Jomarok 30

jo TTopsaky npoBeieHHs eKCIIEPTH3H
peecTpalliifHUX MaTepialiB Ha JliKapCchKi
3aco0u, 110 NOJAIOTHCA Ha ASpPKABHY
peecTpallilo (IepepeecTpaliio), a TaKoxK
eKCIepTU3U MaTepialiB Npo BHECEHHS
BMIH JI0 peecTpaLiiinux Marepiaiis
npoTAroMm Jii peectpariitHoro
MOCBITUEHHS

(myHkKT 4 posniny IV)

3BIT npo ki

HiYHe BUNIPOOYBAHHA

1. Ha3ga nixapcekoro 3aco0y (3a
HasiIBHOCTI — HOMep peecTpalliifHoro
MOCBIIUCHHA)

Onmectan Tpio, TabneTKu, BKPUTI MIIBKOBOIO
oGomonkor mo 20 mr/5 mr/12,5 mr ta no 40 mr/10
Mr/12,5 mr

2. 3a9BHUK

CTAJIA Apunaiimitrens Al', Himeuunna

3. BupobHuk

«Xemoapm» AJl, CepOis*

*Bunpo6yseani npenapamu, AKi 6UKOPUCMAHI 6
nopisHAILHOMY Qocaiodcenni 6io0ocmynHoCHi,
onucanomy 6 yoomy 38imi, OyiU 6U20MOGNEH]
komnanieio « CTAIA Apynaiimimmenv A,
\Himeuuuna. IIpomszom J#cummeso20 yuxiy
npenapamy eupobHUYMBOo TiKapCcuKo20 3acoby 6yn0
nepedano eid komnanii « CTAI[A Apynaiimimmens
ATy, Hiveuuuna do komnanii «Xemogapm A [ »,
Cepbis. «Xemogpapm A.J1.» € 100% douipneoro
komnanicto «CTAHA Apynaiimimmens AL».

4. TIposeeHi TOCTIIKEHHA

X TaK O ui  gximo Hi, oOrpyHTYBATH

1) Tvn ikapceKOro 3acody, 3a AKUM
nposoauaacs abo IMIaHyeThess PeecTparis

Onmecapran / Ammoaunin / igpoxnoporiazun
(HCT), TabieTKH, BKPUTI TLIBKOIO 000IOHKOK
(peecTpallisi FeHEpPHYHOIO JiKapchKOTo 3aco0y)

5. [ToBHa Ha3Ba KJIIHIYHOTO BUIIPOOYBaHHS,
KOJIOBaHH{T HOMEp KJIiHIYHOrO
BUNPOOYBaHHs

Kon nocnimkenns: 538B16

Hazpa mocnimxenss: JocaigxeHHs
6i0eKBiBaJEHTHOCTI OJIMEcapTaHy, aMJIOJIAIIHY Ta




riipoxJaopoTiazuy micis pa3oBoro npuioMy (HaTuie)
imikapeskoro 3aco0y Onmecaptad/Amnoaunis/HCT,
TabIeTKH, BKPUTI MUTiBKOK 000s10HKO0, 110 40 Mr/10
Mr/25 Mr (DocnizIpKyBaHUi Npenapar) Ta JiKapchbKoro
zacoby Cerikap HCT®, tabneTku, BKpUTI IUHIBKOIO
oGonoukoro, o 40 mr/10 mr/25 mr (mpenapat
NOPIBHAHHA) Y 3M0POBUX 0CiO.

6. @aza KaiHIYHOrO BUIIPOOYBaHHA

BunpobyBsaHHs 6i0eKBiBaJeHTHOCTI

7. Ilepios npoBeeHHs KIHIYHOTO
BUNIPOOYBaHHs

325.01.2017 no 14.03.2017

8. Kpainu, e nmpoBoauIocs KIiHiuHe
BUIIPOOYBaHHSA

TypeuunHa

9. KinbKicTh 10CTiKY BAHUX

3aruiaHoBaHa: 36
(akTuyHa: 37

10. MeTa Ta BTOpMHHI LI/ KJIIHIYHOTO
BUIPOOYBaHH

MeTor LBOro JOCTIKeHHS OY10 BUSHAYUTH
610J0CTYIIHICTh ONMecapTaHy, aMJIOAUIIIHY Ta
riZIpOXJIOpOTiasHIy Ta OLIHUTH Oi0eKBiBaNEHTHICTh
ToCIi Ky BAHOT O MpenapaTy Ta Ipenapary
MOPIiBHSHHS, 10 MICTATH OJIMECApPTaHy MeJOKCOMIiILY
40 mr, ammoaumniny 10 Mr Ta riipoXaopoTiasuay

25 Mr micjis pa3oBOro NpuiioMy HaTLie Y 30POBHX
ociO.

BTopHHHOIO METOIO IBOTO A0CIiKeHHs OyJ10
BUBYEHH: Ge3MeKH MpenapaTie Ha OCHOBI KJIIHIYHUX
Ta 1a6opaTOPHHX OCHIPKeHb Oe3NeKH (Ha MmovaTKy
Ta HaNPUKIHLI JOC/IKEHHS) Ta peecTpauii nobiunux
sBULL Ta/a60 NOGIYHMX peakiiii Ha NiKapchKi 3ac00H.

11. JTu3aiiH KAiHiYHOTO BUIIPOOYBaHHS

JTu3aiiH JOCTIPKEHHS: paHIOMi30BaHe, BiIKpUTE, 3
IBOMA CXEMaMH JIIKYBaHHs, JBOMa IepioaMH,
BOMA MOCITiZIOBHOCTAMM, NEpeXpecHe JOCiKEeHHA
pa3oBOro MpUHOMY JIIKapchKHX 3ac0biB, o
MPOBOIUIOCS B OJTHOMY MiCLi [IPOBE/ICHHS
BUMpPOOYBaHHA

[lepiox BuMuBaHHA: 21 1eHb
Llnax BBeJEHHS: NIEpOpanbHHiH

Cxema npuiiomy: pa3oBa jio3a




Jlo3yBaHHs: onMecapTany Megokcominy 40 mr,
amnoauniny 10 Mr, rigpoxsopoTiazumy 25 mr

12. OcHOBHI KpUTepii BKIIOUEHHA

* 3J10pOBi  MpPeACTABHHUKH  €BPOMEOINHOI  pacH
J0I0Bi4Oi cTaTi, BikoM 18-55 pokis

