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Honaroxk 29
Ao Hopsjiky nposesenns ei(cnep’mml
peecTpauiiinux marepianis pa JKapeeKi
3aco0H, 110 NMoAarOTLes Ha nepmaBHy’
peecTpartito (nepepeempauim), a TaKox
CKCNICPTH3H Marepianis npo BHecenns
3MIH JI0 peecTpargiitnnx Ma'repianisl
npoTsArom aii peecmauiﬁuoro{
NOCBiAYeHHs]

__ (nyHKT 4 posniny IVJ

3BIT

Npo nOKAiHIuHI Ko ke

I. Hasga nikapcbkoro 3acoly (3a
HasBHOCTI - HOMep peecTpatiiiforo
MOCBITYCHHS):

Cyminap H
Kaney.an teepjai,
S mr/5 mr/12,5 mr
10 Mr/10 mr/25 mr

1) Tun nikapeskoro 3aco0y, 3a sKuM
IpOBOANIacs abo naanyerses peectpantis

DikcoBana KoMOinamis

2) npoBeneni nocnimrenms

TaK XHi sxwo i, 00IpyHTYBaTH:

He 3actocoBHo, ockineku sassa na JCpIKaBHY
PEECTpaLLIO [0JaHa 3a THITOM «(ikcorana
KOMOiHaLUis», 1711 skoro ne BUMAaraeThcs
MPOBENCHHA NOKNIHIYHUX T0CTimKeHE

2. Gapmakosoris:

He 3acmocogro

I) nepeunna dpapmakomunamixa

He sacmocogro

2) BTOpHHHa (hapmakoannamixa

He sacmocosro

3) dapmakonoris Gesmnexy

He sacmocogno

4) bapmakonnnamiupi B3aEMO1iT

He zacmocoegno

3. DapmakokineTuka:

1) ananituuni MCTOUMKH Ta 3BITH 100 TX
Basijanii

He 3acmocogno

2) BeMOKTYBanus

He 3acmocosno

3) posznouin

He sacmocogno

4) meTabonism

He sacmocoguo

5) BUBE/ICHHS

He sacmocoero




6) hapmaxokineTnyui B3aeMOIT
(ToKsiniyHi)

He 3acmocogno

7) iHui papmakokinernuni JOCIJKCHHS

He sacmocogno

4. Tokcukonoris:

I) TokeHuHicTs y pasi OAHOPA30BOro
BBEAEHHS

He 3acmocogno

2) TOKCHYHiCTE y pasi NOBTOPHMX BRe/eHE

He sacmocosno

3) reHOTOKCHYHiCTD:
in vitro

He sacmocogno

in vivo (BKmouaroun AOJATKOBY ouiHKy 3
TOKCHKOKIHETHKH)

He s3acmocogno

4) KaHueporenuicTe:

He sacmocoeno

AOBIOCTPOKOBI J1OCI/3KeH Hst

He sacmocoeno

KOPOTKOCTPOKOBI 10CHijpkeHHS
abo focrimkens CCPEaHBOT TPUBAIOCTI

He sacmocogno

JIOJATKOBI OCHII3KCHHS

He zacmocoeno

5) penpoayKTHusHa TOKCHYHICTh Ta
TOKCHYHHI BIUTMB HA PO3BHTOK
NOTOMCTBA:

He sacmocogno

BITHB Ha GEPTHIILHICTS | pauiii
eMOpioHabLHUIT PO3BUTOK

He zacmocosno

eMOpioTokeHuHicTs

He sacmocogno

MpeHATaNbHA | MOCTHATANILHA TOKCHUHICTD

He sacmocogno

JOCIIIKEHHS, IPH SKNX npenapar
YBOAUTBCA NOTOMCTBY (HecTaTeBO3pimIM
TBApHHAM) Ta/abo OUiHIOEThCS Bijtaiena
st

He sacmocogno

0) MiclieBa nepeHocumicTs

He zacmocogno

7) NONATKOBI nOCinKeHHS TOKCHYHOCTI!

