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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 V)

L. Name of medicinal product Perindopril 5/ [ndapamide 1.25/Amlodipine S KRKA, 5 mg/1.25

(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

mg /5 mg tablets

Perindopril 10/ Indapamide 2.5/Amlodipine 5 KRKA, 10 mg/2.5
mg /5 mg tablets

Perindopril 10/ Indapamide 2.5/Amlodipine 10 KRKA, 10 mg/2.5
mg /10 mg tablets

Krka, d.d.

Processing of medicinal product, primary and

secondary packaging, batch control and batch release:
Krka, d.d., Novo mesto

Smarjeska cesta 6

8501 Novo mesto

Slovenia

X yes o no if not explain

Generic medicinal product

KRKA's STUDY CODE: 21-713

A Single-Dose, Bioequivalence Study of Two Formulations of
Perindopril/ Amlodipine/Indapamide 10 mg/10 mg/2.5 mg Tablets
under Fasting Conditions.

Phase I (bioequivalence)

8th of January 2022 to 19th of February 2022

Canada




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

15. Concomitant therapy

16. Efficacy evaluation
criteria

17. Safety assessment criteria

18. Statistical methods

44 subjects werce planned for inclusion, randomized, and enrolled
into the study; 37 subjects completed the study.

The primary objective of this study was to evaluate the
bioequivalence of perindopril, amlodipine, and indapamide from the
Test Product (Treatment A) versus the Reference Product (Treatment
B) alter a single-dose in healthy subjects under fasted conditions.
The secondary objective of this study was to evaluate the safety and
tolerability of the study treatments.

This was an open-label, single-dose, randomized, two-period, two-
treatment, two-sequence, crossover study, designed to evaluate the
bioequivalence of perindopril, amlodipine, and indapamide, between
a test product (treatment A) and a reference product (treatment B), in
healthy non-smoking female (of non-childbearing potential) and
male subjects under fasted conditions.

Main inclusion criteria were:

- healthy non-smoking female (of non-childbearing potential)
subjects

- healthy non-smoking male subjects

- 18 to 64 years of age

- body mass index >18.5 and <30 kg/m2. and weight >55 kg

- health assessment: medical history, 12-lead clectrocardiogram,
laboratory evaluation. vital signs measurement. negative urine tests
for drugs of abuse and cotinine.

Perindopril/Amlodipine/Indapamide 10 mg/10 mg/2.5 mg tablets
Mode of Administration: Oral under fasted conditions

Dose: 10 mg perindopril, 10mg amlodipine, and 2.5mg Indapamide
(10 mg perindopril as perindopril arginine, 10 mg amlodipine as
amlodipine besilate, and 2.5 mg indapamide)

Triplixam®  (perindopril/indapamide/amlodipine) 10
mg/10 mg film-coated tablets

Mode of Administration: Oral under fasted conditions
Marketing Authorization Holder: Servier Pharma d.o.o., Slovenia,
EU

Dose: 10 mg perindopril, 10 mg amlodipine, and 2.5 mg Indapamide
(10 mg Perindopril as perindopril arginine, 10 mg amlodipine as
amlodipine besilate, and 2.5 mg indapamide)

/

mg/2.5

The 90% CIs of the relative mean plasma perindopril and whole
blood indapamide AUC: and Cinax, and the relative mean plasma
amlodipine AUC7 and Ciay, of the test to reference product should
be between 80.00 and 125.00%.

An assessment of safety was based primarily on the incidence,
{ . and severity of adverse events (AEs). A
frequency, and severity (AEs) o ::\

Analysis of variance (ANOVA) (PROC GLM) w; p‘fgfb;mea;e,;i\
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19. Demographic indicators
of the population study
(gender, age, race, etc.)

20. Efficiency results

21. Safety results

22. Conclusion (evaluation)

b

Based on log-transformed data, ratios of the geometric means for
treatments and the corresponding 90% confidence intervals (Cls)
were calculated for AUC,, AUCiyr, AUC72 and Conay, as applicable.

The study population included healthy non-smoking female (of non-
childbearing potential) and male subjects from 18 to 64 years of age.

The 90% Cls of the relative mean plasma perindopril and whole
blood indapamide AUC,, and Cyu. and the relative mean plasma
amlodipine AUC7, and Cyav. of the test to reference products were
within the 80.00-125.00% bioequivalence range.

Bioequivalence of the test and reference products can be concluded.

