3BiT npo AoKITiHIYHEe BUIIPOOYBAHHS

1. Haspa nikapcbkoro 3acody (3a|Banarekc AH/Vanatex AH
HasgBHOCTI - Homep peectpauiitoro|(Amionunin/Bancapran/Iinpoxnopriazun)
NOCBiAYEHHS): 5/160/12,5 mr, 10/160/12,5 mr, TablieTKH, BKPUTI MTIBKOBOIO 0GOJOHKOK

1) Tun nikapebkoro 3acody, za axkum|[eHepuk
npoBo/ikIacs abo IUIaHYETbCsA PeeCTpallisa

2) IlpoBeneni BUnpoOyBaHHs __ Tak X Hi

Amnonunin/Bancapran/I'inpoxyiopTiasiy € renepuuHoro Bepciero opurinaasHoro npoaykry: Excdopa HCT®, tomy
HOrO HEKIIHIYHI JOCNiKEHHs He NpoBoAWaHCh. Hewniniunuii ormsa (Moayns 2.4) MiAroToBaeHWi Ha migcTasi
omybnikoBaHOl HAYKOBOT JIiTEpaTypH.

2. ®apmakororis:

1) nepeHHHA GapmMakoHHAMIKa

2) BTOpHUHHA (hapmMakoaHHaMiKa

3) dapmakonoris Gezneku

4) hapmaxkoguHaMiuHi B3acMOmii

3. dapmMaKoKiHETHKA:

1) aHaniTHYHI METOAMKH Ta 3BiTH 100 1X
BaJtigauii

2) BCMOKTYBaHHSA

3) poznomin

4) metabonizm

5) BUBEJICHHS

6) (hapmakokiHeTHUHI B3aEMOIT
(HeKiHiuHi)

7) iU (hapMaKOKIHETHUHI JOCTIPKEHHS!

4. TokcHUKONOris:

1) TOKCHuHiCTL Yy pazi 0JIHOpa3oBOro

2) TOKCUYHICTB y pa3i MOBTOPHHUX BBEIEHb

3) reHOTOKCHYHICTh:
in vitro

in Vivo (BKJIIOYAKOYH JIOJIATKOBY OLIHKY 3
TOKCHKOKIHETHKH )

4) KaHUEePOTeHHICTb:

JOBFOCTPOKOBI JIOCITi [PKEHHSI -




KOPOTKOCTPOKOBI  JociifkeHHs  abo &
JOCJTI/UKEHHS CEePEIHbOT TPUBAIOCTI

)J,OI[E[T]\'OBi ,IlOCJ'liIl)I{eHHH -

5) penpoayKTHBHa TOKCHYHICTb Ta
TOKCHYHWI  BMIMB ~ HAa  PO3BUTOK

BIUIMB  Ha QepTuibHicTs 1 paHHil
emOpioHaNnbHKH PO3BUTOK

eMOpPIOTOKCHYHICTD

NpeHaTa/lbHa 1 MOCTHATATbHA TOKCHYHICTD

JOCHIUKEHHS, MpH  AKAX  npenapar
YBOJHTBLCSA TMOTOMCTBY (HECTATEBO3PINHM
TBapHHaM) Ta/abo OLIHIOETLCS BilaneHa
Jist

6) MicLieBa MEPEHOCHMICTh

7) noAaTKOBI AOCIKEHHS TOKCHYHOCTI:

aHTHI'€HHICTD (YTBOPEHHS aHTHTIJ)

IMYHOTOKCHYHICTD

JIOCITIIPKEHHS MEeXaHI3MIB aii

JiKapcbKa 3a1eKHICTh

TOKCHYHICTh MeTaboMITIR

TOKCHYHICTE JOMILLIOK

1HIIIE

5. DBHCHOBKH 1010 HEKJIIHIYHOro
NOCHIIKEHHS

ITpencraBuuk BnacHuka /
3asBHHK (BJIACHHK PEECTPAIIIHOTO MOCBI/[YEHHA)

(migmuc)




= Polpharma

Non-Clinical Trial Reports

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

Amlodipine/Valsartan/Hydrochlorothiazide 5/160/12,5 mg,
10/160/12,5 mg film-coated tablets

1) type of the medicinal product, by
which registration was conducted or ||Genetic product
planned

2) Trials conducted yes no

Amlodipine/Valsartan/Hydrochlorothiazide is generic version of original product: Exforge HCT® so no
non-clinical studies have been conducted for this product. Non-clinical overview (module 2.4) has been
prepared on the basis of published scientific literature.

|2. Pharmacology: ”

|l) primary pharmacodynamics

|2) secondary pharmacodynamics

3) safety pharmacology ”