- Inpexc mMacu Tina B gianazoni > 18,5 ta < 30,0 kr/m2

- JlaHi anaMHe3y Ta (pi3MKaIbHOro 00CTEKEHHS B
Mexax KIIHIYHOT IpUHHATHOCTI, AKLIO KIIHIMHHA
ITOCTiIHUK BBayKa€ BiIXHMIIEHHS JOITYCTHMHM 3
OrJIAY Ha METY JOCIIiIKEHHS

- Jlani 1aGopaTopHHX aHai3iB 3HAXOAATHCS B MExKax
iana3zoHy HOpMalbHUX 3HAYEHb, AKLII0 KIiHIYHUH
ITOCTiTHUK BBAYKAE BiAXHIIEHHA JOMYCTHMHUM 3
OrNIsily Ha METY JAOCIiIKEeHHs

- Hopmanena EKI" Ta ocHoOBHI ¢izionoriuHi
MOKa3HHKH (HOPMaJIbHUI piBEHb apTepianbHOro
TUCKY Ta 4aCcTOTa CepPLEBUX CKOPOUYCHb, BUMIpPsAHI B
cTabUIbHUX YMOBAX i Yac CKPMHIHTOBOTO Bi3HTY
Mic/ig He MEHIIE 5 XBUJIMH Y CMIOKOT B MOJIOKEHH1
cuasuu: aprepianbHuii THeK 100-140 MM pT. cT.,
niacTonivuHuMit apTepianbHUi THCK

60-90 MM pT.CT. i yacTOTa CepLEBHX CKOpOUYeHb 50—
100 ymapis Ha XBUJIMHY;, HOpMadbHa TeMIepaTypa
tina (35,4—37,8 °C)) abo BigXuneHHs BiJl HOPMH, AKi
KIIHIYHHAH JOCHIAHHUK He BBAXKAE MiACTaBaMH 11
BiJJMOBM B y4acTi y AOCIIiKEHHI

- T'OTOBHICTh TIPOHTH (hi3uKanbHE 0OCTEKEHHS
nepes J0CHiKEHHIM, a TaKoXk J1abopaTopHi
ITOCITIZIFKEHHS JIO Ta TiC/s JOCITiKeHHS

- 3maTHICTH po3yMiTH iH(OpPMaLito, HABE/IEHY B
bopmi indopmanii a1 nauienta ta ingopmosaHoi
3roJu y NMCEMOBIH opMi

Hekypiti abo Kypiti B MHHYJIOMY (sKi NPUITHHUIIA
KYPHTH HE MEHIIe HiX 6 MicALiB ToMy) Ta 0coOu, sAKi
He BXKHBAIOTh THOTFHOHOBHUX BUPOOIB

13. JocnimpkyBaHui nikapchbkuii 3acif,
crioci6 3acTocyBaHHsI, cuna Ail

Hazga: Onmecapran/Amnoaunin/HCT, Tabnetkn,
BKPHTI TUTiBKOKO 00010HKOO, 110 40/10/25 Mr

JlikapchKa pedOBHHA: OJIMECAPTaHy MEJOKCOMi,
AMJIOJTUITIH Ta TiPOXIOPOTia3uy




Jlo3a: onmecapTany menokcominy 40 mr,
amsioauniny 10 mr, rigpoxnopotiasugy 25 mr

[1nax BBeACHHA: IepopaibHUi

JTikapceka dopma: TabNeTKH, BKPHTI MTiBKOO
000NI0HKOIO

Howmep cepii: 1459 TF 529/2
Jlata nosropHoro BunpoSyeanHa: 06.2017

Bupo6uuk: «Crana Apunaiimitrens Al'», Himeuunna

14. Ilpenapat nopiBHsAHHA, 1034, CMIOCIO
3aCTOCYBaHHS, cuna ail

Haspa: Cesikap HCT®, TabneTku, BKPHTI MTIBKOKO
o6o0HKO, 110 40 Mr/10 mMr/25 mr

Jlikapchka pedOBHHA: OJIMECAPTAHy MEIOKCOMI,
aMJIOJTMITIH Ta TiIPOXJIOpOTia3Hi

JTo3a: onMecapTany MegokcoMity 40 mr,
amnoaumnidy 10 Mr, rigpoxaopoTiazuay 25 mMr

115X BBEACHHS: NIEpOpaIbHHI

JTikapcrka Gopma: TaGIeTKH, BKPUTI MITIBKOIO
000JI0HKOIO

Homep cepii: 252083
JlaTa 3aKinueHHs TepMiHy npuaatHocti: 11.2018

BracHMK peecTpauiiiHoro nocpigdenna: «Jlaivi-
Canxiio FOpon 'M6X», Himeuunna (Daiichi-Sankyo
Europe GmbH, Germany)

15. CynyTHs Tepanis

Kputepii HeBKIIIOYEHHA:

- 3acTocyBaHHs Oy1b-AKUX TIPENaparis,
pelenTypHHX a60 Ge3pelienTypHUX (BKIHOYHO 3
npenapaTaMi POCIMHHOTO MOXOJKEHHS), IPOTATOM
2 TUKHIB (60 MPOTArOM HIECTH MEPIOIIB
HaliBBUBEEHHA LIMX MPEMaparTiB, 3aJ1€KHO BJ| TOTO,
[110 TOBIIIE) JI0 TEPIIOTO MPHHOMY J0CIIKYBaHUX
npenaparis

- TIpwitoM depMeHTIHAYKyOUHX ab0
OpPraHOTOKCHYHMX TIPerapaTiB NPOTATOM 4 THKHIB
10 MOYATKY KJIiHIMHOIO JA0C/IKEHHS

[Ipuitom Mpenaparis, IO CIPUYUHSAOTH 3MiHH B

OCHOBHHX OopraHax abo cHcTeMax, TaKuX fK




inmykropu CYP3A4 (Hanpukiaj, JeKcaMeTasoH,
deHiTOTH, OKckapOa3selliH, kapbaMaseriH,
pudamninng, penobapbitan abo Hypericum
perforatum, Takoxk BioMoro sk 3Bipo6iit), iHriGiTopis
CYP1A2 (nanpukiaz, GayBoKcamiH,
uunpoduiokcauuH), inriditopie CYP3A4 (nanpukian,
KeTOKOHA30J1, iTpaKOHAa30J1, EPUTPOMILIHH,
KiaputpoMiiuH), iHribitopis CYP2C9 (nanpuknan,
BOPUKOHA301), OyAb-AKHX IHIIMX Npenaparis, 10
metabonizyrotecss CYP3A4 (Hanpukian,
Tpra3os100eH30/1ia3eniHy, Ui APOipHIHOBI
GIOKATOPH KaJbI[iEBMX KaHaNiB, NeBHi iHribiTopu
['MI'-KoA-peayKTasH, sK-0T, CTAaTHHH), TIpenaparis,
o metabomisyrotees CYP2D6 (Hanpuknarn,
Bap(aprH, METOTIPOJION) Ta AHTArOHICTIB MiCTaMiHy
(Hanpuknaz, goparafaut, Gpexkcodenaant, edacTH,
[IPOMETA3MH, KBeTialliH, LIIMETHIHH, PaHiTHIUH)
npoTarom 2 Micsuis o sactocysanna J1JI3.

