHYTPILIHBOCY0'€KTHA BapiabebHICTE NIEPEBHUIIY Basa 30%,
3aCTOCOBYBABCs METOJI MAaCIITaA00BAHOT cepeHLOT 610€KBiBAICHTHOCTI.
ITorim  GioekBiBaneHTHICTE MATBEP/UKYBAIH, SKIIO CKOPUTOBAHHIL
AoBipumit imTepsan ans  Cthau BigmoBizar PO3IIMPEHUM  MeEXKaM

IPUAHATHOCTI.
Jnst Beix GbapmakokineTHuHHX NapaMeTpiB TaKOX IPOBOJMIH OIHCOBY
CTATHUCTHKY.
19. Jlemorpadiyni Yuacuuku 3710poBi mopocni 6imi Bikom 18-55 POKiB, siKi He mauaTh abo
[IOKa3HUKH YHHUKaJIA HIKOTHHY IIPOTATOM IOHANMEHIIE 6 MiCSIIiB
JOCIILKY BaHOT Yuaceumi skiHowoi crari abo He mamu JTOPOHOTO noTeHLiany, ado
TMOMY ISl (CTaTh, BIK,  BHKOPHCTOBYBAIH 3aTBEP/KEH1 KOHTpALIENTHBH 3a 28 nuig;.i({infep;no‘i'gq%ﬂ
paca Tolio) A0 30 nuiB micas octannboi. TecT HA BariTHICTSH Hpc’)r%bﬂgﬁﬁcﬁ'nig;jﬁaa\[
CKPUHIHIY, TIEPEJl KOXKHAM NEpioTom AP ERIER B Big{}; 3aBepekis ;\;I
A, MEHEAKEP BIREINY 2% )72
PEECTPAUNE®N 7% /7 5)f
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20. Pesynbratu Pesyibratn Gioexsipasentnocri:

edexTusHOCTI 90% I nocimkysanoro npenapary (repanis A)/pedepentroro i3
(Tepanist B) sigHOmEHHS CCPEIbOKBANPATHYHOIO 3HAYEHHS OTPUMAHOTO 3
aHamisy jorapudmivno TpanchopmoBannx OK napamerpis AUCthau,
Cmax, Ta Cthau s Inanaminy B wineHii KpoBi OyB B Mexkax KPHTEPito

npuitasTHOCTI 80,00 - 125,00%.

21. Pesynbratu Gesnekn Vi 46 Y4aCHHKIB OTPUMAIIH JI0CTI /UKy BaHmi Ta pedepenTHmi penapar.
5 nerxux 151 Gymm 3adikcopani Yy 4 (8,7%) i3 46 yuacuuxis, pei [15] Oym
BU3HAHI OB’ S3aHAMH 3 IPHIHOMOM [penapary s ta 0y OBHICTIO
BUDIIIEH] 110 KiHIS JOC/i TKe .
Tepanis A crana npuumnoro HOTHPBOX Mol (6,5%), a B — oxmiei moii
(2,2%). XKonuux CepHO3HUX MOGIYHMX edekTis He BHHHKIIO, 1 JKOTHHX
HOBHX Npo0IIeM Ge3ITekH il yac ocTiKeHns He OyI10 BUSBIEHO.

22. BucHoBOK IpyHTyr0uHCh Ha namux pesynbratax Bancapran/Inmanamin, taGnetku 3

(3aKITFOUEHHS) MOZIH(IKOBAHUM BHBLIBHEHHAM 110 160 Mr/1,5 mr (BupoGuux KPKA, s,
Hogo mecto, Crosenis, €C) ax Tepamis A Ta Teprencidp ® SR Tabnerkw,
BKPHTI ILTiIBKOBOIO 060JI0HKOIO, IIPOJIOHTOBaHOT dii 110 1,5 mr (immamamin)
(BupoGuux ra/abo Bnacmmk PII: TOB «AHDapm»  @apmanesTHyHa
KommnaHis., ITonbima, €C/Ceps’e 1.0.0., Crosenis, €C) oanouacHo i3
Hioau®, TabneTku BKPUTI mITiBKOBOIO obonorKoK 160 Mr (Bancapran)
(Bacuuk PII: Hosapric ®apma I'mbX, Himewunma) oTpumaHi 3 €C punKy
AK Tepanis b € GioekpiBaneHTHHMHE mics baraTo/1030B0r0 3actocysanmus
Hatme. OOuasa Meronu ACMOHCTPYIOTe sk GesneyHi Tta  n06pe
[IEPEHOCATBCS  BCiMa  yuyacHMKamu. He CIIOCTEPIrayiocs  MKOJHOTO
CepHo3HOTO 4u TspKKoro 1151 mor’s3anoro i3 AOCII/DKYBAaHUMH 3aco0amu
il Yac JOCIIiIKeHHS.