4) pharmacodynamic interactions H

3. Pharmacokinetics:

1) analytical procedures and reports
on their validation

|2) absorption —H ,
[5) distribution I -
|4) metabolism ”

|5) excretion ” W

6) pharmacokinetic interactions (non-
clinical)

|7) other pharmacokinetic studies |

|4. Toxicology:

|1) Single dose toxicity ”
2) Repeated dose toxicity I _I
3) Genotoxicity:

in vitro

in vivo (including additional
assessment on toxicokinetics)

14) Carcinogenicity: ”

ilong-term studies || -

ToBapuncTBO 3 0BMEKeHOI0 BiANOBIAANbHICTIO i
"MONbOAPMA 10A’, ko EPTIOY 42781598 Ten: 0444989007 | e-mail:
BYN. InniHcebKa, 8, 11 nigiag, 5 nosepx
04070, m. Kuig, YKkpaiHa

dakc.: 044 498 93 87 info.ukraine@polpharma.com




|short—term studies or mid-term studies”

|additiona1 studies ||

5) Reproductive and developmental
toxicity:

effects on fertility and early
embryonic development

embryotoxicity I

prenatal and postnatal toxicity |

studies in which medication is
administered to the offspring
(iImmature animals) and/or long-term
effects are assessed

|6) local tolerance |L

[7) additional toxicity studies: —”

|amigenicity (antibody response) l

|immunotoxicity L

study of the mechanisms of action ||

drug dependence ”

toxicity of metabolites ||

toxicity of impurities |

lother |

5. Conclusions on non-clinical study L

136

(signature)

Applicant (Marketing W‘f A

Authorization Holder
) Regulatory Affairs Key Expert

(full name)



3BIT

npo KjikidHe BHNPoOYBAHHSA

I. Haspa nikapcbkoro 3aco0y
(3a HassBHOCTI - HOMEp
peecTpauiiiHoro

MOCBITYEHHS )

BanarexkcAH 5/160/12,5 mr, 10/160/12,5 mMr TabneTku, BKPUTi TTiBKOBOIO
000JIOHKOIO

2. 3asaBHUK

dapmauestuunuil 3apon «llonedapman C.A.

3. BupobHuk

@apmauestuunnii 3asoa «llonedapman C.A.

4. TlpoBeseHi 10CTiIKEHHS:

TaKk Hi KO Hi, O0IPYHTYBATH

1) Tvn nlikapceKoro 3acofy,
3a AKUM MpoBojKiacs abo
NJIAHYETHCH PeecTpaLlis

["eHepuuHMii nikapebkuii 3aci6

5. IloBHa Ha3pa KJIIHIYHOTO
BUNPOOYBaHHA, KOJOBAHUH
HOMEP KJIHIMHOIO
BHUIMPOOYRAHHS

[lopiBHsNbHE paH/IOMi30BaHe BiJKpUTE IepexpecHe iabopaTopHe ciire
0ioA0CTYNHOCTI npenapary
Amnoaunin/Bancapran/riapoxaopotiasua 5 mr/160 mr/25 mr tabnetku,
BKPHTI TU1iBKOBOKO 06osoHKom0, it Exforge HCT® 5 mr/160 mr/25 mr 3
OJIHOKPAaTHHM BBEJIEHHSAM 03M, 110 BKJIOYAE JBa MEPiOAM, 3a y4acTi
3[10pOBUX 10OPOBO/IBLIB B yMOBAX HaTIIle.

Kon: 667/17

JIOCJTIDKEHHA

6. daza KiHiYHOIrO
BUNPOOYBaHH

Dazal

7. Ilepioa npoBeaeHHs
KJIIHIYHOTO BUNPOOYBaHHS

[lepion 1, rpyma A: 09 Ttpaeus — 13 TpaBHs 2018 p., 3acTocyBaHHs
JlociLKyBaHoro Jikapeskoro 3acody 10 Tpasus 2018 p.
[lepiog 1, rpyma B: 14 tpaBus — 18 TpaBHs 2018
JOCI1KYBAHOTO JliKapcekoro 3acody 15 TpasHs 2018 p.
[lepion 2, rpyma A: 27 TtpaBHa — 31 TpaBHs 2018
J10CILKYBaHoro Jikapeskoro 3aco0y 28 tpasus 2018 p.
[lepion 2, rpyma B: 01 uepHs — 05 ueppusa 2018

J0CTI/KYBAHOTO Jlikapebkoro 3acofy 02 uepsHs 2018 p.

p., 3aCTOCYBaHHS

p., 3aCTOCYBaHH:

p., 3aCTOCYBaHHA

8. Kpaiuu, ae nporojiuiocs
KJIHIYHE BUNPOOYBaHHs

Yeceka Pecnybnika

9. KiJibKicTb AOCHIIKYBAHHX

72 - BKNKOUEHO, 68 — 3aBepiuniK gocnimkeHHs (18 cy6’ekTiB nocnimKeHHs
rpynu A, 50 cyG’ekTiB nocnimpkeHHs rpynu B)

10. Mera ta BTOpHHHI wifi
KJIiHIYHOTO BUNPOOYBaHHS

INopiBHsaHHA GiogocTymHOCTI BUNPOoOYBaHKX Ta pedepeHTHHX MMPOLYKTIB 3a
Y4acTi 3010poBHX N0OPOBOJILIIE YOJOBIKIB Ta KiHOK B YMOBAX HATILIE.