16. Kpurepii oninku eeKTHBHOCTI

Ouinka GioeKBiBaJICHTHOCTI TPYHTYBalacsa Ha
CMiBBiIHOIIEHH] NEPBUHHUX KiHLEBUX TOYOK
nokaszHukiB AUC(0-t) Ta Cmax onmMecapTaHy Ta
rigpoxsnopoTiazuzy, a Takoxx AUC(0-72h) ta Cmax
AMJTOAMITIHY .

BropuHHUMH KiHleBuMH Toukamu 6ymn AUC(0-inf),
% excTpanonbosaHux nokasHukis AUC, tmax, t1/2
Ta Az oJIMecapTaHy Ta riipoxJiopoTiasuay Ta tmax
AMJTO/IMITIHY.

BioeKBiBaNEHTHICTh MiATBEPPKYBasIacs, KOJIH TOYKOBI
owuinku Ta 90% noBipui iHTEPBaIK EPBUHHNAX
napamMeTpis nepeOyBaH y 3arajibHONPHAHATHX
mexax 80,00-125,00 %.

17. Kputepii oniHkH 0e3nexu

Kniniuni Ta naGopaTopHi JociiiKeHHs 6e3nekH (Ha
MOYATKY TA HANPHUKIHLI JOC/I/UKEHHS) Ta peecTpaLlis
no6iuHNX ABMIL Ta/ab0 MOGIYHUX peaKilii Ha
1iKapChKi 3acO0M.

18. CraTtvcTHuHI METOAU

st owinkM GioekpiBaneHTHOCTI GyM po3paxoBai
90% noBipui iHTepBaIK JUI CHiBBIIHOICHHS
peuenTypu 3a napamerpamu AUC(0-t) Ta Cmax
o7MecapTaHy Ta FiPoXJI0poTiasHy, a TaKoK 3a
napametpamu AUC(0-72h) Ta Cmax amMioaumity 3
BUKOPHUCTAHHSAM JIOTapri()MiuHO NIEPETBOPEHHUX JIaHHX.
Kpurepii owjiHk# 6i0eKBiBaJICHTHOCTI 3aCTOCOBYBAIHU




s mapametpis AUC(0-t) Ta Cmax oMecapTaHy Ta
rigpoxioporia3uy, a Takox ans napametpis AUC(0-
72h) Ta Cmax aMI0UITiHY.

19. lemorpadiyHi NoKasHUKH

TOIIIO)

nocaipKyBaHol nonyaLii (cTaTs, BiK, paca,

Tun: 310pOBi Npe/ICTABHUKY EBPOTIEOIAHOT pacu
CTaTh: 4OJIOBIYA
Bik: 18-55 pokis

Maca Tina: Ingexc macH Tiia B aiamasoHi > 18,5 Ta <
30,0 kr/mM2

20. PesynsTaTi €(peKTHBHOCTI

Pesynerati fqociikenHsa 538B16 mokasyroTs, 110
s crynens aGeop6uii (AUC(0-t)) Ta mBHaKocTi
a6copbuii (Cmax) 90 % noBipui iHTepBAIIH
3HAXOMATHCA B MEXKaX Jiarna3oHny NpUHHATHOCTI
80,00—125,00 % nns onMecapTaHy Ta
riApOXIOPOTiazuy.

V pesynbTati 3po6eHO BUCHOBOK, 110 I CTYNEHA
aGeop6wii (AUC(0-t)) Ta menakocTi abcopOuii
(Cmax) 6ioeKBiBaJIeHTHICTh AJIs OJIMEcapTaHy Ta
ripOXI0pOTiasuay A0BEICHA.

Pesynestarty focnimpkeHHs 538B16 nokasyioTs, 110
st erynens abeop6uii (AUC(0-72h)) Ta mBHaKOCTI
aGeop6uii (Cmax) 90 % nosipui iHTepBai
3HAXOATHCS B MeKax Jliana3oHy NpPHAHATHOCTI
80,00-125,00 % a1 aMJIO/IMITIHY.

V pesynbrati 3po6seHO BUCHOBOK, 110 IS
aMJI0IUTTiHY Gi0eKBiBAIEHTHICTD 33 CTYTICHEM
a6eopbuii (AUC(0-72h)) Ta meuakicTio aGeopouii
(Cmax) goBeaeHa.

21. Pesynpraru Oe3mexku

Pa3oBi 1031 JiKapchKUX 3ac00iB
Onmecapras/Amnoannin/HCT, TaGneTkH, BKPUTI
utiBkoro oGononkoo, no 40/10/25 mr («Crana
Apumaiimitrens AT», Himeuunna) Ta Cesikap
HCT®, TabneTku, BKPUTI TUTIBKOK 000JIOHKOIO, 110
40 Mr/10 mr/25 mr («Jlaiui-Cankiio FOpon I'm6X»,
HimeuunHa) nodpe nepeHoCHINCs.




[IpoTAroM 1LOTO AOCTIIKEHHS O/IMH Y4acHHK (Ne
32) BUOYB 3 AOCIIPKEHHS 3 0COOMCTHX MPHYKH
NPOTArOM MEPIIOTo NePioAy JKyBaHHs.

JTOCTIZIHUKY He CTIOCTepiraay KIiHIYHO 3HAYYIHX
3MiH 32 faHMMH (i3HKaIbHOro obcTexeHHs abo
1a6OpaTOPHUX MOKA3HUKIB MPOTATOM JOCTIIKEHHS.

Y 10 yuacHuKiB criocTepiranocs 12 moGiMHHX ABMIL.
[le 6ysu ronioBHKi 6inb (5 npu 3acTocyBaHHI
TOCIi/IKYBAHOTO Mpenaparty, 4 — npenapary
MOPiBHAHHS) i 3a11aMOPOUEHH (3 TIpH 3aCTOCYBaHHI
npenapary nopiBHAHHA).