Overall, 29 TEALs were reported in 16 subjects (36.4% of subjects
dosed). Eighteen (18) TEAEs in 11 subjects (25.0%) were assessed
as probable or possible in relationship to the IMP. The TEAE with
the highest incidence was headache (9 events affecting 8 subjects
[18.2%]). Which all were assessed as probable or possible in relation
to IMP, except for one event which was assessed as unlikely in
relation to IMP.

All TEAES were mild in severity except for 1 TEAE (headache) in |
subject (2.3% of subjeets dosed) which was moderate in severity, and
all resolved prior to the end of the study except for one subject who
was lost to follow up.

Therefore, the test product, Perindopril/Amlodipine/Indapamide 10
mg/10 mg/2.5 mg (Krka, d. d., Novo mesto, Slovenia, EU), exhibited
equivalent rate and extent of absorption compared to the reference
product, Triplixam® (perindopril/indapamide/amlodipine) 10 mg/2.5
mg/10 mg film-coated tablets (Servier (Ireland) Industries Ltd.,
Ireland, I:U), after a single, oral dose in healthy subjects under fasted
conditions. Bioequivalence of the test and reference products can be
concluded.
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Jomatok 30
no [lopsiiky npoBe/ieHHs eKCTIePTH3H
peecTpaniiiHuX MaTepiaiiB Ha JKapChKi
3acobw, 10 MOAAITECS Ha AEPIKaBHY
peecTpalliio (IepepeecTpartiro), a TaKox
eKCIIePTH3H MaTepiasiB PO BHECEHHS
3MIH JI0 PeECTPaLiiHUX MaTepiaiB
MIPOTATOM il peecTpauifHoro
MOCBITYEHHS
(myHKT 4 po3ainy IV)

3BIT

npo KJiHiYHe BHNIPOOYBaHHS

1. Ha3pa nikapcpkoro
3aco0y (3a HaABHOCTI -
HOMEP peecTpaliiitHoro

[lepunmonpun 5 / inpanamin 1,25/ ammoaunin 5 KPKA, 5 mr/1,25 mr/5 mr TabneTku
[epunmonpun 10 / inpanamin 2,5/ amnomumin 5 KPKA, 10 mr/2,5 mr/5 mr Tabnetku

MTOCBITUCHHSI) [Mepunponpun 10 / inpanamin 2,5/ amnoaumnin 10 KPKA, 10 mr/2,5 mr/10 mr
TabieTKH

2. 3asiBHUK KPKA, m.1.

3. Bupobuuk BHPOOHHUTBO JIKAPCLKOro 3ac00y, NepBUHHE Ta BTOPHHHE NaKyBAHHH,

KOHTPOJIb cepii Ta BUIYCK cepil
KPKA, n.1., HoBo MecTo
[[Imap’emka necra 6

8501 HoBo mecTo

CrnoBeHis

4. [IpoBeneHi
TTOCITIKEHHS

I Tak O Hi AKIIO Hi, 0OTPYHTYBaTH

1) THI TiKapCHKOTO
3aco0y, 3a IKUM
rpoBoiuacs abo
[JIAHYEThCS PeecTpanis

[enepu4HUi JTikapchkuit 3acid

5. IloBHa Ha3Ba
KJIIHIYHOTO
BUIIPOOYBAHHS,
KOZOBaHHI HOMEp
KIIIHIYHOTO
BUIIPOOYBaHHSI

KO JOCIIJDKEHHA KPKA: 21-713
JlocimxeHns: 61010CTyIHOCTI OTHOKPATHOTO IIPUHOMY JBOX IIperapariB
[Tepunnonpuw/ Amionumin/[aganamin 10 mr/10 mMr/2,5 Mr tabneTku HaTIecepre

6. ®aza KJIIHIYHOTO
BHITPOOYBaHHS

®aza | (OioekBiBaJICHTHICTB)

7. Ilepion npoBeaeHHs
KJIiHIYHOTO
BUIPOOYBaHHS

[lepiox kminiuaux gocmipkens: 3 08 ciung 2022 p. no 19 ywotoro 2022 p.

8. Kpaiunwu, 1e
[IPOBOJIAIIOCS KITIHIYHE
BUNIPOOYBaHHA

Kanana

9. KinpkicTb 0cib, gKi
Opasii y4acTs y
TOCITIKEHH]

3ariaHOBaHO IS BKJIIOYEHHS, PaHIOMI30BaHO, Ta 3apaxOBaHO JIO MOCIiDKEHHs: 44
cy6’eKTiB; 3aBepLIAIIH J0CTimKeHHs: 37 ¢y’ eKxTa.