3a9BHHK (BJIACHHK (mimmuc)
peecTpariiitHoro
TIOCBLTYEHHS)

st Penens (Janja Recelj) (im'st Ta pi3BHIIE)

MEPEKNAA B IPHU#A
MEHEAKEP BIRNENY: »
PEECTPALIE 2
NIKAPCHKHX  3ACOBB
MAPTUHOBChKA“ MM
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Anrex 30

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials

during the validity of the registration certificate
(art. 4, section IV)

Clinical research report Ne 4

1. Name of medicinal product (if availa
— number of registration certificate):

2. The applicant

3. Manufacturer

4. the undertaken study:

1) the type of medicinal product for which

the registration was made or planned

5. Full name of clinical research, coded
number of clinical research

6. Phase of clinical research

7. Time frame of clinical research

8. Countries where the clinical research
was conducted

9. The number of persons under
investigation:

ble Valsacor®-INDA (Valsartan + Indapamide) 80 mg/1.5

mg modified release tablets

Krka, d.d., Novo mesto Smarjeska cesta 6, 8501 Novo mesto
Slovenia

Processing of non-sterile medicinal product, Quality control
testing (Chemical/Physical and microbiological — non-sterility),
primary packaging, secondary packaging, batch release: Krka,
d.d. Novo mesto Smarjeska cesta 6, 8501 Novo mesto Slovenia

yes [ no if not explain

Fixed combination application accoring to MoH
Order from 26.08.2005 Ne 426 (Article 10b of
Directive No 2001/83/EC in EU)

A Single-Dose, Bioequivalence Study of Valsartan/
Indapamide 80 mg/1.5 mg Modified-Release Tablets
versus Diovan® 80 mg Film-Coated Tablets Co-
Administered wit Tertensif® SR 1.5 mg Prolonged-
Release Film-Coated Tablets under Fasting Conditions;
sponsor study: 23-757

Phase I (Bioequivalence study)
From June 27, 2023 till August 09, 2023

Canada

Planned: 68 subjects. Vo «WPKA Lo
Completed the study: 67 subgEtsJH0) 3 OP WFTHANOM:
PEECTPALT  |°7)
NIKAPCHHUX-'3ACOBYB / =/

MAPTnHoBchf{fA‘a- MM 7
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10. Purpose and secondary objectives of
the clinical research

11. Clinical research design

12. Main inclusion criteria

13. Test medicinal product, method of
administration, strength

14. Reference substance, dose, method of
administration, strength

/o

The ;irimary objective of this study was to evaluate the
bice juivalence of valsartan and

‘nczpamide from the Test Product (Treatment A)
versus the Reference Products (Treatment B)

after a single dose in healthy subjects under fasting
conditions.

The secondary objective of this study was to evaluate
the safety and tolerability of the study treatments.

A Single-Dose, Bioequivalence Study of Valsartan/
Indapamide 80 mg/1.5 mg Modified-Release Tablets
versus Diovan® 80 mg Film-Coated Tablets Co-
Administered wit Tertensif® SR 1.5 mg Prolonged-
Release Film-Coated Tablets under Fasting Conditions

The study population included non-smoking, male and
female subjects, 18 to 65 years of age, who were
deemed healthy based upon a medical history. At
screening, eligible subjects had negative test results for
urine cotinine, and urine drugs of abuse and female
subjects were not pregnant.

