3BiT po kiiniuHe BunpodyBanus Ne 1 (A (160455)

1. Hazpa nikapcekoro JAEKAT'PEJI
3aco0y (3a HasBHocTi — || TaGnerky, BKpUTI ruiiBkoio 06onorkoro, mo 60 mr, 90 Mr
HOMEp peecTpaLiiHoro

IOCBiUEHH)

«®apmanepTrynnif 3aBox «Ilonsdapma C.A»

2. 3aneHiK (Pharmaceutical Works Polpharma S.A.), [Tonstua
«bapmauesTnunni 3ago] «[lonsdapma C.A»
3. BupoGu (Pharmaceutical Works Polpharma S.A.), [Tonebia

4, TIpoeneHi nocnimkeHHs: W Tax O Hi SIxwo Hi, oBrpyHTYBaTH

1) Turt nikapebKoro
3acofy, 3a AKuUM
npoeoaunacs abo
TJIAHYETHCA PEECTpaLlis

T"enepuunmii nikapepkuii 3acié

A (160455):
5. IloBHa Ha3Ba [NepexpecHe nopiBHsIbHE JOCIIRMEHHA- GIOAOCTYIIHOCTI OXHOKPATHO! 034
KIiHIYHOro nikapepxoro 3acofy Tukarpenop, Tabnerku, BKpUTi Bk 000JOHKO0, 110
BUNPOGYBaHHS,; 90 mr, i npenapary bpunik® Ttabnerky, BKpUTI TUIIBKOIO OGONOHKOK, IO
KOJIOBaHWIi HOMeEp 90 mr, y 3n10poBuX J0OPOBONLLIB HATILE.

KIiHIYHOTO BUMPOOYBaHHA

6. Maza kniniuHoro

HocnimkenHs GloekpiBaneHTHOCTI
BUNPOOYBaHHSA

A (160455): .
Kniniune: 20,02,.2017 - 28.02.2017

7. Ilepion mpoBezieHHs |l o e rane: 02.03.2017 — 07.03.2017

‘ KJIIHIYHOrO BUNPOOYBaHHA

‘ 8. Kpaiuu, ne
TPOBOMIIOCSA KIIiHIUHE Kanapa
BUINIPOOYBaHHS




9. KinekicTh
JIOCITiKYBaHUX

A (160455):
Orpumainy npenapar JOociiDKeHH: 26
3asepruny gocnigkeHHs: 24

10. MeTa Ta BTOpPHMHHI I1i1i
KTiHIYHOTO BUMPOOYBAHHS

A (160455):

OuiHKa T2 NopiBHAHHS GioOCTYTHOCTI Ta, BIANOBiAHO,

OLiHKA IBHAKOCTI Ta cTynens abcopbuil nikapeskoro 3acoby THkarpenop, Tabnetky,
BpHTi IiBkol0 o0oioHKo0, 110 90 Mr (HocHimKyBanHi npenapar), i npenaparty
Bpunix® TaGmeTky, BKpUTI MITIBKOI0 00ONOHKOWK, TIo 90 Mr (NpenapaT NOpiBHAHHEA),
SIKi 32CTOCOBYBAM Y BUTIISAAL 1 TabNETKY, BKPUTOI ITiBKOBOIO 060IOHKOIO, Mo 90 Mr
HaTIe.

11. JTuza#iH KniniyHOTO
BHIIPOOYBAHT

A (160455):

OnHOUEHTPOBE PaHAOMI3OBAHE BIAKPHTE TEPEXPECHE JMOCHIDKCHHA (3 IBOMA
BapiaHTaMH JiKyBaHHS, 3 MacKyBaHHSAM JaHHX [ TPamiBHHKIE Jabopatopil)
61010CTYTIHOCTI OHOKPATHO! 03K AIKAPCBKOTO 3aco0y.

12. OcHoHi kpuTepil
BKJTFOUEHHS

[Maujenta Mama GyTH 3A0pOBAMH JOPOCIHMHE YOJIOBIKAMH Ta KiHKaMH, K HE TAITH
(He BKWBANMY TIOTIOHY YHM HIKOTHHOBHX BUPOGIB NpOTArOM IIECTH MICAIiB 0
ckpuninry), sikom Big 18 pokis, 3 inaexcom macu tina (IMT) > 18,5 Ta <30,0 kr/m? i
macoro Tina > 50,0 kr Ans 4onoBikiB i > 45,0 kr mnst sxinok. Ilponenypy ckpHHIHTY
BKMIOYATH HaJaHHA iHGopMoBaHO! 3rofH, OUiHKY Ha BIAMOBIOHICTE KpHTEPiAM
BINIOYEHHA/HEBIUIIOUEHHsA, 30ip 3arajJbHOMEAHYHOTO Ta MEIHKaMEHTO3HOTO
aHamHesy, 30ip JmgeMorpadiuHMX [aHHX, BHMIpIOBaHHS Dapamerpie Tina Ta
NIOKA3HHKIB KUTTEBO BayMBMX (GYHKUIH, enekTpokapaiorpama B 12 BigsemenHax
(EKD), dizsuxanshe obcrexetns, aHan3 cevi Ha HAPKOTHKHY, AHAI3 Cedi Ha KOTHHIH
y cedi, aHasi3 ceai Ha BariTHICTL (1A XKiHOK), KIiHIYHI TabopaTopHi AOCHIHKEHHA
(6ioximiunmii ananis, saranbHuil ananis Kposi, ceposnoriunumii aHanis, koarynorpama
Ta aHani3 cedi). Yci nauieRTH BIiONoBigamy BCIM KpHTEPISM BKIFOYCHHS Ta KOMHOMY
KPUTepilo HeBKIKOYEHHS, OHCAHUM Y IIPOTOKOII, TOMY X 6Y/I0 BUSHAHO TAKHMM, 110
MOYKYTB B3SITH YHaCTh Y [BLOMY JOCHI[KEHH],

[3. JocnimkypaHuit
nikapcekuii 3acif, cnocid
3aCTOCYBaHHA, CHNa Iil

A (160455):