11, JIn3aiH KJIIHIYHOrO
BMIPOOYBaHHS

Josyeanusa: Amnoaunin/Bancapran/I'inpoxnopriazua 5 mr/160 mr/25 mr
TabneTku, MOKPHUTI MITIBKOBOKO 0OOJIOHKOIO.

Pasoa / GaraTopa3oBa J03a: pa3oBa J103a

Kinekicte nepioais: 2 nepioau

HBocTynenesuii Au3zaiii: Hemae

Harwe/nicng npuiiomy bii: HaTie

KinbKicTh cy0’€KTIB QOCTIIMKEHHS:

- BriroueHo B gocnimkenus: 72

- 3aBeplInIn A0CTIKEHHA: 68

— Bxuoueno B ¢inaneuuil cratuctuunui ananis AUC: 18 (ADP), 68
(VST), 50 (HCT)

— BruttoveHo B ¢iHanbHuUi cTaTueTHUHAN aHali3 Crax: 18 (ADP), 68 (VST),

50 (HCT)




12. OcHOBHI KpuTepil
BKJIFKOYCHHA

OcHOBHI KpHTEpIT BKJIKWYEHHS:

1. 3n0poBi 4ONOBIKK, HEBATITHI TA HE I'OJYIOUI I'PYAbMHU HKIHKH ] ), BIKOM Bijl
18 no 55 pokiB (Ha penbp nianucanHs Qopmu iHdopmoBaHOi 3roan).
KaBkasbka paca.

2. BincytHicte cTaTycy Kypus abo cTaryc Kypus Yy MHHYJIOMY
(LoHakiMeHLIe 3a 6 MicALiB 10 NOYATKY NPUHOMY MEPIIOT 103H).

3. Inpexc macu tina (IMT) Bin 18,5 10 30,0 kr/mM2 BKIIOYHO Ta Maca Tina
Bin 55 Kr (y 1eHb CKPHHIHTY).

4, CyG'ekt pmocmimkeHHs MNPHUCYTHIH MPOTArOM BCLOrO Mepioay
JOCTIIPKEHHS Ta Ha/laB CBOIO ITHCBMOBY iIHQOPMOBAHY 3rofy.

5. 3a pesy/abTaTaMd CKPHUHIHTY icTOpil XBOpPOOH, (i3UKAIBHOIO OIJIsYy,
OL[IHKH >KUTTERO BAXKIIMBHX IMOKA3HHKIB (4aCTOTA MyJIbCY, CHCTOIYHMI Ta
Aiacroniynuii KpoB'AHMH THCK | TeMmepaTypa Tina) Ta peectpauii 12
3araJibHONpUiHATHX Biasenens EKIT, ckapru Ha cTad 370poB's BiZCYTHI,
camomnouyTTs cy0'ekTiB Jlocipkenns no0pe. He3naui BigxuaeHHs 3a Mexki
KOHTPOJBHHUX Jiana3oHiB Oy/IH NMPUAHATHUMH, SKLIO JAOC/IIHHK BBAKAB iX
KJTIHIYHO 3HAYYLLMMH.

6. Ha mincraBi neBHMX 1a00paTOPHHUX MapKepiB i KJAIHIYHMX AaHHX
cTaH 370poB's cy0'eKTiB HocaiKeHHs ouiHeHWH sk moGpuil. HesHauni
BIJIXWJICHHS 3a Me)Ki KOHTPOJIbHMX Jiana3zoHiB OYJIH NPUHHATHUMH, AKLIO
JOCIIiIHHK BBAyKAB 1X KITIHIYHO 3HAYYILIHMH.