Valsartan/Indapamide 80 mg/1.5 mg modified-release
tablets

Dose: 1x80 mg valsartan/1.5 mg indapamide

Mode of Administration: Oral under fasting conditions

Reference productl:

Tertensif® SR 1.5 mg prolonged-release film-coated
tablets (indapamide)

Batch No.: 350304

Dose: 1x1.5 mg indapamide

Mode of Administration: Oral under fasting conditions

Reference product 2: L
Diovane 80 mg film-coated tablets (valsartan) e v Vinss,
Dose: 1x80 mg valsartan O e
Mode of Administration: Gall JHd6r fktiAg ébhdiaALOM
MEHEANEP B RAANY7, 7o
PEECTPANET "oy |CE|
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15. Concomitant therapy

16. Efficacy evaluation criteria

17. Safety assessment criteria

18. Statistical methods

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

20. Efficiency results

21. Safety results

22. Conclusion (evaluation)

Mo coL comitant drug-therapy was administered during
the conduct of the study.

Concor: itant non-drug therapy (NDT) was used to treat
4 AEs (PT: catheter site related reaction and headache)
affeciing 4 subjects (5.9%). NDT use of green tea
essential oil to treat a catheter site reaction was
recorded as a protocol deviation. One subject (Subject
27; 1.5%) had one health event (PT: catheter site
related reaction) treated with NDT.

The 90% CIs of the relative mean whole blood
indapamide AUCt, AUCinf, and Cmax of the Test

to Reference Products should be between 80.00 and
125.00%.

The 90% Cls of the relative mean plasma valsartan
AUCt and Cmax of the Test to Reference

Products should be between 80.00 and 125.00%. The
AUCinf ratio and 90% CI are provided as

supportive information for valsartan only.

Safety monitoring:

Temperature: daily during confinement

* Vital signs: pre-dose and 3,5.5, 8.5, and 23 hours
postdose

* Health monitoring: throughout the study

* Adverse events: monitored throughout the study

* Investigator monitoring: prior to drug administration
and

until 4 hours after the last subject is dosed and on-call
throughout the study

ANOVA was performed on log-transformed AUCt,
AUCinf, and Cmax for plasma valsartan and whole
blood indapamide. Geometric mean ratios and 90%
confidence intervals were calculated to compare
treatments.

The study included healthy, non-smoking male and
female subjects aged 18-65 years. At screening, all
subjects tested negative for drugs, cotinine, and—if
female—not pregnant.

AUCt and Cmax of the Test to Reference Products
were between 80.00 and 125.00%.

Only cough and rash, were reported as common
(defined as incidence of over 3 cases per 100 person-years)

The 90% confidence intervals for plasma valsartan A}UG'[ “
and Cmax were within the 80.00-125.00% range, g/e S

c;)(r)lcf{iurértl;ng bioequivalence beg\f?nnt%esganﬁf;ﬁre?ﬁ AN OM &2
s MEHEAREP BIAPRY  |°%
PEECTPAREL oy /")
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£.7er a single oral dose under fasting conditions, the
test product showed comparable absorption to the
reference combination, Both treatments were safe and
well tolerated, with no new safety concerns identified
during the study.

Applicant (holder of *; b : (signature)
registration certificate)

JANJARECEL] —(Name)

(£ KRIA

KRKA
fovame sdiowvil, dd..

/i
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Honaroxk 30
2o Iopsizky mporeenns CKCTIEPTH3H peeCTpaliiHuX MaTepianis Ha JIKapChKi
3aco0u, Mo MOAAI0ThCs Ha JICpKaBHY peecTparito (epepeecTpariio), a Takosk
CKCIEPTH3M MaTepialliB PO BHECEHHS
3MiH 110 peecTpariamx MaTepiaiis
IPOTATOM [ii peecTpaiitHoro MOCBIYeHHs (MyHKT 4 posainy IV)

3BIT NIpo KiiHiyne nociaipxesas Ne 4

1. Ha3ga nikapcekoro Banbcakop®-IHJIA, tabaerku 3 MoudikoBaHHM BUBLITEHEHHSIM, 110
3aco0y (3a HasBHOCTI - 80 mr/1 3 Mr (Bancapran-tinnamamiz)
HOMep peecTpariiiinoro