Tuxarpesop, TabneTky, BKPHTI NIiBKOIO 000I0HKOIO, To 90 Mr (DapMalueBTHYHHIA
3asoj, «[Tomegapma C.A.», TTonslua)

Crroci6 2actocysanus; [TepopalibHo, HATINE

[4. TIpenapar
TIOPIBHAHHA, 1033, CNociQ
3aCTOCYBaHHA, CHAa Aii

A (160455):

bpunik® Tabnerky, BKpHTI MiRko 00ONOHKOK, Mo 90 Mr («Acrpa3enexa ABy,
ITsenis)

Cnocif 3acTocyBanns: [TepopansHo, HATIIE

| 15. CymyTHs Tepanis

BE




16. Kpurepif ouiHkH
€(peKTHRHOCTI

Beranorneuns GloexsisanentHoceti pospaxosanuii 90%-# JI aus cniseinnoments
cepefHiX reOMeTpH4HHX 3HadeHb nokasHukiB AUC: i Cuax mns pauemiuHoro
THKarpenony Mae 0yTH B aianazosi 80,00-125,00%.

17. Kpurepii ouiHkH
Oesnexu

Ilo6ivni peaxuii (ITP), BHMiploBaHHS INOKA3HHKIB YXHTTEBO BRXKNHBHX (yHKUiH i
crapapTHi naGopaTopHi JOCi KeHHS,

18. CTaTHcTHUHI MeToIH

IMapaMerpuunmii qucnepciitauit ananiz suauens AUCO-t, AUCO-Iinf, Cmax,
T el i Kel; reomerpruni gopipyi inteppanu (M1) snauens AUCO-t, AUCO-
inf i Cmax; 1 HenapaMerpiysui kpHTepilt (BinkokcoHa) nns mokazsuka
Tmax,

Qaxropy Mopeni AucrepciliHoro adamnizy: NOCHiNOBHICTB, MAUiEHT Y
NOCJiZOBHOCTI, IIepio Ta OTPUMYBaHe JIiKyBaHHS;

Jlorapumivuno nepersopeni napametpu; AUCO-t, AUCO-mf T2 Cmax

KpnTepii GloekniBanenTHOCTI THKArpenopy::

reomerpraunnii 90%-it JI1 criseimHomeHHna (A/B) cepeZHiX 3HAueHs,
BH3HAYCHUX METOOOM HaliMEeHIIHX KBa,upaTiB Mg Hac pHcmepciiitoro
aHam3y norapmbmtmo nepeTBopeHuX NokasHHKIB- AUCO-t i Cmax mae: 6y'm
B mianazowni 80,00-125,00%




19. emorpadivni
MTOKa3HHUKH

JOCHIIKYBaHOT ONy il
(ctars, BiK, paca TOINO)

Vi nauieHTH HaNexany A0 eBponecianol pacy. Binsluicts nauienTie y nomysiii
JUts oliHkH GesneyHocTi OynH xinkamu (70,8%), HemaTHHOAMEPHKAHCBKOTO 260
NaTHHOaMepHKaHCEkoro noxomkenns (83,3%) i3 cepenniM Bikom 48 pokis i
cepennim IMT 24,79 kr/m?,

JucOanancy Mix rpynaMi NiKyBAHHSA HE BUHUKANIO, OCKIBKY BOCTIKEHHA OYII0
[EPEXPeCHHM.

TaGnuus 14.1-2 Pesrome aanux gemorpadisanx xapakrepucersk i napamerpis momyasiil
Juts oniHky papMaKoRiHeTHRE
Kareropin Mouynauian PK
Tpyna aikysaunn
Bunpofysana rpyna (A)| Kenrpoasua rpyna (B)
N=24 N=24

Bik {poxkis) Cepente+ SD 37+11 3711
liamazon 18-61 18-61
Meniata 34 34
Bixosl rpynu <18 0 0
1840 17 (70,8%) 17 (70,8%)
41-64 7(29,2%) 7(29,2%)
6575 0 0
P75 0 0
Crarte Honosiva 5(20,8%) 5 (20,8%)
PKinoua 19 (79,2%) 19 (79,2%)
Paca Moxronoinua 0 0
Herpoinua/adpoaMepnrant 0 0
Crponeociana 24 (100%) 24 (100%)
[Hie 0 0
rriann He icnanceke afio . .
[fpxmanmmlim ﬁiznjsxa;lelfﬂnmcbxe 22 (91,7%) 22(91,7%)
[cnanckke a6o .
ATHHOAMEPHHAHCEKE 2(8,3%) 2(8,3%)
NOXOMKEHHA
IMT (xkr/m%) Cepeane = SD 25,1942 84 2519284 .
Hianazon 18,83-29,85 18,83-29,85
Mejniana 2505 25,08
Bpicr (em) Cepeane = SD 164,473 164,4+73
[Hlianasox 147,1-176,0 147,1-176,0
IMeniana 163,8 1638
Msca rina (kr) Cepenue SD 68,03 + 8,61 68,03 + 8,61
\Hianazox 52,20-36,00 52,20-86,00
Meniana 69,70 69,70

®K — dapmakaxinerira, N— kinbxicrs cnoctepeiens; SD— crannaptie pimxunenns;, IMT — inaeke MacH
Tina.

Twue: [TpeacTaBuHKK pisUx pac, aMepHKaHchki iHuiarn] aGo npencTasnHkn KOPIHHOTO HaceneHHT ANACKY,
KopiHHi suteni Casaficekux ocTposis a0 iHIMX THXODKEAHCHKHX OCTRORIB (ROKNAXHIME JMB. J0ATOK 16.2.4).
BunpoGysaua rpyna (A) = «PapmeauesiaHili 3ason «TTonshapma C.A.» (Phermaceutical Works Polpharma 8.A.),
IMonewa, THrarpenop | Tabrerka, BrepuTa nniBkoio 05onoHkolo, oo 90 Mr.