Vei mo6iuni ABMILA, 10 crocTepiranucs, 6yu
HecepHO3HUMH Ta JIerkoro abo cepeiHboro CTYIeHs
inTeHcuBHOCTI (3 noGiuni ssuma 6ynu knacudikopani
f1K JIETKOTO CTyTeHs, 9 no6iyHux apuiL Oyiu
knacuikoBaHi K cepeIHBOro cTyneHs). ¥Yci nobiuni
SBMINA, 1110 CIIOCTEPIraancs, BBaKaIUCs (MOKIIMBO)
OB’ I3aHHMH 3 JOCJIiKYBaHUMHU MpenapaTaMH.

Y rpymi JiKyBaHH:A JOCIIKYBaHHM IIpenapaToM
criocTepiranocs 5 noGiuHKX SIBHIL Y 5 YHaCHHKIB; Y
rpyni JiKyBaHHS MPENapaToM NOpPiBHAHHS
criocTepiranocs 7 mobiuHMX ABULL Y 7 YHaCHHKIB.

4 yuachuku (Ne 004, 015, 016 Ta 027) motpeOyranu
MiKyBaHHS NOOIYHMX SBHIL.

V BCIX y4acHUKIB MOGiUHi SBHILA MOBHICTIO MUHYJIH.

22. BUCHOBOK (3aK/IHOUEHHS)

V nociizkeHHi BeTaHOBIEHA Gi0SKBIBAIEHTHICTD
onMecapTaHy, aMJIOUITIHY Ta TiIPOXAOPOTiazuIy
nicas pazoBoro npuitoMy (Harie) J0CHiKyBaHOTO
npenapaty (Onmecapran/Amnonunin/HCT, Tabnetky,
BKPUTI IUIIBKOIO 000110HKOK0, 110 40 Mr/10 Mr/25 mr)
ta npenapaty nopisusnus Cesikap HCT®, tabnetkw,
BKPHTI MTiBKOO 060/I0HKOI0, 110 40 Mr/10 Mr/25 mr
(npenapat MopiBHAHHA) Y 300POBHX OCIO.

[1lono BuBYeHHs Ge3neku, Oyao 3po0ieHO BHCHOBOK
Mpo XOPOILY- TIePeHOCHMICTh Npenaparis.

3asBHUK (BJIaCHUK
peecTpaiiifHoro noceia4eHHs)

(mianuc)

H.I. Hikonaenko (IL 1. B.) y LM‘/
(/)




Jomatok 30

no Tlopsky npoBeeHHs eKCNePTH3H
peecTpalifiHuX MaTepialiB Ha JiKapchKi
3aco0H, 1110 MOJAIOTHCS Ha JePIKaBHY
peecTpauiio (mepepeecTpaitir), a TaKoxK
eKCIepTH3u Marepiais PO BHECEHH
BMiH JI0 peecTpalliifHiX MaTepianip
MPOTAroM il peecTpalifiHoro
MOCBI{4eHHs

(nyHkT 4 posainy IV)

3BIT npo kaiHiuHe BUIPOOYBaHHSN

1. Hassa nikapceKkoro 3aco0y (3a
HasBHOCTI — HOMEp peecTpauiifHoro
IOCBIIYEHHS)

Onmectan Tpio, TaGneTKy, BKPUTI MITiIBKOBOIO
o6ononkoro mo 20 Mr/5 mr/12,5 mr ta mo 40 mr/10
mr/12,5 mr

2. 3aBHUK

CTAJIA Apunaiimitrens Al', Himeuunna

3. BupoGHuk

«Xemoapm» AJl, Cepbis*

*BunpoOyBaHuii NTiKapcbkuii 3aci®, BUKOpPUCTAHHH
y MOPiBHANEHOMY JOCIILKeHHI 6i010CTy MHOCTI,
onicaHoMy TYT, 6YB BUTOTOBJIEHHH KOMIIAHIEO
CTAJIA Apunaiimitrens AL, [IpoTAroM XXUTTEBOTO
LUKITy TIpemapary BUpOOHHITBO OYJ10 MepesaHo Bif
CTAJIA Apunaiimitrens AT Ha Xemodapm AL,
Cep6ist, sxuii € 100% H04iPHBOK KOMITAHIE0
CTAJIA Apunaiimitrens Al

4. [lpoBe/ieHi 0CTIUKEHHS:

.TaK O Hi

AKINO Hi, OOIPYHTYBaTH

1) THm niKapcbKoro 3acody, 3a AKUM
MpoBoJMIacs ab0 MIAHYETHCA PeecTpaLlis

Onmecapran / Amnozunis/ Tigpoxnopriazua (HCT),
TaGeTKM, BKPUTI MLTIBKOBOK 000JI0HKOIO (
peecTpallis FeHepUYHOTO JiKapchKOro 3acody)

KO/IOBaHUN HOMEpP KITiHIYHOTO
BUMPOOYBaHHS

5. TToBHa Ha3Ba KJIiHIYHOrO BUMPOOYBaHHs,

Kon mochimxenns: 003B19

Haspa mocnimpkeHHs: PanioMizoBaHe, epexpecHe
ocimkeHHs 6i0eKBiBaICHTHOCTI OJIMECApTaHy,
aMJIOJIMITIHY Ta TiAPOXJIOPOTiasHIy MICIs pasoBoro
npuiioMy (HaTie) J1iKapchkoro 3acoby
Onmecapran/Amnoaunin/HCT, TabneTku, BKpATI
niskoro o6osoHKo0, no 40/5/12,5 mr
(mocnifpKyBaHuii penapar) Ta JiKapchkoro 3aco0y




Cesikap HCT®, TabneTku, BKPUTI ITIBKOO
oGononkoro, mo 40 mr/5 mr/12,5 mr (npenapar
MOpPIiBHAHHSA) Y 310POBHX 0Ci0.

6. daza KAiHIYHOTO BUMPOOYBaHHS

JTocnimkeHHs 6i0eKBiBaIEHTHOCTI

7. Ilepion mpoBeeHH KIiHIYHOTO
BUNPOOYBaHHs

321.06.2019 ro 21.08.2019

8. Kpainu, e npoBoguiocs KIiHIUHEe
BUTIPOOYBaHHA

TypeuunHa

9. KinpkicTh gociiukyBaHUX

3ariaHoBaHa: 48
(axkTuyHa: 50

10. MeTa Ta BTOpHHHI LTI KJIIHIYHOTO
BUINPOOYBaHHA

MeTor0 LBOrO JOCHIPKEHHS Oy/10 BUSHAYHTH
6i0/I0CTYNHICTh OJIMECapTaHy, aMJIOJUIIIHY Ta
ripoxI0poTiasKuay Ta OLiHUTH 6i0EKBiBAIICHTHICTH
TOCITKYBAHOTO [Ipenapary Ta lpenapaTy
NOPiBHAHHSA, 110 MICTUTH OJIMECapTaHy MEIOKCOMITY
40 Mr, aMJIOJIUITIHY 5 MI' Ta TiapoXJ0poTiazuLy

12,5 Mr micas pa3oBoro NpuifoMy HaTmie y 310pOBUX
ocib.