He zacmocoeno

AHTUICHHICTD (yTBOpEHHS aHTUTLN)

He sacmocoeno

IMYHOTOKCHYHICTS

He sacmocogno

JOCIIKEHHS MEXAHI3MIB it

He zacmocosno

JIKapebKa 3a/1e3KHICTh

He sacmocosno

TOKCHYHICTH METaboJIiTIR

He sacmocoeno

TOKCHYHICTE JOMILIOK

He zacmocoeno




iHe

He sacmocosno

5. BucHosku LO/I0 JOKNIHIYHOrO
BUBYEHHS 1

He sacmocoeno

3asaBHUK (BracHuk f
peccrpaiiitoro
MOCBI[UEeHIS)

'(ninn}»( ),/

Boro#enor
Havanbuuk

Bk T\
(IL. 1. B(Y' SN
X, j
{ \ bl x_ﬂ.!"“\'(\
J(nimmé}—

UTTTE
KopHoBcbka A B.
\Hauaneuuk pimminy 3 peecTpauii sikapebkux 3acobip

YHNATOPHUX IHUTAHb

(I. L. B.)




Honarok 30

Ao IMopsaky npoenents EKCITePTH3H
peceTpaniiinux mMarepianis na NiKapehbKi
3aC00M, HIO MONAIOTLES Ha JIepKaBHY,
peecTpanio (nepepeectpaniio), a Takox
CKCTICPTU3H MaTepialtie po BHecenHs
3MIH JIO peecTpauiiinmx Marepiaip
MpOTAroM il peectpaniiinoro,
[OCBINYeHHS

(MyHKT 4 pozniny V)

. Hazga

(3a HasiBHOCTI -
HOMep
pecctpauiiinoro
MOCBITYCHHS)
2. 3asaBuuK

3. Bupo6uuk

JliKapebkoro 3aco0y |kancynu Teepai

3BIT Nel
PO KIIHIMHE BUNPOBYBanHs

Cyminap H B

5 mr/5 mr/12,5 mr
10 Mr/10 mr/25 mr

Cannoz ®apmacsiorikans A.n., Cnogenis

Sandoz Pharmaceuticals d.d., Slovenia

Bunyck cepiii:

Jlex ®apmanentuana KomMnawuist 1.1., Crorenisi/ Lek Pharmaceuticals
d.d., Slovenia

in bulk supoénuymeo, nepeunne ma emopunne naxyeanns.
Anamen ®apma C.A., Honsma /

Adamed Pharma S.A., Poland

By lllkonbua 33, 95-054 Kcagepyn

ul. Szkolna 33, 95-054, Ksawerow

nepsimne ma smopunne naxyeanns, Koumpons/sunpooyeanns cepii
Anamen @apma C.A., Honabma /

Adamed Pharma S.A., Poland

ul. Marszalka Jozefa Pitsudskiego 5 . 95-200 Pabianice/

Bys1. Mapuwana Jlkocedga ineyaewkoro, 5, 95-200 Ia6'snine

4. ITposesieni
TOCHIKSHH:

X Tak i SKLIO Hi, 00IpyHTYBaTH:

Ilposeneni ta yermimmo 3aBEPLUEH] in Vivo OCHIKeHHS 3
OioekBiBaTeHTHOCT]

1) Tvn nikapcrkoro
3aco0y, 3a kUM
nposoaniacs abo
[UIAHYEThLCS
peectpattis

DikcoBana komGinawis




5. IloBHa Hazea
KIHIYHOO
BUMpoOyRanHsg,

KIMIHIYHOrO
BUIIPOOYBaHHs

BHIIPOOYBaHHS
7. llepion
NpoBeAenHs
KJIiHIYHOrO
BHIPpOOyBaHHs
8. Kpainn, ne
NPOBOAKIOCH
KJIIHIuHe
BHIIPOOVBaHHs