KoutponsHa rpyna (B) = «Acipa3ereka Ab», 1Beuia (Bprnix®), Txarpenop | ratnerxa, exputa miskoio
oSonoHkolo, o 90 Mr.

IloBHnit nepenik ycix iHAMBIAyanbHHX AeMorpacdiyHMX TaHUX HABEAEHO B
Honariy 16.2.4 (3siT npo knikiyne nocnimxenns [3K]).

20. Pesyasraru
edexTuBHOCTI

Jani napameTpy ysiiimnu B Mexxi 90 % moBipuoro intepnairy 80-1225 %.




A (160455):

Yeboro 1n°sth i3 26 nauieHTiB, ki oTpHMay npuHaiiMHi OfHY 103y
JIOCHiKyBaHOTO npenapaty (MOnyJasiis And oiHKH Ge3MevHoCTi), MOBIIOMHAN Mpo |
uticTe noGiuHKX peakuiif, mwo BunnkM nin vac nikysanss (TTPTLI). Posnonin 3a
rpynamu JlikyBaHHs BUrIsaae Takum unHom: npo oady [TPTTT nosinomunu 4,0%
(n=1) i3 25 nauienTis, ki oTpuMyBanu npenapat A, i npo n’ste [TPI1J1
nosiomuin 16,0% (n = 4) i3 25 nauienris, AKi oTpUMy Basu npenapar B.

TIPITJL, npo siky rnoBiaomiisiin Haifyacriwe, OyB «rosoBHUIH Giiby, Npo kUit
noBioMuu 7,7% (n = 2) nauieHTis i3 nonyJsuii 1uis ouinky OeznevHocTi. 3rigHo 3
ony01iKOBAaHUMH JIJaHUMH, I1iJ] HAC 3aCTOCY BAHHS THKArPeNopy HaIXOIHIIH
MOBI/IOMJIEHHS Npo ronoHKid Oink, He3pakaroun Ha Bapiauii Misk npenapatamu, siki
criocrepirayiiucs y natientis i3 [1P, npoGnemu 3 6e3rekoro He BiJI3HAYAKOTHES.
3aranbHa KinbKiCTb NallieHTiB, ki nosigomunu npo TTPITJL i 3araneHa KinbKicTh
[TPT1JI, npo sixi MOBIAOMUNH TTC/s 3aCTOCYBaHHA KOXKHOTO npernapary, OyIiu
HHM3bKUMH, 1 MTiJ1 4ac MOPIBHSAHHA Pe3yIbTaTIB 1040 KoxkHOT [P, 110 Bianosizana
TEPMiHy NepeBKHOrO BUKOPUCTAHHS 3T1HO 3 MEAWYHUM CIIOBHHKOM 115t
perynstopHol AisibHocTi (MedDRA-PT), Mixk npenaparamu He OyJ/10 BUSIBICHO

21. Pesynbrary Gesneky  |[3HadyLUuX BiaMiHHOCTEl. Bapiauii Mixk npenaparamu, siki cnocrepiranucs y
nauienTiB i3 [1P, 3a3Buyaii ciocTepiratoTbest B TAKHX KJITHIMHAX JOCHIKEHHSIX
4yepes KOPOTKY TPHBAJIICTb JOCIUKEHHS, HEBEUKY TIOMYJIAILLIIO Ta OAHY J03Y, AKY
3aCTOCOBYIOTH M/l Hac KOAKHOro nepioay. CrioctepeskyBaHi BiAMIHHOCTI Misk
npenapaTaMmi MoKy Th OyTH BiHeceHi 10 BANAAKOBOIo eeKTy Ta BBayKaTHCs
HesHaunumu. Cryniub TsbkkocTi yeix wicteox [TPITJ oninunm sk nerkuif. I3 wectu
nosigomsennx [TPI1J] 38’30k 041w i3 AOC/IKY BAHUMH MTPENapaTaMy OLiHWUIH SIK
«Hemae obrpynToBanol itMOBipHOCTI», i oHIeT — sik «OBrpyHTOBaHA
AMOBIpHICTBY.

[Tin yac uporo pochipkeHHs He 6YJ10 3apeECTPOBAHO BHIIAKIB JETAIBHHX

Hac/1i KB, cepiio3nunx abo 3nauywmx 1P, [Tig gac qocnimkenns B 0HOro namieHra
3a(hiKCOBAHO KJIHIUHO 3HAYYLL pe3y/ibTaTh J1abopaTopHUX JOCIIUKEHb; OHAK JaHi
yCiX IHLUHMX NauienTiB, SKi BUKOHYBAJIM NIPOLIELYPH 3aBEPLUIEHHS J0CIiIKEHHS
(BKITIOYHO 3 pesyJibTaTaMH 1a00paTOPHUX JAOCiUKEHD | BUMIPIOBAHHAM MOKA3HHKIB
’KHTTEBO BKIUBUX (DyHKLUIH), MiATBEPAUIN BIACYTHICTD 3HAYYLLUNX 3MiH Y CTaHi
3/10pOB’s nauieHTa.

A (160455):

Ha nigcrasi uux pesynbratiB MokHa 3poOMTH BHCHOBOK, IO JOCIIKYBaHHIH
npenapar Tukarpenop, tabneTku, BKPUTI [UIiBKOIO 000s0HKOW, Mo 90 mr, €
GioeKBiBAJIGHTHUM Tipenapatry TmopiBHsHHA bBpunik® Ha Tl 3acTOCYBaHHS

22. BucHoBok 4
1 Tabneriu, BkpuToi obonoHkoto, mo 90 mr Harwie. OGuaBa npenapatd jaoGpe

(3aKoUeHHs) . s
NEPEHOCHIIMCH, He CIPUYMHSIIN 3HAYHUX MOOIYHMX peakuiif i He JIeMOHCTpYBaJH
3HaUYyLLMX BiAMiHHOCTEH Misk npodinsiMu Oeznexu.
L '/’“—\r
BuchnoBok: 3as1BHUK CTBEPIKYE, i i HiCFb, [IPOAEMOHCTPOBAHA

3asaBHUK (BNACHUK
peecTpauiiHoro
MOCBiTYEHHS)

PEFYARTOPHHX NHTAHb
YYPYTA .M.