TOCBITYEHHS )

2. 3asBHUK KPKA, n.x1., Hoso mecto, IlImap’emmka necra, 6, 8501 Hogo MECTO,
Cnogenis

3. Bupobuuk BHPOOHHITBO «in bulky, TICPBHHHA Ta BTOPHHHA yIIaKOBKA, KOHTPOJIb Ta
Bumnyck cepii: KPKA, 1.1, Hoso mecto, llImap’emka necra, 6, 8501 Hogo
MecTo, ClioBeHis

4. ITposeneni l TaK o Hi AKIIO Hi, OOIpyHTYBATH

JOCIIKEHHS

1) Tun nikapcepkoro Jlikapcrkwuii 3aci6 3 (ikcosanomo KoMOiHariero Biamosinuo 10 Hakazy

3aco0y, 3a SKuM MO3 Ykpaiuu Ne 426 Bix 26.08.2005 (B €C crarrs 106 Tupextunu

nposoauiacs abo Ne 2001/83/EC)

IUIAHY €TbCS PEECTPAILiS

5. IloBHa Ha3Ba OmHomo30Be nocrmimkeHHs GioekpiBaeHTHOCT dikcoBanoi xombinamii
KJIIHIYHOTO Bancapran/Innanamin 80 mr/1,5 mr y bopmi Tabetok 3 MomudikosanuM
BHIIPOOYBaHHs, BHBUIBHCHHAM HATIIE y mnopiBasHHI 3 JlioBaH®, TaGerku BKDHTI
KO/I0BaHM i1 HOMep TLTBKOBOK 000I0HKOI0 80 MI' 0JHOYACHO i3 Teprencip® SR TaGnerku,
KJIIHIYHOTO BKPHTI ILIIBKOBOIO 000JI0HKOIO, MPOJIOHTOBAHOT i TI0 1.5 mr; 23-757
BHIIPOOYBaHHS (CIIOHCOPCEKHMIA HOMep JOCTIIJDKEeHHS )

6. ®aza kiinigHOTO ®asa [ (rocnimxenns OioekBiBaeHTHOCTI)

BUIIPOOYBaHHs

7. lepion nposenerns  27.06.2023-9.08.2023

KJTIHIYHOTO
BHIIPOOYBaHHSH
8. Kpainu, 1e Kanana > ™y
MPOBOIMIIOCH KITiHi4He 5 PERA Vil
BUIIPOGYBaHHS NEPEKNAL BIPHUA NE 3
MEHEAKEP Bigminy, s, V72
PEECTPAUINZ S "Mz, | 5}
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9. Kinekicts
JOCIIIKYBaHHUX ;

10. Meta ta BTopunsi
Wisti KiTiHi9HOrO
BUTIPOOyBaHHs

11. Tu3aiin xrigidgoro
BHIIPOOYBaHHS

12. OcHoBHi kpurepii
BKJIFOYEHHS

13. TocnipxyBanuii
JiKapceKuii 3acif,
Crocio 3acTocyBaHHsI,
cuna aii

14. TIpenapar
HOPIBHSIHHSL, /1034,
crocib 3acTocyBaHHs,
cHIa mii

15. Cynytus Tepanis

21

3amanoBana: 68
QaxTuuna: 67

Mertoro BOTO OCHOBHOI'0O BHUIIPOOYBaHHS Oyio OLlIHHUTH
bioexsiBanenTHiCTE Bajicaprany Ta immanamigy vy AOCIi /Ky BAHOMY
IPORyKTi (A) y mopiBHsHEI 3 pedepenTHIME TiKapchKHMI 3acobamu (B)
MICIIST 0JIHOPA30BOT 103K 3/10pOBUM J0OPOBOJIBIISIM HATIIE.,

BropunHoio wmeroo mporo JOCIHDKEHHs. OyTa ouinka Gesmexy Ta
TIEPEHOCHMOCTI TOC/II 1KY BAHOT Tepartii.