BTOPUHHOIO METOKO BOT0 JOCIi/KEHHS Oy0
BHBYEHHS Oe3IIeKH MpernapariB Ha OCHOBI KITHIYHUX
Ta TabOPaTOPHMX HOCIiuKeHb Ge3neKu (Ha NoYaTKy
Ta HANIPMKIHL JOC/IPKEHHA) Ta peecTpaii oOIMHIX
aBwi Ta/abo nobiUHMX peakuiil Ha TiKapchKi 3ac00H.

11. JIuzaiin KiiHiYHOrO BHIIPOOYBaHHA

JTu3aiin 10CIIKEHH: paHI0Mi30BaHe, BIZIKPHTE, 3
MBOMa CXeMaMM JIiKyBaHHsd, JBOMa NepiofiaMHu,
MBOMA MOCIIAOBHOCTAMM, IIEPEXPECHE MOCITIIKCHHSA
pa30BOro NPUHOMY JIIKAPCHKMX 3aCc00iB, 110
MPOBOAKIIOCS B OZTHOMY MiCLIi IIPOBEACHHS
BUITPOOYBAHHS

[lepioa BUMHBaHH:A: npuHaiiMui 21 neHb
[[[1AX BBEAEHHS: IEpOpabHHA
Cxema mpuiioMy: pa3oBa 103a

JTosyBaHHs: onMecapTaHy Menokcomity 40 mr,
aMyouminy 5 Mr, rigpoxiopotiasuay 12,5 Mr




12. OcHOBHi KpUTepii BKJIHOUEHHS

* 310poBi  TpEICTaBHUKM  €BPOMEOiAHOI  pacy
osioBidol cTati, Bikom 18-55 pokis

- Inmexc MacH Tina B Aianasoni > 18,5 ta < 30,0 xr/m2
(BKJIIOYHO 3 TPAHHYHUMH 3HAUEHHAMM)

- JlaHi aHaMHE3Y B MeXaX KIiHIYHOT MPUIHATHOCTI,
SKIIO KJITHIYHHUI JOC/IJHAK BBAXKAE BiIXUIIEHHA
TOMYCTMMHM 3 OTJISITY Ha METY JOCIIHKEHHS

- Jlani isukansHOro 0OCTEKEHHs B MEKax
KJ1iHIYHOT MPUHHATHOCTI, AKLIO KJIHIYHUA
MOCITIJHUK BBAXKAE BiAXWJICHHS JIOMYCTHMHUM 3
ornsiy Ha MeTy JAOCIiDKEHHS

- Jlani naGopaTOpHUX aHAJI3IB 3HAXOAATECA B MEXKAX
nianasoHy HOpMalbHUX 3HAYEHb, AKIIO KIiHi4HHA
OC/IIHAK BBAXKAE BIIXHJICHHS JOMyCTHMHM 3
OISy Ha MEeTY JOCIiUKEHHs

- Hopmanbna EKT a6o BifXuIeHHs BiJf HOPMH, sAKi
KIiHIYHWH TOCTIJHAK HE BBAXAE MiJCTaBaMH i
BiZIMOBH B y4acTi Yy AOC/i/KEHHI

- HopmaJbHi OcHOBHI (i3io/0riuHi MOKa3sHUKH
(HOpMaJIbHMIi piBeHb apTepiaqbHOro THCKY Ta
4aCTOTA CEPLEBUX CKOPOUEHb, BUMIPAHI B
CTaGiNBHUX yMOBAX Mij{ Yac CKPMHIHNOBOrO Bi3UTY
[1ic/I HE MEHILE 5 XBHJIMH Y CIIOKOI B TIOJIOKeHH]
CHAAYN: apTﬂplaﬂBHHH tuck 100-140 mm pT. cT.,
niactoniunuii aprepiansHuii THCK 60-90 MM pT.CT. i
wacToTa cepleBux ckopoueHs 50-100 yaapiB Ha
XBUJIMHY; HOpMaJibHa TeMneparypa Tina (B Jith B
no6a, 35,5-37,0 °C) aGo BiAXMIEHHS BiZl HOPMH, AKi
KTIHIUHME JOCTIIHUK He BBAKAE MiACTaBaMHU /1A
BiIMOBH B ydacTi y JIOCIiKEHHI

- ['OTOBHICTE MPOWTH CKPUHIHTOBI Ta MOAANbLUI
orysian (To6To (izuKanbHi 06CTEKEHHA Ta
aGopaTOPHi JIOCi/KEHHS JI0 Ta Mic/Ist NepiofiB
TiKyBaHHS)

- 3aTHICT po3yMiTH iH(opMaLLio, HABEICHY B
hopmi indopmattii 11 nalieHTa T indopmoBaHoi
3roIM Y MUCHMOBIH hopMi

Hekypui a6o KypLi B MUHYJIOMY (AKi IPUNMHAHKTIH
KypPUTH HE MEHLIE HiXK 6 MiCALIB TOMY) Ta 0co0H, AKi
He BXKMBAIOTh TIOTFOHOBHX BHPOOIB.




13. JlocnimxyBanuii TikapcbKuii 3aci6,
crioci6 3acTocyBaHHs, cuia il

Hazga: Onmecapran/Amnoaunin/HCT, tabneTkH,
BKPHTI IUTIBKOIO 00010HKO0, 0 40Mr/5Mr/12,5 Mr

Jlikapchka pedyoBMHA: OJMEcapTaHy MEeJOKCOMI,
AMJIOIHITIH Ta TiAPOXI0POTiasHy

To3a: onMecapTaHy Menokcominy 40 mr,
aMJIO/IMIIIHY 5 MT, rigpoxiopoTiazuay 12,5 mr

[11s1x BBEeHHS: IepOpabHUil

Jlikapcbka (opma: TaONETKH, BKPHUTI IUTiBKOIO
000J10HKOIO

Homep cepii: 1459 TF 204/1

Bupobuuk: «Crana ApunaiiMitrens A, HimeutiHa

14. INpenapaT nopiBHAHH, 1034, CHOCIO
3aCTOCYBaHHS, cuia ail

Hasga: Cesikap HCT®, TabneTku, BKPHTI MTiBKOKO
ob6osioHkor0, mo 40 mr/5 mr/12,5 mMr