3BiT npo xiinivHe BunpodyBanusa Ne 2 (B (180389)

1. Haspa nikapcekoro
3aco0y (3a HaABHOCTI —

JEKAI'PEJI .
TablIeTKH, BKPUTI [UIIBKOIO 060J0RKOR0, 10 60 Mr, 90 Mr

HOMeEp peecTpaliiiHoro
IIOCBI/[UEHH)
2 BasBHHK «®apmaneBTHuHAi 3aBox «Ilonsdapma C.A»
) (Pharmaceutical Works Polpharma S.A.), ITonema
3. BupoSHk «MDapmauesTryHui 3aBox «Ilonbdhapma C.A.»
- oHp (Pharmaceutical Works Polpharma S.A.), [Tonsiua
4. TlpoBeneni JocnimKeHHs: B Tax & Hi Sxmo Hi, o6rpyHTyBaTH

Iy Thm giKapcEKOTO
3acoy, 3a AKUM
nposoaunacs abo
MITAHYETHCA PEECTpaLlis

I'enepuunuit Aikapeskuii 3acio

5.IloBHa HasBa
KIIHIYHOrO
BUINIPOOYBaHHS,
KOJIOBaHHH HOMeEp
KNiHi4HerO
BUMPOOYBaHHA

B (180389):

PauzomizoBane BimKpuTe mnepexpecHe MNOPIBHANBHE MOCHIIKEHHT (3 [BOMa
BapianTaMu JKYBaHHs, 3 MacKyBaHHAM JIaHHX IS NpauiBHUKiB naGopatopi)
BiomoctynHoCTi nikapeekoro 3acofy ‘Tukarpenop, TabIeTkH, BXPUTI IUTIBKOO
obononkoro, 1o 90 mr, i npenapary Bpunik® TaGneTKH, BKPUTI IIBKOIO 0GOSOHKOIO
(mpenapat nopiBHAHHA), AK JaBanK y BAMIAAL cymilmi moupiGHenHux Tabnetok i3
BOJIOIO 3/I0pPOBHM JA0GPOBOJIBIHM HATIIE,

6. ®aza knigiutioro
BUIPCOYBaHHS

Hocnimxenus GloexsiBaneHTHOCTI

7. llepion npoBeneHHs
KIHIYHOTO
BUNIPOQYyBaHHA

B (180389):
Krniniyne: 20.12.2018 — 04.02.2019
Bioananitiune: 28.01.2019 - 06.02.2019

8. Kpaiun, ne
IIPOBOJMTIOCS KIiHIUHe
BHIIpOOYBaHHS

Kanana




9. Kinexicte
JOCTiIKYBaHUX

B (180389):
OrpumMalnu ripenapar AoCHipKenHs: 24
JaBeplunnu aocmixeHH: 24

10. Mera Ta BTOpuHHI it
KIiHIYHOrO
BUIIPODYBaHHA

B (180389):

Ouinka Ta mopiBHsHHA 6iojocTynHOCTi Ta, BignmoBigHo, ouiHka weuaxocti Ta
cTynensa abcopbuii nrikapcekoro 3acody Tuxarpenop, TaGNeTKy, BKPUTI MIiBKOO
o0omoHKo10, o 90 Mr (nocninkyeanuil npernapar), i npenapary Bpuiik® rabnerky,
BKPHTI MNiBKOKO 00010HKOK, 0 S0 Mr (npenapaTr NopiBHAHHA), AKi 3aCTOCORYBAM
y Burasai 1 Tabnerku, BKPHTOI IiBKOBOK 060/10HKO0, 10 90 Mr HaTne.

11. JTuzaiix wriniugoro
BUNPOOYBAHHS

B (180389):

OnHOUEHTpoBEe paHJOMI30BaHE BiIKPHTE INepexpecHe NOCTIIKEHHs (3 JBOMA
BapiaHTaMM JIKyBaHHA, 3 MacKyBaHHAM JaHWX A8 npayiBHUkiB naBoparopii)
OlomoeTynHOCTI OAHOKPATHOT JO3H JTiIKapeEKOro 3acoby

12. OcHogHi kpurepil
BKITFOUEHHS

[MarienTn manu 6yTH 3J0pOBMMM JOPOCIHMH YONIOBIKAMM Ta JKIHKamu, AKi He
nanats (He BXHUBANK TIOTIOHY YH HiIKOTHHOBHX BHPOOGIB IPOTSIrOM LWIECTH MICALIB 10
CKPUHIHIY), BikoM Bix 18 pokis, 3 ingexcom macu tina (IMT) > 18,5 ta < 30,0 kr/m®
i Macoto Tina > 50,0 kr ans gonoBikis i > 45,0 kr qust xinok. ITpoueayps CKpEHIHTy
BKJIIOYaIM HajaHHA iHGOPMOBAaHO! 3rofH, OIHKY Ha BiJNOBIAHICTE KpuTepiam
BIUTIOUEHHS/HEBKIIOUEHHs, 36ip 3aranbHOMEAMYHOTC Ta MEIMKaMEeHTO3HOIO
aHamHe3y, 30ip JiemorpadiuHMX HZaHMX, BHMIpIOBaHHA [apameTpiB Tina Ta
TIOKa3HMKIB KHTTEBO BAXIUBUX (YHKUiH, enexrpokapaiorpama B 12 BinseneHHX
(EKT’), pisuranene obcTexmeHHs, aHaNi3 cedi Ha HAPKOTHKH, aHaJIi3 cedi Ha KOTHHIR
y ceui, aHasi3 ceyl Ha BaritHicTs (Ans KiHOK), KniHiyHi naGopaTopHi nocnimKeHHs
(Bioximiunnii ananis, 3arankaui aHanis KpoBi, ceponoriunmit aHamis, Koaryjorpama
Ta aHali3 cedi). Yci naljieHT! BiAROBINaMK BCIM KPUTEPisiM BKIIKOYEHHSR Ta JKOIHOMY
KPUTEPilO HEBIJIOUYEHHS, OITUCAHUM Y TIPOTOKOINI, TOMy iX 6yJ10 BH3HAHO TaKHMH,
11{0 MOKYTh B3fITH Y4acThb Y IbOMY JOCIiKEHHI,