10. Mera Ta BTOpHHHI
[T KITIHIYHOTO
BUIIPOOyBaHHA

[TepBHHHOI0 METOK IOC/iKSHHs Oy10 OLIHMUTH nopmH;msHy 6103KB1B3.]‘ICHTHICTL
IEPMH/IONPHITY, aMIIOJUIIIHY Ta iHJamaMixy JIOCJII,IDKYB&HOFG mpenapary (MKyBaHHS
A) Ta pedpepeﬂ'rHoro npenapary (JikyBanus b) micis o,z[HOpaaoBm 2[031»1 3)::oponp1M
cy0’€KTaM 4YOJIOBIHOT CTaTi y CTaHl HaTLIE. ‘ A

JIpyroro METOX 1bOr0 JOCTILKeHHs OyJIo OWIHMTH 6e3neky

a 'hepéHocuM'lcm

ipeiod /7



MOCIIKYBaHOTO JIIKYBaHHS.

11. Auzaiin KJIiHIYHOTO
BUIIPOOYBaHHS

BizkpuTe paHIOMi3OBaHE NEPEXpecHE JOCII/DKEHHsS Micis OJHOpPa30BOi 103H, IBa
KypcCy JNiKyBaHHS, 3 /IBOMa [OCIiJOBHOCTSIMHU, MPU3HAYEHE UL OLIHKH MOPiBHSIIBHO]]
010€KBIBAJICHTHICTI NEPUHAONPHIY, aMIIOJMIIIHY Ta iHIANAMiay JIOC/IiIKYyBaHOrO
npenapaty (JikyBaHHs A) Ta pedepeHTHOro mpemapary (JikyBaHHf b) y 3mopoBux
JI0OPOBOJIBIIB YOJIOBIYOT CTATI, AKI HE MANIATh, Y CTaHi HATIIECEpIIE.

12. OcHoBHI KpuTepii
BKJTFOUCHHS

[Nomynsittist ZOCTiIKEHHS BKIIIOYaIa

- 3I0pOBUX AOOPOBOIBLIB XKIHOYOI CTaTi, IKi HE MATATH (HEAITOPOIAHOTO BIiKY)

- 3JI0pOoBUX AOOPOBOJIBIIIB YOJIOBIUOI CTaTi, AKi He MaJSTh

- Bikom Biz 18 1o 64 pokis

- 3 imgexcom mack Tima >18,5 ta < 30 xr/m” Ta mMaca Tina >55 kr

- OILIiHKa 3I0pOB’sl: HA OCHOBI icTOpil xBopoOu, 12-KaHATBHOI €leKTpoKapaiorpaMH,
1abopaToOpHOTO JOCTiIKEHHS, (I3UMYHOr0 OOCTENKEHHS Ta BHMIPIOBAHHS JKHTTEBO
BK/IMBUX IOKA3HHWKIB, HETaTHBHHUM aHANl3 Cedi Ha 3JIOBXMBAaHHSA HAPKOTHYHHX|
PEYOBUHHM Ta KOTHHIH.

13. JlocmimxyBanuit
nmiKapceKuit 3acio,
crocid 3acTocyBaHHs,
cuia Jiii

[Mepunporpur/ Amnoumin/Inpanamin, 10 mr/10 Mr/2,5 Mr tabnerku

Croci6 3actocyBanHns: [lepopanibHe y cTaHl HaTIecepLe

Jlo3a: 10 Mr mepunmonpuay, 10 Mr amiaoguminy, Ta 2,5 Mr iHjanamiy

(10 Mr mepuHIOTIPUITY SIK IIEPUHIONPHIY apriHidy, 10 Mr amyIoHIliHy SK aMJIOIKITIHY
Oecunary, Ta 2,5 Mr iH1anamizny)

14. IIpenapar
[OPiBHSAHHS, /1034,
crnocib 3acTocyBaHHs,
cuia il

Triplixam® (mepunponpun/inganamin/amnonumin), 10 mr/2,5 mr/10 mr, Tabnetku
BKPHTI ILTIBKOBOIO 000IOHKOO