7. DBHKOpHCTaHHS 4YOIOBIKAMHM Ta JKIHKAMH e(deKTHBHMX 3aco0iB
KOHTpAIIeNLii NPOTAroM BCOrO JOCiKEHHS 2).

8. I'pomanancTso Yexii.

13. JocnimkyBaHuit
nikapebkui 3acib, crnocid
3aCTOCYBaHHsA, cHia ail

Amnoaunin/Bancapran/I'inpoxnoporiasun
Tabnetku, BKpHUTI MITIBKOBOIO 000JIOHKOIO,
no 5 mr/160 mr/25 mr

14. IIpenapaT nopiBHsHHS,
71034, crocid 3acTocyBaHHs,
cuna ail

Exforge HCT® tabneTku, BKPHUTI M/1iBKOBOIO 0GOIOHKO0
no 5 Mr/160 mMr/25 mr

15. CynyTtHs Tepanis

3riaHo 3 MPOTOKOJOM JOCHIMKeHHs 3a00pPOHEHO MPHIAMATH peLenTypHi
JiKapcbku 3acobM mpoTaAroM 28 NHIB 10 MOYaTKy AOCTIIKEHHS - [0
NPUKHOMY /10 IEPLIOT 1031 Npernapaty (KpiM KOHTPALIENTHRIB, K BU3HAYECHO
B KpuTepisx BKIIOUYEHHS), a TakoxkK 3a00poHeHO npHiiMaTH GespeuenTypHi
nikapceku 3aco0u 3a 14 nuiB g0 npuifomy mepuioi jo3u. Lli o6mexenHs
TAKOXK 3aCTOCOBYBAJIMChH JI0 KOKHOIO nepiomy mociikeHHs (y rpymi A 10
72 roauu micns npuiioMy 1034 nepiofy 2 A0CiiKeHHs, y Tpyni B 1o 36
FOJMH I1ic/11 NPHHOMY 03U Mepioy 2 OCiPKEHH ).

16. Kpurepii owinku
epeKTUBHOCTI

Hns ouinkn GioeksiBajieHTHOCTI BUNpoOYyBaHOro Ta ped)epeHTHOro
JIKapechbKMX 3aco0iB 3aCTOCOBYBAIM METOJ, IPYHTYIOUHCh HA OGYHCIEHHI
90% posipuux imrepBanie  (JII) s cniBBigHOWIEHHs — cepeHiX
r€OMETPUYHKX 3Ha4eHb (papMakokiHeTHUHUMX rapametpis: Cmax, AUCq,
Ans Bancaprady Ta rigpoxaopriazuay i Cmax, AUC.7 s amioauiiny
JI0C/I1PKYBAHHX Mpenaparis:

[Tpenapatu  BBakanu  OioekBiBIEeHTHHMH, gAkuo 90% JII  ans
CNIBBIJHOIIEHHs CEPeAHIX IeOMETPHYHHX 3HaveHb napameTpis Cmax,
AUCo+ nna Bancaprady Ta rigpoxiopriasumy i Cmax, AUCy7 ans
AMJIOZIMITIHY TOCITiIPKYBaHHX J‘li}{apCbKldX. 3aco6iB 6yB y cTaHaapTHUX
mexax 80,00-125,00% X :




[HI  QapMakoKiHETHYHI mapamMeTpH amIIO[MIliHYy, BajcapTaHy Ta
rigpoxsopriasuay Gy1yTh CTATHCTHYHO OLIIHYBATHCh B SKOCTi BTOPHHHHX
napameTpiB,

17. Kpurepii oninku Oe3neku

Jn1a oninku Ge3neku JocilxyBaHHX MpernapaTis OyB NpoBejieHHi aHai3
HECIIPHAT/IMBUX SBWIL, Pe3yJbTaTiB 1ab0paToOpHO-iHCTPYMEHTAILHOIO
OOCTEKEHHS Ta KHUTTEBO BAKIHBUX MOKA3HHUKIB.

18. CratncTru4Hi MeToau

Cmax, AUCo.72 aus amaoaumniny pazoM 3 Cmax, AUCo mnst Bancaprany Ta
FipOXJIOPOTia3uly ~ BUKOPUCTOBYBAIM B SIKOCTI NepPBHHHUX
(hapMakOKiHETHYHHX TTapaMeTpiB.

Jna norapudmiuHo nepeTBopeHux npaMeTpiB Cmax, AUCo. 1 BancapraHy
Ta rigpoxnoporiaziay i Cmax, AUCo.72 juis amnoauniny Oya0 BHKOHAHO
GaratodakTopuui aucnepciiinuii aHanis. IlpH UBOMY B OCHOBY B3siH
MOJEJIb i3 piKCOBaHUMHU epeKTaMK: MOCIIiIOBHICTh, CYD KT HOCTIIKEHHS B
NOCiIOBHOCTI, nepioa i npenapar. JJocTOBIpHICTE BIUIMBY MOCIiIOBHOCTI
BHBYAIH, NPHHMAaOUH KiNlbKicTb Cy0’€KTIB JOCHiMKEeHHsA, 3rPyNOBAHHX B
3aJIeKHOCTI Bil TOCTIIOBHOCTI BWJIB Teparii, 3a BEJHYMHY NOXHUOKH.
BuxopuctoByBanu 5% piBeHb 3HAUYLIOCTI.