13. HocnimKyBaHuit
nikapeeKuii 3acif, cnocié
3aCTOCYBAHHA, cuia ail

B (180389):

Tuxarpesop, Tabaerxy, BKputi niiskoio 060a0HKORK, o 90 Mr (GapmauesTHunuii
3aBoj «[lonbdapma C. Ay, [Tonblua)

[moxpibHeHi Tabneric y 240 mn Boau]

Crioci6 3actocyBanHs: [lepopanbHo, HATIIE

14, ITpenapar
TNIOpiBHSIHHA, 103, cnocid
3aCTOCYBaHHA, cuia Oii

B (180389):

Bpunik® rabnerku, BkpuTi niiBkolo obononkolo, no 90 Mr («Actpa3eneka AB»,
L1Isertis)

[moapiGHeni Tabnerky y 240 mn Boau]

Cnioci6 3actocyBanHa: [TepopansHo, HaTine

15. CynyTtHa Tepamnis

H/3

16. Kpurepil ouixnku
eexTHBHOCTI

Bceranosnenns GioexsiBaneHtHocti pospaxoBanuit 90%-it i1 ans crissignomenus
cepeiHiX reoMeTpHuHMX 3HaueHL noxasHUKieE AUC; i Cmax AN paneMiuyHoro
THKarpenony mae OyTH B gianasoni 80,00-125,00%.




17, Kpurepii ouinxu
fesnexu

[Mo6iuni peaxuii (TIP), BHMipioBaHHs NOKA3HUKIB JKUTTEBO BAMCIMBUX (YHKILH i
CTaHIapTHi NabopaTopHi AoCHiaKeHHS.

18. CratucTiuni meTo)m

e [Tapamerpuunuit qucnepciitiuit avanis sauens AUCO-t, AUCO-inf, Cmax, TY el i
Kel; reomerpuuni aosipui intepsama ([I) snaguens AUCO0-t, AUCO-inf i Cmax; i
HemapameTpuuHui kputepiit (Binkokcona) and nokasuuka Tmax;

e  (DakTopH MOZEN AucnepcifHoro aHanizy: noCiAOBHICTh, NAliEHT ¥ HOCTIIOBHOCTI,
Nepiox Ta OTPHMYBaHe AIKYBaHH;

e JlorapudmMiuno nepersopeni napamerpu: AUCO-t, AUCO-inf ta Cmax.

Kpurepil GioexBisaneHTHOCTI THKArpeIopy: ,

e  reomerpuunnii 90%-it JII cnissigHomenus (A/B) cepennix 3HaueHs, BHSHAYEHHX
METOIOM HalMeHIMX KBagpatis NiA 4ac gucnepciifHore aHanisy norapupmiudo
neperBopeHHx nokasHukie AUCO-t i Cmax Mae 6yTH B aianasoui 80,00-125,00%




19. Hemorpadivni
TMOKa3HHKHU J0CJi JKYBaHOT
nomyasuii (craTh, Bik, paca
TOLLO)

Vi nauieHTu Hasiexalnn 10 €BponeoiiHoi pack. BisibluicTs nauienTiB y nomynsuii ais
ouinku 6e3neunocti 6y xkinkamu (70,8%), HenaTHHOAMEPHKAHCHKOTO abo
JlaTMHOaMepHuKaHcbkoro noxoxerHs (83,3%) i3 cepenniM Bikom 48 pokis i cepepsiv IMT
24,79 kr/m?.

Jlucbanancy mix rpynamu JikyBaHHS HE BUHHKaJIO, OCKIJIbKH J0CiLKeHHs Oy 10
nepexpecHHM.

20. Pesynbratu
edekTuBHOCTI

Jani napamerpu yBiiiuuu B Mexi 90 % nosipyoro intepsainy 80-125 %.

21. Pesynbraru 6e3nexu

B (180389):

Yeworo n’ate i3 24 nauieHTiB, SKi OTpUMaK NPUHARMHI OJIHY 103y JOCIIKY BAHOIO
npenapary (nomyssList s ouinku Ge3nevHocTi), noBiaoMuIH npo jaer’ste [P, mo
BHHUKJIK nijt vac mikysauus ([TPIL]). Posnoain 3a rpynamu miKyBaHHS BUIUISIA€ TAKHM
uu"oM: npo n’ate [TPTLT nosinomuny 12,5% (n = 3) i3 24 nauienTis, ki oTpuMyBaiu
npenapart A, i npo uorupu [NPITJ] nosizomunu 8,3% (n = 2) i3 24 nauienris, ki
OTpUMYBaTH npenapart B.

TTPITJI, npo sicy nosinomisui Haifyactie, OyB «roJIoBHUI Oinb», NPO SIKHIT MOBIIOMIIH
12,5% (n=3) nauienTis i3 nonynauiil Ans ouinky 6eanevHocti. 3aransHa kinekicts [TPIJ,
1PO sIKi NOBIAOMHIIH, i 3arajbHa KiNbKiCTb NauieHTiB, ki nosinomuan npo [PTLJI, Gynu
nofibHumMu B 060X rpynax nikysanHs, [1i 4ac mopiBHAHHS KiTbKOCTI NALEHTIB i3 KOKHOKO
[P (1o Bianosiaana TepMiHy nepeBaXKHOrO BUKOPUCTAHHS 3riaHO 3 MedDRA®) misxk
rpyrnaMu JikyBaHHs He OyJ10 BUSBICHO 3Ha4YILUMX BiaMiHHOCTeil. O0MIBa npenaparu
no6pe nepeHocHancs, ockinbku Bei [TPTTJ Manu nerkuii cTyniHb TSHKKOCTI, i GLIbLICTD i3
HUX 3HUKJIM npoTarom AHs. Yepea 3araneHy HU3BKY yactoTy BUHHKHeHHS [TPT1JI sonHux
npobJiem 3 Ge3nekoio He ovikyBanocs. Ctyniue TsskkocTi yeix aes’stv TTPTT ouinunan sk
Jerkuid. 13 nes’stu nosigomnenux [MPILI 38’ 430K mwecTH i3 AochiuKyBaHHMH
rnpenaparamu oUiHKiK sik « OOrpyHTOBaHa HMOBIPHICTEY