OnHomosose BHIIPOOYBaHHS Gi0eKBiBANIEHTHOCT] Bancapran/Innamamin
80Mr/1,5 Mr y dopmi Ttabrerox 3 MO/H(IKOBAaHHM BHBITLHEHHIM y
nopiBHAHHI 3 JlioBan®, TabneTkn BKPHTI ILTIBKOBOIO 060JI0HKOI0 80 Mr
onHo4YacHo i3 Teprencip® SR TaOJIETKH, BKPHTI ILTIBKOBOIO 000JI0HKOIO,
IIPOJIOHTOBAHOI 1ii o 1,5 Mr HaTtme

Homynsuist nocmimkenns Bxmoyana HEKYpIIB, YONOBIKIB i XiHOK, Bikom
Bi 18 110 65 pokiB, 3 iHmeKCOM MacH Tina >18.5 no <30 Kr/M2, sixi 6ymm
BH3HAHI 3/I0POBHMH Ha OCHOBI MeIHIHOT XBopoOu. ITix vac ckpuninry y
YYaCHHKIB, SKi BIAMOBIai KpHUTepisM, Oy/iu HeraTHBHi pesynbraTtu
aHami3iB ceyi Ha KOTHHIH Ta HAapKOTHYHI PEYORHHH, a KiHKH-yYaCHHMI] He
Oymu BariTHi.

Basicapran/Iunanamirn, taGreru 3 MOJIH(IKOBAHUM BUBITEHEHHSIM
80 mr/1,5 mr

Jlosysanus: 1x 80 mr/1,5 mr

Croci6 3acTocyBanus: mepopansmo HaTIIe.

JI3 nopiBusHH 1:

Teprencip® SR rabnerxw, BKPHTI ILTiIBKOBOIO 060IOHKOIO,
IPOJIOHI0BaHoi i 1o 1, 5 mr (inamami)

Cepist: 350304

Ho3za:1x 1,5 mr

Croci6 3actocyBanus: [I€POPAIILHO HATIIIE.

JI3 nopiBusaHs 2:

JlioBan® TabieTKy, BKPUTI MITIBKOBOO 0bomouKo10 110 80 Mr (Bancapran)
Joza: 1x80 mr

Croci6 3acrocyBanHs: NEePOPaIbHO HATIIE.

[Tix 9ac mposeaenns pocimKeHms CYTYTHS ME/IMKAMEHTO3HA Teparlisi He
3aCTOCOBYBAAC.

CynyTH HeMeIMKaMeHTO3HA tepamis (HAT) 6yna BHKOPHCTaHa [IJIs
JTiKyBaHHs 4 06iYHMX eekTin (peaxitis, oB's3aHa 3 MicIieM BCTAHOBIICHHS
KaTeTepa Ta TrOJOBHHH Oinb), MmO Bpasunm 4 yyacHHKB (5,9%).
Bukopucranus ediproi omnii semenoro waro mig wac HAT ans nikysanus
peakuii B Micumi BCTaHOBICHHS Karerepa Oylo 3apeecTpoBaHO SIK
BUIXHJICHHS BiZ mpoTokoiy. Y omHOro yuacHuka (Cy0'ext 27, 1,5‘1/0)

crocTepiranacsst ojHa MOJis 3i 370poB'sm (peaxirisi, nos‘asgga:?tvwrlicqgi_\fr:,

BCTAHOBIICHHA KaTeTepa), Ky JIiKYBAJIH 33 JOTIOMOTOI0 HI[;J_Z.:\'_""' bl
NEPEKNAL BYPHHRA

MEHEAKEP B IADE Moy, z
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16. Kpurepii oninku 90% Il BigHOCHOrO cepemHBOro 3HAYEHHS AUCt, AUCinf ta Cmax
eeKTHBHOCTI iHIanaMinay B HinbHii KPOBI JIOCTiI)KYBaHOTO Ta Ipenapary MOpiBHSAHHS

NOBHHHI OyTH B Medxxax 80,00 Ta 125,00%.

90% JII BimHOCHOTO cepenmboro 3naveHns AUCH Ta Cmax Bajicaprany B

TJ1a3M1 KPOBi JOCIIi Ky BaHOTO Ta lpenapary IOpiBHSIHHS MOBHHHI 6YTH B

mexax 80,00 ta 125,00%.