B koxnomMy BuMmaaky aucnepciiiHuii aHaniz nepenfauas po3paxyHOK
CepelHiX  reoOMeTPHYHMX  3HAu€Hb 33  METOAOM  HaMMEHLIMX
kBazipatie (MHK), ckopuroanmux pi3sHHLb cepelHiX 3Ha4YeHb IS Pi3HHUX
BHIIB Tepanii Ta BIiANOBIAHWMX CTaHOAPTHUX TOMWIOK. JlaHuii
CTATHCTHYHMH aHaNi3 NMpPOBEAEHHH 3a METOAMKOK TOOYIOBH 3arajibHoi
niveiinoi mopmenu SAS®.  Kpim Toro, s owiHKM BIUIMBY Tepanil
BMKOPHCTOBYBAJIM HemMapaMeTpHuHi Kkputrepil Binkokcona ta Mexiany
eexTUBHOCTI MiKyBaHHS A5 tmax. 1 KOKHOTO Mapamerpy oGuHc/IOBaIH
90% nomipunx iHTepeanip (/II), BAKOPHCTOBYIOUH CEpelHE FeOMETpHYHE
3HayeHHs. JloBipui iHTepBany BUpaXKeHi Y BiICOTKaX Bijl CepeHiX 3HAUYEHB,
OTPUMaHMUX METOJOM HAaHMEHIUMX KBadpaTie s pedepeHTHOro
JiKapcbKoro 3acofy.

Jia KoXKHOrO — mapameTpy  TaKOXK  PO3PAaxOBYBalM  BiICOTKOBE
CMIBBIZHOIIGHHA ~ CEpeHIX 3HAuYeHb  (HOCHILKYBAaHHH  Jikapchkumii
3acib/pedepenTHuii nikapebkuii 3aci6), BUKOPUCTOBYIOUHM 3HaueHHs MHK.
Jns norapudmivHO NMepeTBOPEHHX MapaMeTpiB TAKOK 3aCTOCOBYBAIMCH
CepeiHi reoMeTpU4Hi 3HaueHHs (a came aHanoroei 3Hadenns MHK na
niacTasi JlorapudMiuHO NepeTBOPEHUX JAaHMX).

Hna  ouinku  GioekBiBaJIeHTHOCTI  JOCII/UKYBaHOrO  JIIKAPCHKOro
3aco0y/pedepeHTHOrO  jikapcbkoro 3acofy — 3aCTOCOBYBAIM  METO.,
IpyHTyroudMch Ha obuucnenni 90% posipumx inrepsanis (II) ans
CiBBI/IHOLIEHHS CepPeHIX FeOMETPHYHUX 3Ha4YeHb napamMeTpiB Crax, AUC.
¢ TS BajicapTady Ta riapoxaopotiazuay i Cmax, AUCo2 1 amitoqutiny
JOCIIPKY BAaHUX [IPENapaTiB, K MEPBHHHHUX MTAPaMETPIB.

3rigHO 3 MPOTOKONOM JOCHiKeHHs Wit UuX napametpie 90% nosipumii
iHTepBan JUIs  CHIBBIJHOLICHHS JOCHI/UKYBAaHOTO Ta pedepeHTHOro
nikapcbkux 3aco0iB mMae OyTu B mianasoni npwuitsTHocTi Big 80.00% 10
125.00%. ®apmakOKiHETHYHHH aHANi3, AHANITHYHY YaCTHHY NOCIIKEHHS
i crathcTHuny o6pobky K gamux Gymo TpoBefeHO B Gio-aHasiTHUHii
nadoparopii TOB «Ksinta-Ananitukan (QUINTA-ANALYTICA s.r.0)., Ta
BOHH IOCTYIHi B CTATUCTHYHOMY 3BiTi ,IIOICJ'IE,EDKGH_H}L




19. lemorpadiuni nokasHHKH
JOCIIPKY BAHOT MOMyJIALi
(crats, BiK, paca, TOLLO)

Kinoua Bik Bara 3picT IMT
eTaTh (poicn) (xr) (cm) (kr/m?)
Kin-te 45 45 45 45

Cepenne 36.5 70.0 168.8 234

3HAYCHHS
Cranpaprhe 11.1 10.4 6.8 259
Bi/JIXMJIEHHS
Meniana 37.0 69.0 168.0 22.5
Min 18 53.0 150 20.0
Make. 53 94.0 186 29.9
YHosoBiua Bik Bara 3pict IMT
CTaTh (pokn) (kr) (cm) (kr/m?)
Kin-tb 27 27 23 27
Cepente 36.3 80.7 180.0 25.5
3HAYCHHSA
Cranaaprhe 11.0 155 T2 2.7
BiIXWIeHHS
Meniana 33.0 80.0 180.0 26.0
Miu 21 26.0 171 20.9
Makc. 55 107.0 198 29.7