i TppOX — sik «Hemae oGrpyHToBaHol fiMosiprocTiy. [Tig yac uporo nocimkenHs He 6yo
3apeccTpOBaHO BHMA/IKIB JeTalbHUX HaciAKiB, cepiiosuux abo snauywmx [P, [T uac
JIOCIIJUKEHHS B OJIHOrO natienTa 3adikcoBaHO KNiHIYHO 3HAYYILI Pe3y/IbTaTH OLLHKH
OesneunocTi (koarysorpama); OHaK JaHi NalieHTiB, AKi BAKOHYBAJIH N1POLELYPH
3aBepLIECHHS JOCIIDKEHHS (BIJIIOYHO 3 pe3yibTaTaMu JabopaTopHUX AOCTIKEHD i
BUMiPIOBAHHAM MOKA3HHKIB XUTTEBO BAKIMBHX (YHKIIH), MiATBEPAHIN BIICY THICTD
3HAYYLLUMX 3MiH y CTaHi 310pOB’s maiieHTa,

22. BUCHOBOK (3aKJTFOUEHHS)

B (180389):

Ha niacrasi otpumaHux pe3sysbTaTiB MOKHA 3pOOMTH BHCHOBOK, LIO JAOCIIKYBaHWii
npenapar Tukarpenop, Tabnerku, BKpUTI miiBkoto o6ononkoro, no 90 Mr (npenapar A), €
OloekBiBaJIGHTHUM mpenapary MoOpiBHAHHA Bpunik®, TabGneTkd, BKPHTI MIiBKOKO
obononKoI0, 110 90 Mr (npenapar B), na i 3actocyBadns 1 noapibHeHoi rabneriu no 90 mr
Harie. Yei npenapati j100pe nepeHoCHINCS, He CIPHYNHSIIH 3HAYHUX NOGIYHMX peakliii i
HE JEMOHCTPYBAIH 3HAYYLIMX BiAMiHHOCTeH MiK npodinsmu Oesneku, ocobIMBO LIOA0

3asgBHUK (BJACHUK
peecTpauiiftHoro
IOCBI/I4EHHSI)

Kinekocti Ta Xapakrepy [P,

PEFYNATOPHHX MATAHD
yypyTA 1. M.




Non-Clinical Trial Reports

1. Name of the medicinal product
(number of registration certificate, if [[DEKAGREL 60,90 mg Film-Coated Tablets

available):

1) type of the medicinal product, by
which registration was conducted or |[Pharmaceutical Works «Polpharma» S. A., Poland
iplanned

/

2) Trials conducted o yes E  no

Ticagrelor is generic version of original product: Brilique® 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:

1) primary pharmacodynamics

2) secondary pharmacodynamics ||
3) safety pharmacology "
4) pharmacodynamic interactions "

|3. Pharmacokinetics:

1) analytical procedures and reports
on their validation

[2) absorption
3) distribution | |
4) metabolism |

5) excretion jl
6) pharmacokinetic interactions (non-
clinical)

7) other pharmacokinetic studies |

|4, Toxicology:
|1) Single dose toxicity || |
|2) Repeated dose toxicity

3) Genotoxicity:

in vitro

in vivo (including additional
assessment on toxicokinetics)

|4) Carcinogenicity: |

|long-term studies ' || - I

lshort-term studies or mid-term studies | - |




ladditional studies

5) Reproductive and developmental
toxicity:

effects on fertility and early
embryonic development

embryotoxicity "

Iprenatal and postnatal toxicity I

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

|6) local tolerance I

|7) additional toxicity studies: [

lantigenicity (antibody response) JI

|imm unotoxicity ”

Istudy of the mechanisms of action ||

Idrug dependence —”

ltoxicity of metabolites |

Itoxicity of impurities —]f

other

5. Conclusions on non-clinical study

AERAPTANENTY 3

TARD




Clinical Trial Report

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

DEKAGREL 60, 90 mg Film-Coated Tablets

|2. Applicant

[[Pharmaceutical Works «Polpharma» S. A., Poland

|3. Manufacturer

[Pharmaceutical Works «Polpharmax S. A., Poland

4, Trials conducted:

H yes G No If not, substantiate

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

Generic medicinal product

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

A (160455):

Single Dose Crossover Comparative Bioavailability Study of Ticagrelor 90 mg
Film-Coated Tablets and Brilique® 90mg film-coated tablets in Healthy
Volunteers / Fasting State.

B (180389):

Randomized, open-label, laboratory blinded, 2-way crossover comparative
bioavailability study of ticagrelor 90mg film-coated tablets and Brilique® film-
coated tablets (reference) administered as crushed tablets mixed in water in
healthy subjects under fasting conditions..

6. Clinical trial phase

| Bioequivalence study

7. Period of the clinical
trial

A (160455);
Clinical: 2017/02/20 - 2017/02/28
Bioanalytical: 2017/03/02 - 2017/03/07

B (180389):
Clinical: 2018/12/20 — 2019/02/04
Bioanalytical: 2019/01/28 - 2019/02/06

8. Countries where the

clinical trial was Canada
conducted
A (160455):
Dosed: 26
9. Number of study Completed: 24
participants B (180389):
Dosed: 24

Completed: 24




10. Goal and secondary
objectives of the clinical
trial

A (160455):

To evaluate and compare the biocavailability and therefore

assessment of rate and extent of absorption of Ticagrelor 90 mg film-coated tablet
(Test) versus Brilique® 90 mg film-coated tablets (Reference), administered as |
x 90 mg film-coated tablet under fasting conditions.