Crocib6 3actocysanss: [lepopaibHe y cTaHi HaTmiecepre

Biiacuuk peectpaiitnoro moceinquenHs Ceps’e ®apma 11.0.0., Crosenis, €C

Jlo3a: 10 mr nepungonpuy, 10 Mr amiaomumniny, Ta 2,5 Mr iHganamimy

(10 Mr nepHHIONpPHILY SK IIEPHHIONPUIY apriHiny, 10 Mr aMIouIiHy K aMIOJHIIIHY
Oecuary, Ta 2,5 Mr iHanamizy)

15. CynyTtHs Teparis

/

16. Kpurepii omiaku
eeKTHBHOCTI

90% reoMeTpHYHOTO J0BIpYOro iHTEpBaly BijHOCHO cepenuboro 3HaueHHa AUCt Ta)
Cmax nnasmi NepuHIONpPUIY Ta LiITBHOI KPOBi iHJamamily, CEpelHbOro 3HAYEHHS
AUC7 ta Cmax 3HayeHHs B Iuiasmi kposi ammomuminy Tta AUC7; ta Cmax
TociimKyBaHoro mpenapary a0 pebepertHoro mpemapary mae Oytm mibk 80,00 i
125,00%.

17. Kpurepii oninku
Oe3nexn

Orinka Ge3NeKH IPyHTYBajlacs HacamIepe/l Ha YacTOTi 3aXBOPIOBAHOCTI, YacTOTI, Ta
TskkocTi modiurux edexris (T1E).

18. CraructryHi
METOIH

Jlucnepciitamii ananizs (ANOVA) (PROC GLM) npoBomund Ha JIOrapupMidHO
TparchOpMOBaHiil IasMi [epHHIONPHIY Ta LiIbHOI Kposi immamamixy AUCH,
AUCinf i Cmax Tta mrasmu amnoguniny AUC7, ta Cmax Ha OCHOBI jorapudmiuno
TpaHCGOPMOBAHUX JaHUX OyJO PO3PaxOBaHO CIIBBIIHOLIEHHS TEOMETPUUHHUX
aHux Ui TiKyBaHH#A Ta Biamosiaai 90% nosipunx inTepsanis (1) AUCt, AUCinf
AUC72 i Cmax i SKIo e 3aCTOCOBHO.

19. lemorpadiuni

[MomyAris MOCHDKEHHS BKIIOYaia 3J0POBHX noﬁpomm:uia KiHOYO1 cTaTi

MIOKa3HUKH (HEIiTOPOIHOTO BiKy) Ta 3/0POBHX Z00POBOJIBLIB YOIOBIYOL CTATL, K HE TaJIATh
TOCITiIKY BAaHOT BikoM Bij 18 10 64 pokis. .f’* g M

IOy JISAI1 (CTaTh, BiK, :

paca, TOIIO) , I- =l
20. PesynsTaTi 90% JII BizHOCHOTO CEpE/IHbOr0 3HAUCHHS AUCt ﬁepnﬂnoﬁpuny B Hna3M1 Kpog} Ta
e(heKTUBHOCTI ingamamigy y uiisHOi kpoBi Ta Cmax Ta BiIHOCHOTO cepemiboro 3HaquH51 A.UC-;z
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Fal

amIofumiHy B IasMi Ta Cmax JOCTiDKYBAHOTO MNpemapary y MOpiBHSHHI 3
pedepentaumM Oyu B Mexax 80,00-125,00% nianazony GioekBiBageHTHOCT.

MosiHa 3poSHuTH BHCHOBOK Mpo 6i0eKBiBaIEHTHICTB AOCII KYBAHOTO Ta ped)epeHTHOrO
[Ipenaparis.

21. Pe3ynbraTu omiHKH
Oe3nexu

3araom mpo 29 no6iunux edexris (I1E) nosigomumu 16 cy6’exTis (36,4% cy6’exTis,
sIKi OTpUMaTM NpUHAKMHI OHy 103y). Bicimuaauats (18) IIE 11 cy6’exris (25,0%)
Oy1u OliHeHi Ak MOR’s3aHi 3 JTiKyBaHHAM 260, OB’ A3aHi 3 ZOCITIHKYBAHHM
nikapeskum 3acobom [JIJ13]). I1E 3 18,2 %]). Vi mo6iuni edexty Gy omineni sk
IOB’s13aHi 3 JTiKyBaHHAM a0, OB’ A3aHi 3 JI0CII Ky BaHUM JIIKAPCHKHM 3ac000M, KpiM
OJIHOTO, IKHH He 1oR’a3anuii 3 J1J13.