20. Pesynbraru
edekTHBHOCTI

3BedeHi pesynbTaTH ouinKH GioekBiBaaeHTHOCTI npenapatis NopiBHAHHA
Amaoaunin/Bancapran/Iiapoxaopriasun

Ilapamerp Cepeane reomerpuune Bucnosor | Koediu.
IHAMCHHA Bianowen 90% I npo Bapiauii
N Toca. N Ped. Hs Haiinik- Haitsu- Gioeksisane
T/R (%) quil wnii HTHICTL
AUComz 18 81.128 18 85.704 94,66 88.85 100.85 TAK 10.92
(urx
roxa)
Conax 18 2272 18 2281 99.58 93.60 105.94 TAK 10.67
(wrwa)
AUCo. 68 29.733 68 31.770 93.59 85.48 102.94 TAK 32.49
(r
aroaws)
Cmax 68 4.569 68 5.097 89.64 81.31 98.82 TAK 35.06
(r/san)
AUCo. 50 1223.39 50 1209.31] 101.16 96.84 105.68 TAK 13.07
o
srov)
Cunax 50 162.38 50 167.52 96.88 91.88 102.80 TAK 17.83
(urua)

21. PesynbraTti 6e3nexu

Cryninb BHpasHocTi Beix 3adikcoBaHHX MOGIYHMX edeKTIB OLIHEHO sK
Nerkui y aBox (2) aoGpoBosiblliB micas NpuHMaHHA [penapary Ta
noMipHui y n’stHaausTd (15) 1o6poBobLiB Mic/s npuiiManHs npenapary.
Beworo 6yn10 3adikcopano oauy (1) sierky Ta wicts (6) nomipHuX nodiummx
eekriB, Aki  Oyam  noB’s3aHi 3 mepopaibHMM  NPUHOMOM
amIoIuMiHy/BaNcapTaHy/rigpoxiopoTiazuity TabneToxK, BKPHTHX
MIBKOBOIO 000MOHKOI0 MO 5 Mr/160 mr/25 mr Ta Tpu (3) nomiphux
nobiunux edexra, Aki Oy MoB’a3aHi 3 nepopaibHuM npuiiomom Exforge
HCT® rabnetok, BKPHTHX MIiBKOBOIO 0GOIOHKOI MO 5 Mr/160 Mr/25 mr.
Konuux cepbe3Hux nobiunnx eekTiB He BUSBIEHO.

22. BUCHOBOK (3aKJTFOUEHHS )

Hing  ouinku  GiOEKBIBaJ@HTHOCTI  IOCHIKYBAHOIO  JIKAPCHKOTO
3aco0y/pedepeHTHOr0 nikapceKoro  3acoly 3aCTOCORYBaJIU
(apmakoKkiHeTHYH] napamMeTpu: CiBBiAHOMEHHS CEPE/IHIX reoMeTPHUYHMX
3HaueHb napameTpiB Cmax, AUCo4 aulsl BasicapTany/ rigpoxsioporiazuay ta

Cunax, AUCo.72 151 aMIIOJMMIHY JOC/MKYBAHWX TIPENaparTis.




O6uucneni 90% I ans criBBiAHOLLIEHHS CEPEHIX FEOMETPUUHUX 3HAYEHD
napametpis Cmax, AUCO-t qyis Bancaprany/ rigpoxjioporiazuay ta Cmax,
AUCO0-72 nna amnoauniny 3Haxonuancs B mexxax 80,00-125%.

3a pe3ysibTaTaMH  MPOBEJEHOr0  KJIIHIYHOrO JIOCHIMXKEHHS 3@ Y4acTio
3[0pOBHX JIOOPOBOJIBLIB JIOBEIEHO OiOCKBIBAJICHTHICTE T'€HEPHUHOTO
JKapehbKoro 3aco0y aMmIoAuMiH / BacapTaH / riapoxJopTiasu, TabneTku,
BKPHUTI TUIIBKOROK 060n0HKOIO 1o 5 Mr / 160 Mr / 25 mr, BupoBHULITRA
®apmauesrrunuii 3asoa «llonedpapma» C.A. pedepenrHomy TiKapcbkoMy
3aco0y Exforge HCT®, tabneTku, BKpUTI MiBKOBOIO 060IOHKOIO 110 5 Mr /
160 mr/25 mr, BupoGuunrsa «Hosapric @apmackiotuka C. A.»
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Clinical Trial Report