Jlikapchka pEYOBMHA: OJIMECapTaHy MeIOKCOM,
aMJIO/IMITiH, TiPOXJIOPOTiasH

Tloza: onMecapTaHy Meaokcomiay 40 mr,
aMJIOIUITIHY 5 M, rigpoxyiopoTiasumy 12,5 mMr

115X BBEJAECHH:A: NIEpOpabHHiA

JTikapceka opma: TaGNeTKH, BKPHUTI ILTIBKOIO
000JI0HKOI0

Howmep cepii: 293294
JTata sakinuenHs TepMiHy npuaatHocTi: 11/2020

BnacHWK peecTpaLiifHOro NocBi4eHHs: «Jaiui-
Cankiio FOpon I'm0X», HiMmeuunHa

15. CynyTHs Tepamnis

Kputepil HEBKIIOUEHHS:

-3acTocyBaHHs Oyb-AKHX MPENapaTiB, peLenTy PHAX
a60 Ge3pellenTypHUX (BKIIOYHO 3 pernapaTamMu
POCTMHHOTO TOXOKEHHS), TPOTATOM 2 THKHIB (abo
MPOTArOM LIECTH MEPio/liB HaMIBBUBEACHHS LIUX
TIpenaparis, 3aJIeXKHO Bijl TOTO, 110 JOBIIIE) 10
MepiIoro NpUHOMy AOCIIKYBaHHX NPETaparis

-[Ipuiiom depMeHTIHAYKYI0UHX a60
OpraHOTOKCHYHKX Tperaparis npoTsaroM 4 THXKHIB
0 MOYaTKY KJIHIYHOTO JOCHIIKECHHA




-[Ipuiiom npenapartig, 10 CIPUUUHAIOTH 3MIHHU B
OCHOBHHX OpraHax abo cucTeMax, TakuX fAK
inmykropu CYP3A4 (Hanpukial, JeKcaMeTas3oH,
deHiTOIH, okcKapOaseriH, kapbamasertiH,
pudamminug, penodapbiran abo Hypericum
perforatum, TaKOX BiTOMOTO fAK 3Bipo0iii), iHridiTopis
CYP1A2 (nanpuknaz, ¢piyBoKCaMiH,
punpodiokcanut), inriditopie CYP3A4 (nanpukiarn,
KETOKOHA30J1, iTPaKOHA30J1, EPUTPOMILIMH,
KnaputpoMiluH), iHriditopie CYP2C9 (Hanpukian,
BOPHKOHA30J1), Oy/Ib-KHX iHLIMX Npenaparis, o
metabonisytoteead CYP3A4 (Hanpukian,
TpHa3oobeH30ia3eniHy, AUTiAPOTipHAHHOBI
G0KaTOpH KasbLi€BUX KaHAITIB, TIEBHI iHriOiTOpH
['MI'-KoA-peayKTasu, sK-0T, CTaTUHH), TIpenapaTis,
o Metabomizytotbes CYP2D6 (Hanpuknaz,
BapQapiH, METOIPOJION) T AHTArOHICTIB riCTaMiHy
(nanpukian, nopataauH, GekcodeHanun, ebacTuH,
POMETA3KH, KBETiamiH, LMMETH/IMH, PAHITHIUH)
MPOTArOM 2 MicALIiB 10 3aCTOCYBaHHs
10CI1i 1Ky BaHOTO JTIKapchKOTo 3acoly.

16. Kpurepii ouiHku eeKTHBHOCTI

OuiHka GioeKBiBaIEHTHOCTI [PYHTYBajacs Ha
CMiBRIHOLIEHH] NEPBHHHUX KiHLIEBHX TOYOK
nokazHukis AUC(0-t) Ta Cmax olMecapTaHy Ta
rigpoxmoporiasuay, a Takosx AUC(0-72h) Ta Cmax
aMJIOIMMiHY. BTOpHHHUMH KiHIEBHMH TOHYKaMH
Gy AUC(0-inf), % excTpanonboBaHUX [IOKa3HHKIB
AUC, tmax, t1/2 Ta Az onMecapTaHy Ta
riapoxaopoTiaskay Ta tmax aMJIOKITIHY.

BioeKBiBaICHTHICT MiATBEPIKYBANACs, KOJIU TOYKOBI
ouiHkH Ta 90% moBipui iHTepBaIH ITEPBHHHHUX
napamMeTpis mepe0yBald y 3araabHONPHAHATHX
meskax 80,00-125,00 %.

17. Kpurepil oLiHKH 6€3n1eKH

Knixivni Ta 1aGopatopHi JociukeHHs Oe3nekn (Ha
04aTKy Ta HAMPUKIHLI AOCTIKEHHSA) Ta peecTpaLlis
noGiuHuX ABMIL Ta/ab0 MOOIYHUX peaKiliii Ha
TiKapchKi 3acO0H.

18. CtaTucTHUHI METOIH

ITyist ouinky GioeksisanentHocTi 6yH po3paxoBaHi
90% 1oBipdi iHTEepBaJIH IS CITIBBIHOIICHH
peuentypu 3a napamerpamu AUC(0-t) Ta Cmax
o/IMecapTaHy Ta TipoXJOpOTiasu/Iy, 8 TAKOXK 3a
napametpamu AUC(0-72h) Ta Cmax amioAnIizy 3
BUKOPHMCTAHHAM JIOTapU(MivHO MEPEeTBOPECHUX IaHHX.




KpuTepii oliHky Gi0eKBiBaJEeHTHOCTI 3aCTOCOBYBAIIH
uist napametpie AUC(0-t) ra Cmax onmecapTrany Ta
rigpoXa0poTiasuy, a Takox Uit napamerpis AUC(0-
72h) Ta Cmax aMIoUMiHY.

19. IleMorpagiyHi MoKazHUKH
MOCIIKYBaHOT nmony isuii (craTh, BiK, paca,
TOLO)

Twum: 3m0poRBi MPEeACTABHUKU €BPOIIEOIAHOI pacH
Cratb: 4OIOBiYa
Bik: 18-55 pokig

Maca Tina: IHaekc Macu Tina B aianas3oHi > 18,5 ta <
30,0 kr/m2

20. Pesynpratu epeKTUBHOCTI

Pesynptati qocaimkeHHsa 003B19nokasyoTs, wo 1
crynens abeopouii (AUC(0-t)) Ta mBHaKOCTI
aGeopbuii (Cmax) 90 % noBip4i iHTEpBann
3HAXOATLCS B MEKAX Jiana3oHy NpUHHATHOCTI
80,00-125,00 % nns onmecapTaHy Ta
rigpoxaopoTiazuy.