Yci nobivni epexru Gymm nerkoro crynens Tsokkocti kpim 1 ITE (romosua 6inb) y 1
cy6’exra (2,3%), sikuii OyB cepeHBOTO CTYIEHs TSHKKOCTI Ta BCi 3HUKAIM (e3
BTPYYaHHS 10 3aKiHYEHHS OCTiIKEHHS.

22. BUCHOBOK
(3aKITFOUCHHS )

Taxum yunOM, mocmimkyeanuil npenapar, [lepunnonpun/Amnomumin/laaanamig, 10
mr/10 mr/2,5 mr (KPKA, n.x., HoBo mecrto, Ciosenis, €C) mokazas CKBIBAJICHTHY
WBHIIKICTD i cTynink abcopOuii nopiBHAHO 3 pedepenTHHM npenapatom, Triplixam®
(mepunjonpui/inanamin/amtogumin), 10 mr/2,5 wmr/10 mr, TabneTkd BKpHTI
n1iBkoBoro obononkoro (Ceps’e ®apma 1.0.0., Crosenis, €C), micins oaHOPa30Boi]
NEepOpabHOL T03M 3[10POBUMHE N00POBONBISAMH y CTaHi Hariecepie. MoxHa 3po0HTH
BHCHOBOK ITPO 0i0EKBiBANIEHTHICTh TOCIIDKYBaHOTO Ta €TAJIOHHOIO [POIYKTIB.

3asBHUK (BIIACHHK
peecTpaniifHoro
MTOCBITUCHHS)

(migmac)

Sust Penensb
(II.1.B.)

'{q HIramn: KPKA
KPKA
Toeapna 3apagin o.0. (KRKA Tovarna
zdravil, d.d.),
Hoeo mecto, Crnorenis (Novo mesto,

Slovenia)
2521
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Jlomatoxk 29

10 Ilopanky npoBe/ieHHS eKCIIepTH3H
peecTpalifHuX MaTepialliB Ha JIKapChKi
3aco0H, 110 [IOIAIOTECS HA AE€PKABHY
PEECTpalliio (epepeecTpaIriio), a TaKoxK
€KCIIEPTU3U MaTepialliB PO BHECEHHS
3MIH JI0 peecTpalliiHux Marepiaiis
IIPOTATOM i1 peecTpalifinoro
MIOCBITUEHHS

(myHKT 4 po3ainy [V)

3BIT
Npo AOKJIHIYHI JOCTiIMKEeHHS

Iepunaonpun 5 / imganamin 1,25/ amnoqumnin 5 KPKA, 5 mr/1,25
MI/5 Mr TabyieTku

Iepunnonpun 10 / immanamin 2,5/ amnogunia 5 KPKA, 10 mr/2,5
MI/5 Mr TabJIeTKH

Iepunmonpun 10 / inpanamin 2,5/ amnomunin 10 KPKA, 10 mr/2,5
mr/10 Mr TabieTku

1. Ha3Ba mikapcbkoro 3aco0y
(3a HasIBHOCTI - HOMEp
peecTpaiiifHOro MoCRi TUeHHS):

1) Tun nmikapcekoro 3aco0y, 3a ['eHepu4HHU# TiKapChKHit 3aci0
SKUM [IPOBOJIMIaca abo
IIaHYETHCS PEECTPAILis

2) mpoBeieH] JOCTiDKEHHS O TaK I HI  SKUIO Hi, OOTpYHTYBaTH

®apmakonuHaMivHi papMakOKiHETHYHI Ta TOKCHKOJIOTIYHI
BJIACTHBOCTI JIII0OYMX PEHOBUH MEPUHIONPHIY 100pe Bimomi. Tomy
JIOZIATKOBI JOCI/DKEHHS HEe TIOTPiOHi.