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

Amlodipine/Valsartan/Hydrochlorothiazide 5/160/12,5 mg, 10/160/12,5 mg film-coated
tablets

2. Applicant

Pharmaceutical Works Polpharma S.A

3. Manufacturer

Pharmaceutical Works Polpharma S.A

4. Trials conducted:

X yes no If not, substantiate

1) type of the medicinal
product, by which
registration was
conducted or planned

Genetic product

5. Full name of the
Clinical Trial, clinical
trial code

Randomized, Open-Label, Single Dose, Two-Period, 2-Way Cross-Over,
Laboratory-Blinded Bioequivalence Study Comparing
Amlodipine/Valsartan/Hydrochlorothiazide 5 mg/160 mg/25 mg Film-coated
Tablets to Exforge HCT® 5 mg/160 mg/25 mg Film-coated Tablets

in Healthy Volunteers Under Fasting Conditions.

Code: 667/17

6. Clinical trial phase

||Phase I

7. Period of the clinical
trial

Period 1, Group A: May 09 — May 13, 2018, IMP administration on May 10, 2018
Period 1, Group B: May 14 — May 18, 2018, IMP administration on May 15, 2018
Period 2, Group A: May 27 — May 31, 2018, IMP administration on May 28, 2018
Period 2, Group B: June 01 — June 05, 2018, IMP administration on June 02, 2018

8. Countries where the
clinical trial was
conducted

Czech Republic

9. Number of study
participants

72 initited, 68 finished (18 subjects of Group A, 50 subjects of Group B)

10. Goal and secondary
objectives of the clinical
trial

To compare the bioavailability of the Test and Reference products in healthy male and
female volunteers under fasting conditions.

11. Design of the clinical
trial

Dose: Amlodipine/Valsartan/Hydrochlorothiazide 5 mg/160 mg/25 mg Film-coated
Tablets

Single/Multiple dose: Single Dose

Number of periods: 2 periods

Two-stage design: no

Fed/fasting: Fasting

Number of subjects

- Dosed: 72

- Completed the study: 68

— Included in the final statistical analysis of AUC: 18 (ADP), 68 (VST), 50 (HCT)




12. Main inclusion
criteria

Main Criteria for Inclusion:

1. Healthy males and non-pregnant and no breast-feeding femalesl1), =18 and <55 years of
age (on the day of Informed Consent Form signing). Caucasian race.

2. Non-smoker or past-smoker (who had stopped smoking at least 6 months before the
first dosing).

3. Body Mass Index (BMI) >18.5 and <30.0 kg/m2 inclusive and weight > 55 kg (on the
day of screening).

4. Subject was available for the whole study, and had provided his/her written informed
consent.

5. Subjects in good health, as determined by screening medical history, physical
examination, vital signs assessments (pulse rate, systolic and diastolic blood pressure, and
body temperature) and 12- lead ECG. Minor deviations outside the reference ranges were
acceptable, if deemed not clinically significant by the Investigator.

6. Subjects in good health, as determined by screening clinical laboratory evaluations.
Minor

deviations outside the reference ranges were acceptable, if deemed not clinically
significant by the Investigator.

7. Acceptance of use of contraceptive measures during the whole study by both female
and male subjects2).

8. Czech citizenship.

13. The investigational
medicinal product,
method of
administration, strength

Amlodipine/Valsartan/Hydrochlorothiazide
5mg/160mg/25 mg Film-coated Tablets

14. Comparator, dose,
method of
administration, strength

Exforge HCT® 5mg/160mg/25 mg Film-coated Tablets

15. Concomitant therapy

According to the Study Protocol, any prescription medication was not allowed 28 days
before the first dosing (except contraceprives as was defined in Inclusion Criteria) and any
were not allowed 14 days before the first dosing. These restrictions were applied also
during the whole study (in Group A until 72 hours post-dose of study period 2, in Group
B until 36 hours post-dose of study period 2).

16. Efficacy evaluation
criteria

Bioequivalence of the test product and the reference product will be assessed on the basis
of 90%

confidence intervals for the primary pharmacokinetic parameters of:

* in-transformed AUC(0-72h) and Cmax for amlodipine (as per truncated design) and

* in-transformed AUC(o-t) and Cmax for valsartan and hydrochlorothiazide

Standard bioequivalence acceptance range 80.00% to 125.00% will be used. Other
pharmacokinetic parameters for amlodipine, valsartan and hydrochlorothiazide will be
presented for information purposes.

17. Safety evaluation
criteria

Safety was evaluated through assessment of adverse events, standard laboratory evaluations
and vital signs.

18. Statistical methods

AUC(0-72h) and Cmax of amlodipine together with AUC(0-t) and Cmax of valsartan and
hydrochlorothiazide were used as primary pharmacokinetic parameters.