Taxum uuHoM, s ctynens abeopouii (AUC(0-t)) Ta
mBuaAKocTi abcopbuii (Cmax) 6i0eKBIBaNIEHTHICTD
/15 oJIMecapTaHy Ta TipoXI0poTiasuy I0Be/eHa.

Pesynetatd gochimkenns 003B19nokasyiors, 1110
s crynens abeop6uii (AUC(0-72h)) Ta wBuaKocTi
a6copbuii (Cmax) 90 % moeip4i iHTepBaNH
3HAXOMATHCS B MEKax Jiana3oHy NpHHHATHOCTI
80,00—125,00 % i aMIOUITIHY.

TakuM YMHOM, 1A cTynens abeopbuii (AUC(0-72h))
Ta meuaKkocTi abcop6uii (Cmax) GioeKBiBaNEHTHICTE
17151 AMJTOJUITIHY JOBE/IEHA.

21. PesynbraTu 6€3neku

Pa3oBi /1031 NTIKapChKHX 3ac00iB
Onmecapran/Amnoaunia/HCT, TabneTku, BKpUTI
1iBKO o6onoHkoo, no 40/5/12,5 mr («Crazna
Apunaiimitrens Ay, Hiveuuuna) Ta Cesikap
HCT®, TabneTku, BKPUTI TUTIBKOIO 000JIOHKOIO, 110
40 mr/5 mr/12,5 mr («Taigi-Cankito FOpom ['m6X»,
HimeuunHa) 100pe NEPeHOCHUIHCA.

[IpoTAroM AOCIiDKeHHs 0uH ydacHuk (Ne 041) Oys
BUKIIOUYEHHIA 3 JOCTIKEHHS BiIMOBLIaIbHHM
TOCTiAHUKOM 3 MEJMYHOT MiICTABY I1iCIs PUAOMY
nmpenapary NpOTSCOM NEpLIOro Nepiojly JiKyBaHHA.
Kpim Toro, nsoe yuacuukis (Ne 027 ta 036) BuGyn 3




nocipKeHHs 3 0COOMCTHX TIPHYHH TICHsA MPHHOMY
npenapaTy MpoTAroM NEPLIOro Nepiofy MiKyBaHHS,

JToCHiqHUKH HE CIIOCTepirani KIiHIYHO 3HaYyHX
3MiH 3a JlaHuMH (i3UKanbHOTO 00CcTeNKEHH abo
1abopaTOPHKUX MOKA3HHKIB MPOTArOM JOC/IIHKEHH.

'V LecTH Y4acHMKIB CTIOCTepiranocs WicTh MoOIYHMX
apuil. e 6ynm 3anamopouenHs (2 Mpu 3aCTOCYBaHHI
nocIiKyBaHOrO Npenaparty), Aiapes (1 npu
3aCTOCYBaHHI MpenapaTty MOpPiBHAHHA), BUCHIIAHHS
no eceoMy Ty (1 MpHW 3acTOCYBaHHI Npenapary
MOpPIBHAHHS) Ta FOJIOBHUMH 61k (2 MpH 3aCTOCY BaHHI
TOCIIKYBAHOTO Mpenapary).

Vci mo6ivHi ABMILA, LI0 CrOCTepiranucs, Oyiu
HecepHo3HMUMH Ta Jierkoro abo cepeIHbOro CTyMeHs
inTeHcuBHOCTI (3 moGiuHi aeuwa Oyau
KJ1acH(iKoBaHi K JIErKOro cTymneHs, 3 nobiumi
sIBHLIA — AK cepeHbOoro crymneHs). YoTupu nodiumi
SBHLIA, 110 CIIOCTEPiraaucs, BBaXKaaucs
MoB’s3aHUMH 3 JOCIIIDKYBAaHHMH npenapaTaMu (3
MOKIIMBO Ta | HiMOBIpHO NMOB’A3aHi ABMINA), & IBA
noGiyHUX SBUINA BBAKAIUCS HE OB’ A3AHMMH 3
NOCIiIKYBAaHHMHU NpenapaTamMH.

[1pu 3acTOCYBaHHI JOCTI/I’KYBaHOTO Npenapary
crocTepiraaucs 40THPY NMOOIYHI ABMIIA Y YOTHPBOX
V4aCHHKIB; TIPH 3aCTOCYBaHHI Mpernaparty
MopiBHAHHA CTIOCTepiranucs pa nobiuni sBuma y
TBOX YH4aCHMKIB.

OzMH yuacHUK MoTpeGyBaB JTiKyBaHHs M0GIYHOrO
SBHILA.

V BciX y4acHMKIB MOGi4Hi SBUINA NOBHICTIO MHHYJIH.

22. BUCHOBOK (3aKJIFOUEHHS)

YV jocTiKeHHI BCTaHOB/IeHA G10eKBiBaNEHTHICTD
oJIMecapTaHy, aMJIOJHITIHY Ta T'ipOXI0poTiasuity
micIis pa3oBOro MpuifoMy (HATIIE) IOCIIIIKYBAHOTO
npenapary (Onmecapran/Amnoaunin/HCT, TaONeTKH,
BKPHUTI MTIBKOKO 0GONOHKOW, 110 40 Mr/5 mMr/12,5 Mr)
Ta npenapaty nopieusuus Cepikap HCT®, TabneTku,
BKPHUTI M1iBKOIO 060110HKOI0, 10 40 Mr/5 Mr/12,5 Mr
(npenapat MOpiBHAHHA) Y 3M0POBHX 0Ci0.




[1{ogo euBuenHs Gesnexu, 6yno 3pobreno RBHCHOBOK

[pO XOpOILY INEePeHOCHMICTE NMpenapaTie.

3asdBHUK (BIACHHK
peecTpaliifHoro MOCBiAYEHHS)

_ (migmmc)

*  H.L.Hikomaexko (1L L B.)