Cuiseinnomennss AUCinf ta 90% JI naBeneno sik foxarkory iH(popMaItio

JIUILE JUIS BaJICAapTaHy,

17. Kpurepii oninku Monitopunr 6e3nexu:

Oe3meku Temneparypa: mosmms mix yac KapaHTHHY
*XXHUTTEBO BayIHBI OKA3HUKH: A0 BBCJICHHS /103K Ta 4yepes 3, 5,5, 8,5 Ta
23 rOJTMHY 1iCIs BBEICHHS 103K
*MoHiTOpHHT 310pOB'S: poTATrOM YCBOrO JOCTIKEHHS
*lIobiuni edexTi: MoHiTOPHHT IIPOTATOM YChOI'O AOCHI IKEHHS
*MOHITOPHET fHOCTiIHIKA: 10 BBEICHHS npenapary Ta npoTsarom 4 roaux
MICIISt BBEAEHHS 1031 OCTaHHROMY YYaCHUKY Ta YEPIyBaHHS IPOTATOM
YCBOTI'0 JOCHi/KEeHHS

18. Crarucruyni ANOVA 3actocoByBaBest st morapu¢mMiuHO meperBopennx AUCH,

METOIH AUCinf i Cmax s Bancaprany B miasui KPOBI Ta iHJanaMiay B UiibHilH
KpoBi. BinHomenus cepennix reomeTpuyaHuX Ta 90 % JII po3paxoByBasucs
JUIS IOPiBHSAHHS TEpartii.

19, Jemorpadiuni Bunpobyranus Bkmouano 3M0POBHX YOJIOBIKIB Ta JKiHOK, SIKi He MasIsTh
[IOKA3HHKH BikoM 18-65 pokis. ITig uac CKPHHIHI'Y BCi YYaCHMKH Mald HeraTHBHHIA
JIOCITL /Ky BaHOT PC3yJIbTAT Ha HAPKOTHKH, KOTHHIH Ta, SIKIIO BOHM OyJIM 5KiHOYOT cTaTi, He
monyysnii (cTath, BiK, GyJIM BariTHUMH.

paca Toro)

20. Pesynbraru AUCt i Cmax gocmimkyBanoro ta pedepenTHOTO Npenaparis Gy Mixk
e(heKTHBHOCTI 80,00 Ta 125,00 %

21. Pesynbraru Gesnexn Jlume Ip0 Kamesb Ta BHCHII MOBIIOMILIIH SK 9acTo (BH3HAYEHO K
3aXBOPIOBAHICTB MOHAM 3 pasu Ha 100 JIIOJTHHO-POKH)

22. BucHOBOK 90% JII BinHocHoro cepenusoro 3xavenns AUCt i Cmax BajicapTaHy B

(3aKIrOveHHs ) TIa3Mi KPOBi JI0CTiKY BAHOTO Ipenapary /10 pedepenTtroro 6ys mix 80,00
1 125,00%, mo minTeepaxye GioekBiBANICHTHICT Misk JOCIIDKYBaHHM Ta
pedepenTHEM npenapaTam.
[licns  oaHOpaszoBoro  mepopaiabHOro NPUHOMY  HaTImeceplle,
JOCTIKyBaHU# IpernapaT MpoJeMOHCTPYBaB NOPIBHAHHY abcopOuin 3
pedepenTHoO KoMGiHamie. O6uBa METOH JniKyBaHHs Oyu 6e3euHnME
Ta 100pe nepeHocHucs, 6e3 BHABICHHS HOBUX npobyeM Oe3meku i gac

JOCITi TKESHHSI.
3agBHUK (BJIACHHK (mmijimuc)
cTpaiiifnoro ’ o il R
e Ans Peuens (Janja Recelj) (im's Ta npizsuime)
MTOCBIIYEHHS) )

MEPEKNAL BIPHUH
MEHEAKEP BiRRdNY,, s
PEECTPAYI L2\
NIKAPChKMX  3ACOBIB
MAPTUHOBCbKA “M-M"
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