Analyses of variance on the following pharmacokinetic parameters were performed:

For amlodipine: AUC(0-72h), Cmax

For valsartan and hydrochlorothiazide: AUC(0-t), AUC(0-c0), Cmax

The analysis of variance model included fixed sequence, subject nested within sequence,
period and treatment as the sources of variance. The significance of the sequence effect
was tested using the subject nested within sequence as the error term. A 5% level of
significance was used. Each analysis of variance included calculation of least-squares
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means (LSM), estimates obtained for the adjusted differences between treatment means
and the standard error associated with these differences. The above statistical analyses
were done using the SAS® GLM procedure. In addition, a non-parametric Wilcoxon and
median tests of treatment effect for tmax were performed.

The 90% confidence intervals were calculated for each parameter using LSM values. The
confidence intervals were expressed as a percentage of the LSM for the Reference
formulation. Percentage ratio of means (Test/Ref.) was also calculated for each parameter
using LSM values. For In-transformed parameters geometric means (i.e. antilog values of
LSM on In-transformed data) were used.

Bioequivalence of the test product and the reference product was assessed on the basis of
90% confidence intervals for In-transformed AUC(0-72h) and Cmax of amlodipine
together with AUC(0-t) and Cmax of valsartan and hydrochlorothiazide as primary
parameters.

According to the Study Protocol standard bioequivalence acceptance range 80.00 % to
125.00 % was used.

The pharmacokinetic analyses of the data for this study were completed at
QUINTAANALYTICA

s.r.0. and they are available in the Statistical Report of the Study.

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

Age Weight Height BMI
Females ) (ke) (cm) ﬂfg'{'il 2)
N 45 45 45 45
Mean 36.5 70.0 168.8 234
St. Dev. 111 10.4 6.8 2.9
Median 37.0 69.0 168.0 225
Min. 18 53.0 150 20.0
Max. 53 94.0 186 29.9
Males Age Weight Height BMI’
(Y) (kg) {cm) (kg/m*)
N 27 27 27 27
Mean 36.3 80.7 180.0 25.5
St. Dev, 11.0 15.5 12 2.7
Median 33.0 80.0 180.0 26.0
Min. 21 26.0 171 20.9
Max. 55 107.0 198 20.7

20. Efficacy results

Summary Table of the Comparative Bioequivalence Data of
Amlodipine/valsartan/hydrochlorothiazide

" ) 90°%%

] 2 et .

' ' GEOMETRii EITZA(SST SQUARES CONFIDENCE
Parameter MEAN LIMITS (%)

Lower | Upper

Amlodipine

AUC .71
{ng-h/mL)
Cmax
(ng'mL)

85.704 94.66

2.281 99.58

Valsartan

AUCgp
(jig-lvmlL)
Cm =
(ug/mL) d 5.097 89.64

31.770 93.59

Hydrochlorothiazide

AUCo4
(ng-h/ml )
(. max

ng/mL)

1223.39 120931 101.16

162.38 167.62 96.88




1. Safety results

Safety Results: Thirteen (13) subjects experienced a total of two (2) mild and fifteen (15)
moderate adverse events (AE) over the course of the study. In total, there were one (1)
mild and six (6) moderate adverse events considered related to the oral administration of
Amlodipine/Valsartan/Hydrochlorothiazide Smg/160mg/25 mg Film-coated Tablets and
three (3) moderate adverse events considered related to the oral administration of Exforge
HCT® 5mg/160mg/25 mg Film-coated Tablets. No serious adverse event (SAE) occurred

22. Conclusion

To assess bioequivalence of Test and Reference Products, pharmacokinetic parameters
AUC(0-t) and Cmax of valsartan and hydrochlorothiazide, and AUC(0-72h) and Cmax of
amlodipine were used.

The results confirm that the 90% confidence intervals for Test to Reference ratios of the
geometric least squares means for AUC(0-t) and Cmax of valsartan and
hydrochlorothiazide, and AUC(0-72h) and Cmax of amlodipine were within the
bioequivalence acceptance range of 80.00 % to 125.00 %.

The bioequivalence among the Test Product (Amlodipine/Valsartan/Hydrochlorothiazide
5/160/25 mg Film-Coated Tablets, Pharmaceutical Works Polpharma S.A.) and the
Reference Product (Exforge HCT® 5 mg/160 mg/25 mg Film-Coated Tablets, Novartis
Europharm Ltd.) was demonstrated in this study.

Applicant (Marketing
Authorization Holder)

(signature)

JurijMarkow
/’f

Regulatory Affairs Key Expert

(full name)

AUPERTOP AREMAFL

v ni
- .qn'q:"l“"ll;&
QE'VL\‘{I‘;H!.UI.M‘ g