B (180389):

To evaluate and compare the bioavailability and therefore assessment of rate and
extent of absorption of Ticagrelor 90 mg film-coated tablet (Test) versus
Brilique® 90 mg film-coated tablets (Reference), administered as 1 x 90 mg film-
coated tablet under fasting conditions.

11. Design of the clinical
trial

A (160455):
Single centre, randomized, single-dose, open-label, laboratory-blinded, 2-way
crossover bioequivalence study.

B (180389):
Single centre, randomized, single-dose, open-label, laboratory-blinded, 2-way
crossover bioequivalence study

12. Main inclusion
criteria

Subjects had to be healthy, adult male and female non-smoker (no use of tobacco
or nicotine products within six months prior to screening), 18 years of age and
older, with body mass index (BMI) > 18,5 and < 30.0 kg/m2 and body weight >
50.0 kg for males and > 45.0 kg for females. Screening procedures included
informed consent, inclusion/exclusion criteria, medical and medication histories,
demographic data, body measurements, vital signs measurements, 12-lead
electrocardiogram (ECG), physical examination, urine drug screen, urine cotinine
test, urine pregnancy test (female subjects), clinical laboratory tests
(biochemistry, hematology, serology, coagulation, and urinalysis). All subjects
were in compliance with all inclusion and no exclusion criteria described in the
protocol and were judged eligible for enrolment in this study.

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

A (160455):
Ticagrelor 90 mg, film-coated tablets (ZF Polpharma SA, Poland)
Mode of Administration: Oral under fasting conditions

B (180389):

Ticagrelor 90 mg film-coated tablets (ZF Polpharma SA, Poland)
[crushed tablets mixed in 240 ml of water]

Mode of Administration: Oral under fasting conditions

14, Comparator, dose,
method of administration,
strength

A (160455):
Brilique® 90 mg film-coated tablets (AstraZeneca AB, Sweden)
Mode of Administration: Oral under fasting conditions

B (180389):

Brilique® 90 mg film-coated tablets (AstraZeneca AB, Sweden)
[crushed tablets mixed in 240 ml of water]

Mode of Administration: Oral under fasting conditions




|15. Concomitant therapy ||NA

16. Efficacy evaluation
criteria

To establish bicequivalence, the calculated 90% CI for the ratio of geometric
means for AUC: and Cnax for racemic nebivolol should fall within 80.00%-
125.00%.

17. Safety evaluation
criteria

Adverse events (AEs), vital signs measurements, and standard laboratory
evaluations.

18. Statistical methods

e Parametric ANOVA on AUCO-t, AUCO-inf, Cmax, T% el and Kel;
geometric confidence intervals (C.L.) for AUCO-t, AUCO-inf and Cmax;
and non-parametric test (Wilcoxon)for Tmax;

o Factors in the ANOVA model: sequence, subject within sequence, period
and treatment;

e Ln-transformed parameters: AUCO-t, AUCO-inf and Cmax.

Criteria for bioequivalence for Ticagrelor:

» 90% geometric C.I. of the ratio (A/B) of least-squares means from the
ANOVA of the In-transformed AUCO-t and Cmax must be within 80.00%
to 125.00%

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

A (160455);
Table 14.1-1 Summary of Demographics and Body Measurements Data of Subjects
Included in the Safety Population

Category
Safety Population
N =28
[Age (years) Mean = SD 3611
Range 18-61
Median 33
jAge Graups <18 0
16-40 19 (73.1%)
H1-64 7(26.9%)
65-75 0 -
P75 0
iGender [Male 5{19.2%)
Female 21 (80.3%%)
Race Asian 0
Black/African Amterican [
[White 26 ( 100%)
IOther , 0
[Ethaicity [Not Hispanic or Latino 24 (92.3%)
[Hispanic or Laling 2( 7.7%)
[BMI (kg/m’) [Mean % SD 25.26+2.74
[Range 18.83-29.85
Pedian 2521
[Height (cm) Mean £ SD 16442173
[Range 147.1-176.0
Median 163.8
(Welght (kg) Mean 2 SD 68,25 & 8A3
[Range 52.20-86.00
Median 69.70

N: Nuiuber of observations; SD: Standard deviation; BMI: Body Mass Index.
Other: Multi-racial, American Indian or Alaska native, Native Hawaiian or Other Pacific Islander (refer to
Appendix 16.2.4 for details).




Table 14.1-2 Summary of Demographics and Body Measuremnents Data of Subjects
Included in the Pharmacokinetic Population

|lfor a complete listing of all individual demographic data.

Category PK popuiation
Treatment Group
Test (A) Reference (B)
. N=24 N4
lAge (vears) %eané: SD 37x11 37+11
nge 18-61 18-61
Median 34 34
|Age Groups K18 0 0
18-40 17 { 70.8%) 17 (70.8%5)
H1-64 7 (29.2%) 7 (29.2%)
65-75 a .0,
75 0 ! [
IGender ) Male 5 (20.,8%) 5(20.8%)
[Female 19 (79.2%) 19 (79.2%)
[Race JAsian 0 0
[Black/African American 0 0
[White 24 (100%) 24 ( 100%)
Cther 0 0
[Ethnlcity PNot Hispanic or Latino 22 (51.7%) 22(91.7%)
Hispanic or Latino 2( 8.3%) 2( 8.3%)
BMI (kg/in) pMean = 8D 25.1942.84 25.19+2.84
ge 18.83-29.585 18.83-29.85
nMedian 25.05 25.05
Helght (cm) pean <= 3D 164473 1644+73
Ranga 147.1-176.0 147.1-176.0
Median 163.8 1638
Welght (kg) Mean = SD 68.03 £3.61 68.03 8,61
Range 52.20-86.00 52.20-86.00
iMedian 69.70 69,70

PK: Phanmacokinetic; N: Number of observations; SD: Standard deviniion; BMI: Body Mass Index.
Other: Multi-racial, American Indian or Alaska native, Native Hawatian or Other Pacific Islander (refer to
Appendix 16.2.4 for details).