2. ®apMaKoJoris: /
1) nepsunHa hapmakoguHamika /

2) BTOpHHHA (hapMaKoIuHaMiKa /

3) bapmakosoris 6e3neKu /
4) (hapmakoMHaAMi4H1/
B3aEMOIIT

3. dapmakoKkiHeTHKa:

1) aHamiTH4YHi MeETOAWKH Ta/
3BITH 10JI0 TX BasIiiamii

2) BCMOKTYBaHHS /

3) po3momin /




4) metaboism /
5) BUBeICHHS /
6) papmaxokineTnuHi /

B3aeMOii (IOK/TiHiYHi)

7) inmi dhapMakoKiHETHYHI /
JOCJI1JKEHHS

4. TOKCHKOOTIA:

1) ToKCHYHICTE y pa3i /
OJITHOPA30BOT'0 BBEICHHS

2) TOKCHYHICTB Yy pasi /
IIOBTOPHUX BBEJIEHb

3) reHOTOKCHYHICTh: /
in vitro

in vivo (BKJIFOYAKOYH JOAATKOBY /
OIIHKY 3 TOKCHKOKIHETHKH)

4) xaHLIepOTreHHICTE: /
JIOBTOCTPOKOBI AOCTIDKEHHS — /

KOPOTKOCTPOKOBI /
OCITDKEHHS

abo JloCIIi/KEHHs CepeHbOT
TPHBAJIOCTI

ONATKOBI JOCIIKEHHS i

5) penpoayKTHBHA TOKCHYHICTh /
Ta TOKCHYHWH BILIAB Ha
PO3BUTOK ITIOTOMCTBA!

BIUIMB Ha (PepTHILHICTE 1 f
paHHii eMOpioHaTBHHH
PO3BHTOK

eMOPIOTOKCHYHICTh /

r/l,

"4

N




[IpEHaTaIbHa i OCTHATAIBHA
TOKCHYHICTE

JIOCII/DKEHHS, TIPH AKHX
[Ipernapar BBOIUTHCS
IIOTOMCTBY (HECTATEBO3PLIUM
TBapHHaM) Ta/ab0 OLIHIETHCS
BiJy1aJIeHA s

6) MicLieBa MepeHOCUMICTE

7) moAaTKOBI TOCIIKEHHS
TOKCHYHOCTI

AQHTUTEHHICTh (Y TBOPEHHS
AHTHUTI)

IMYHOTOKCHYHICTE

JIOCHJPKEHHS MeXaHI3MIB 1il

JKapchKa 3a1eKHICTh

TOKCHYHICTE MeTab0IiTIB

TOKCHYHICTB JOMIIIOK

iHme

5. BUCHOBKH 11010
IOKJIIHIYHOTO BUBYEHHS

®apmakoguHaMiuHi,  (QapMakoKiHETHYHI Ta  TOKCHKOJIOTIYHI
BJIACTHBOCTI IEPHHIONPHILY Ta aMJIOumiHy 1o0pe Bigomi. [loxansimi
JOKITiHIYHI JochimkeHHs He moTpiOHi. CKOpoYeHe 3acToCyBaHHS
JI03BOJISIE YHHKHYTH HEOOXITHOCTI MOBTOPHMX TECTIB Ha TBapHHaX.
TakuM uYWHOM, JOKTIHIYHMHA Orjsii 0a3zyeTbcs HA OrJsAl JIaHHX,
HAsABHHUX Y KITBKOX HAYKOBHX 0azax qaHux ado ony0IiKOBaHUX LI0J0
AKTUBHHX IHIPEIICHTIB.

3asBHUK (BIACHHK
peecTpaiifHoro MoCBiUEHHS)

‘{q ITamn: KPKA
KPKA

Tosapha 3apasin a.a. (KRKA

Tovarna zdravil, d.d.),

Hoso mecto, Crosenis (Novo

mesto, Slovenia)
521

(mimic)

Sns Penens
(II. L. B)




(T4 KRKN

MODULE 1
VOL: 1;P:8/18

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

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

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

2) the undertaken study:

2. Pharmacology:

1) primary pharmacodynamics

2) secondary pharmacodynamics
3) safety pharmacology

4) pharmacodynamic interactions

3. Pharmacokinetics:

during the validity of the registration certificate
(art. 4, section I'V)

Perindopril 5/ Indapamide 1.25/Amlodipine 5
KRKA, 5 mg/1.25 mg /5 mg tablets

Perindopril 10/ Indapamide 2.5/Amlodipine 5
KRKA, 10 mg/2.5 mg /5 mg tablets

Perindopril 10/ Indapamide 2.5/Amlodipine 10
KRKA, 10 mg/2.5 mg /10 mg tablets

Generic medicinal product

o yes X mno ifnotexplain
Pharmacodynamic,
pharmacokinetic and
toxicological properties of
active substances
perindopril, amlodipine
and indapamide are well
known. Therefore,
additional studies are not

required.

3T 1AKO OPHT IHARY
KEPHOBA N.M.

CONFIDENTIAL