Jlonarox 29

o [opaaky npoeejeHHs excnepTusy
peecTpailiiiHix Marepianis Ha nikapebki
3aco0y, WO NOAAIOTLCS HA IEPIKABHY
pecerpantito (nepepeectpauiio), a Takox
€KCHEPTH3H MaTepiaiiiB po BHECEHHS
3MIH 110 peecTpallifHuX matepianis
nporarom Jii peectpaniisoro
HOCBLMCHHS

(mynxr 4 posziny V)

Annex 29

to the Procedure for Conducting Expert
Evaluation

of Registration Materials Pertinent

to Medicinal Products, which are Submitted
ffor State Registration (Re-Registration)
and Expert Evaluation of Materials
about Introduction of Changes to the
Registration Materials during

the Validity Period of

Registration Certificate

;(Pumgraph 4, Section 1V)

3BIT npo poxainiuni gocaixxenHs / NON-CLINICAL STUDY REPORT

1. Hasga nikapchkoro 3acofy (3a
HAABHOCTI - HOMEp peecTpauiifHoro
nocsiguennsn): / Name of the medicinal
product (Marketing Authorization number,
if any):

Olmestad trio film coated tablets 20mg/5mg/12,5mg
and 10mg/40mg/12,5mg

1} Tan nikapebkoro 3aco0y, 3a AKuM
npoBojiunacs abo niaHyeThes peectpauis /
type of the medicinal product for which the
registration was conducted or planned to be
conducted

Olmestad medoxomil/ Amlodipine/
Hydrochlorothiazide film-coated tablets (generic
medicinal product registration)

2) nposeaeHi pocnimpxenns / conducted
studies

X Hi /no sKwo Hi, 06rpynTyBaru /
if no, provide rationale

0 TaK / yes

The applicant has not conducted any toxicological
or pharmacological studies on Olmestad trio film-
coated tablets. Olmestad trio film-coated tablets
have been developed as a generic medicinal
product with reference to the originator Sevikar
HCT®, Daiichi-Sankyo Ltd. The SmPC for
Olmestad trio is based on the approved SmPC for
Sevikar HCT® and there are no differences in the
indication, dosage, contraindications, warnings
and precautions. All strengths of the generic
formulation have the same qualitative composition
and the proportions of active ingredient and

_excipients are the same.




[Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitied CTD dossier.

2. ®apmakonoris: / Pharmacology:

1) nepeuuna papmaxkonunamika / primary |Reference is made to the SmPC of the originator
pharmacodynamics product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

2) BTopuHHa dapmakoauHamiKa / Reference is made to the SmPC of the originator
secondary pharmacodynamics product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

3) bapmakosoris Gesnexu / safety Reference is made to the SmPC of the originator
pharmacology product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

4) papmakoguHamiuHi B3aeMoxii / Reference is made to the SmPC of the originator
pharmacodynamic interactions product Sevikar HC'T®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

3. ®apmakokiHeruka: / Pharmacokinetics:

1) aHaniTU4YHI METOMKH Ta 3BiTH WOAO TX [Relerence is made to the SmPC of the originator

Baninauii / analytical procedures and product Sevikar HCT®, a copy of which is provided
validation reports in Module 4 of the submitted CTD dossier.
2) BcMoKTyBaHH# / absorption Reference is made to the SmPC of the originator

product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

3) posnoain / distribution Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

4) meTabostism / metabolism Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

5) BuBeieHHs / excretion Reference is made to the SmPC of the originator
product Sevikar HC'T®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

SKALLRHIA KOO

HTINY,
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6) GapmakokiHeTHuHi B3aemMONiT
(nokainiugi) / pharmacokinetic interactions
(non-clinical)

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

7) iHwi (apmakokineTHuHi pochigpKenHs /
iother pharmacokinetic studies

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

4. Toxcuxonoris: / Toxicology:

1) TOXCHUHICTB ¥ pazi 0JHOPa30BOro
BRe/ieHHs / single-dose toxicity

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

2) TOKCUYHICTb y pasi NOBTOPHUX
BBE/ICHb / repeated-dose toxicity

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

3) 'EHOTOKCHYHICTh:
in vitro /
genotoxicity:

in vifro

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

in vivo (BK/IIOYAKYX NONATKOBY OLIHKY 3
TOKCHKOKiHeTHKH) / in vivo (including
additional toxicokinetics assessment)

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

4) kaHueporeHHicTh: / carcinogenicity:

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

IOBrOCTPOKOBI ocikenHs / long-term
studies

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

KOPOTKOCTPOKOBI JOCTIIKEHHS

200 MOCHiKEHHA cepeiHbOT TpUBanocTi /
short-term studies

or mid-term studies

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

noaatkori gocnipkenns / additional
studies

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.
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5) penpoAyKTHBHA TOKCHYHICTb Ta
TOKCHYHUH BNJMB HA PO3BUTOK
noromcTea: / reproductive and
developmental toxicity studies:

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

BILIMB Ha epTHABLIICTD i paHHiii
emOpioHansHu# po3suTokK / effect on
fertility and early embryonic development

Reference is made to the SmPC of the originator
product Sevikar HC'T®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

emOpioTokcHuHiCTh / embryotoxicity

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

NpeHaTalbHa i NoCTHATaNLHA
TOKCHYHICTh / prenatal and postnatal
toxicity

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

IOCTIAXKEHHA, NP AKUX Npenapar
YBOAMTBCSA TIOTOMCTBY (HECTATEBO3PiNUM
TBapHHaM) Ta/ab0 OLIHIETHCH BigAaNeHa
nis / studies in which the drug is
administered in the offspring (juvenile
animals) and/or late effect is assessed

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

6) micuesa nepeHocuMicTs / local tolerance

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

7) NOAATKOBI JOCTIIKEHHA TOKCHYHOCTI: /
additional toxicity studies:

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
{in Module 4 of the submitted CTD dossier.

AHTUTCHHICTb (YTBOPEHHS aHTUTIN) /
antigenicity (antibody production)

Reference is made to the SmPC of the originator
product Sevikar HC'T®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

IMYHOTOKCHYHICTh / immunotoxicity

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

\mocaipKeHHa MexaHisMis aii / mechanistic
study

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.




nikapcbka 3anexHicts / drug dependence

Relerence is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

TOKCHYHICTb MeTaboniTie / toxicity of
metabolites

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

TOKCHYHICTh A0OMIlIOK / toxicity of
impurities

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted C'TD dossier.

iume / other

Reference is made to the SmPC of the originator
product Sevikar HCT®, a copy of which is provided
in Module 4 of the submitted CTD dossier.

5. BucHoBk# moa0 JOKIIHIYHOTO
BuBueHus / Conclusions on non-clinical
study

Reference is made to the SmPC 4f the originator
product Sevikar HCT®, a copy of which is provided

in Module 4 of the submitte /C'IT) dossier.

3aseuuK (BNacHUK
peectpauiiiHoro
noceigyexHs) /
Applicant (Marketing
Authorization Holder)
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