Test (A) = Pharmacentical Works POLPHARMA §.A., Poland, ticagrelor 1 x 90 mg film.coated tablet.
Reference (B) = AstraZenecn AB, Sweden (Brilique®), ticagrelor 1 x 90 mg filn-coated tablet.

Also see Appendix 16.2.4 (Clinical Study Report {CSR]) for a complete listing of]
all individual demographic data.

B (180389):

All of the subjects were White. Most of the subjects were females (70.8 %),
Not-Hispanic or Latino (83.3 %), with mean age of 48 years old and mean BMI
of 24.79 kg/m?2 for the safety population,

There was no imbalance among the treatment groups since the study was
crossover in nature,

See Table 14.1-1 (CSR) for a summary of demographics and body
measurements data overall for the safety population, Table 14.1-2 (CSR) for
data by treatment comparison for the PK population, and Listing 16.2.4-1 (CSR)

20. Efficacy results

A (160455):
i Intra-
Ratio of '
Geometric | 90 % CI Sugjvect
Geometric Means Means )
Ticagrelor | Brilique®
|_90mg | 90mg |

i~



21. Safety results

AUC: 2947.34 2882.10 103.10 98.56-107.85 9.171
(ng*h/ml)
AUCnr 3040.01 2982.00 102.80 98.30-107.50 9.05 .
(ng*h/ml)
Crmax 547.56 528.20 104,05 94,77—-114.23 19.00
(ng/ml)
B (180389):
Ratio of SIntl.'a—
o . ubject
Geometric Means Geometric 90 % CI cV
Means (%)
Ticagrelor | Brilique®
90 mig 90 mg
AUC: 3068.41 3020.10 101.58 96.69—106,71 9.97
(ng*h/ml}
AUCas 3177.94 3111.49 102.14 97.21-107.31 10.00
(ng*h/ml)
Chrinz 562.46 580.49 96.89 86.21- 108.90 23.89
(ng/ml)
A (160455):

A total of six treatment emergent adverse events (TEAESs) were reported by five
of the 26 subjects who received at least one dose of the study medication (safety
population). The breakdown by treatment group is as follows: one TEAE
reported by 4.0% (n=1) of the 25 subjects who received Treatment A and five
TEAES reported by 16.0% (n=4) of the 25 subjects who received Treatment B.
The most commonly reported TEAE was “Headache”, reported by 7.7% (n=2)
of subjects who constituted the safety population. As per literature, Headache is
reported with the use of ticagrelor. Even thought variations are observed in the
occurrence of subjects experiencing AEs between treatments, there are no safety
concerns. The total number of subjects who reported TEAEs and the total
number of TEAEs reported following the administration of each treatment were
low and there were no relevant differences between each treatment when
comparing the results for each medical dictionary for regulatory activities
preferred term (MedDRA-PT) AE. Variations observed in the occurrence of
subjects experiencing AEs among treatments are commonly observed in this
type of clinical trial due to short study duration, small study population, and a
single dose administered in each period. The observed differences between the
treatments could be attributed to a random effect and considered as not relevant.
All of the six TEAEs were graded as mild in severity., Of the six TEAEs
reported, the relationship of five was judged as “No Reasonable Possibility”,
and one as “Reasonable Possibility.

No deaths, serious or significant AEs were reported during this study. One
subject had clinically significant laboratory results during the study; however,
data from all other subjects completing study exit procedures (including
laboratory tests and vital signs




measurements) confirmed the absence of significant changes in the subject’s
state of
health.

B (180389):

A total of nine treatment emergent AEs (TEAEs) were reported by five of the 24
subjects who received at least one dose of the study medication (safety
population), The breakdown by treatment group is as follows: five TEAEs
reported by 12.5 % (n=3) of the 24 subjects who received Treatment A and four
TEAESs reported by 8.3% (n=2) of the 24 subjects who received Treatment B,
The most commonly reported TEAE was “Headache” reported by 12.5% (n=3)
of subjects who constituted the safety population. The total number of TEAEs
reported and the total number of subjects reporting TEAEs were similar between
both treatment groups. There were no significant differences between

each treatment group when comparing the number of subjects for each
MedDRA® PT AE. Both of the treatments were well tolerated since all of the
TEAEs were mild in severity, and the majority of them recovered/resolved
within a day. No safety concerns were expected due to the overall low incidence
of TEAEs. All nine of the TEAEs were graded as mild in severity. Of the nine
TEAES reported, the relationship of six was judged as “reasonable possibility”
and three as “no reasonable possibility”. No deaths, serious or significant AEs
were reported during this study. One subject had clinically significant safety
measurement results (Coagulation) during the study; however, data from the
subjects completing study exit procedures (including laboratory tests and vital
signs measurements) confirmed the absence of significant changes in the
subject’s state of health,

22, Conclusion

A (160455);

Based on these results, it can be concluded that the test Ticagrelor 90 mg film-
coated tablet is bioequivalent to the reference Brilique® following a

1 x 90 mg film-coated tablet under fasting conditions. Both formulations were
well tolerated, with no major side effects and no relevant differences in safety
profiles were observed between the preparations.

B (180389):

Based on the results, it can be concluded that the Test Ticagrelor 90 mg film
coated tablets (Treatment A) is bioequivalent to the Reference Brilique® 90 mg
film-coated tablets (Treatment B), following administration of 1 x 90 mg crushed
tablet under fasting conditions. All the formulations were well tolerated, with no
major side effects and no relevant differences in safety profiles were observed
between the preparations, particularly with respect to the number and pattern of]
AEs.

justification:




Therefore Applicant states that bioequivalence demonstrated for strength 120mg can be applied
for lower strengths of the product.

Applicant (Marketing /4 "" -
Authorization Holder}/ ¢/ ) S