KooBaHui HoMep

6. Daza kninivynoro

Pannomizopane, BilIKpHTeE, LEPEXPEcHE Hocimenns OloeksiBanenrHoct]
3 IBOMA Tepioamu 3 mopisHsims OAHOKPAaTHOrO BBEAEHHS 103K
paMinpnny/a\monnniHy/ri,upoxnopoﬂamﬂy, TBEPIUX Karcyn 1o 10
Mr+10 Mr+25 mr, ta niKapchKoro 3acoby Tpuraue 10, tabnerku no 10 mr,
TiKapchKkoro sacoby Hopsack, Tabrnerku no 10 MT, Ta JIKapChKOro 3acoly
Ezuapexe, raGnerku no 25 MT, 310pOBMM I06POBOILLAM HaTLIe,
EudraCT Ne: 2016-003231-38

Hocnigzxenns CEPHA Ne: CPA 490-16

CroHcopebke nocnimkenns No: RAM-AML-HYD-BIO-03-16
ﬁ:n IJDKEHHS 3 BioekeiBanenTHOCT]

3 15 Bepecns 2016 p. o 25 skowTHS 2016 p.

Uexis

9. Kinbkicts
I0CTIKY BaHKX
10. MeTa ta
BTOPHHHI i
KIHIMHOrO
BHIIpoOyBanms

3arutanoerana: 60 daxtuuna: 56

OcHoBHOW0O MeToIO AOCAUBKEHHS 6Y10 OLiHUTH (hapmakokineTnuni
BITACTHBOCTI Ta MOPIiBHATH OlonocTynHicTs AOCIIKYBAHOTO TiKapChkoro
3acoly (J13) 3 pedepentHumM mikapebkum 3acoGon 38 Y4acTIO 310pOBUX
JI00POBOIIBLIR B yMOBax HaTile. BioekBiBaNeHTHICTE X TKapChKHX
3aco0iB ouiHOBATM Ha nincTaBi 90% JOBipyuoro iHTEpBANY B dianaszoui
npuiinsTHoCTi Bix 80,00% 1o 125.00% JUIST I0rapH(pMIYHO IIepeTBOpeHHX
nokaszHukie AUC(0-t) i Cmax paminpuny Ta FiIpOXITOpoTIaskHy, a Takosxi
AUC(0-72h) Ta Cmax AMJIOJIUIIIHY K [IepBHHHHX napametpis. [Huri
(papmakokineTnymi napameTpu 6yau npencrasneni sk BTOPHUHHI
napamMeTpH.

Bropunnoro metoro AOCIILKEHHA Y10 OLiHHTH Oesneky J0CHTKY BAHOTO
Ta pecpepentroro JI3. Ipu NPOBEAEHH] OLIHKH Ge3nexy Ta MOPIBHAHHA
MIK JIOCTIPKYBAHMM Ta pedepentanm JI3 noeizommsiocs npo HebaxaHi
ABHIIA T KIHIYHO 3HAYYINI BiAXHTeHHs KJIiHIKO-nmaGoparopHux
MOKASHHKIB, Me/iuHi ornsaau, EKT a KHUTTEBO-BAYKIIUB] 03HAKH.,

11. JTuzaiin
KJIHIUHOrO
BUIIPOOYBaH Hs

OnHouenrpoge, Binkpute, Mackopane AT KIHIYHOT TaGopaTopii,
PaHAOMI30BaHe, epexpecHe T0CTiBKeHNS 3 ABOMa MePioaaMH 3 BUBUCHHS
ABOX MOCHINOBHOCTEI OIHOKpaTHOrO BBE/ICHHS JIBOX Mpenaparis 3
nepioaoM BUMHUBaHHS 2| neHb Misxk J103aMH.

12. OcHorni

KpUTEPIT BKIIOYe HHx

310poBi 1o6poBobLi EBPOMEOiAHOT pack 060X cTaTeil (SKiHKH, K He
BariTHi, He rOAYIOTH rpyuiio) Bikom sin 18 10 60 POKiB (BKAIO4HO), IMT
Bin 18,5 mo 30 kr/m2 (BKIIIOUHO), HekypLi a60 KoJTHILH] Kypui (KUHYTH

KYPHUTH OHaliMeHIIe 3a 3 Micani 1o NPHHOMY mepLIoi 1o3m).




13. Tocnimxysanuii

3aCTOCYBaHHS, CcHila
il

14. penapar
NOPiBHsAHHA, 1034,
crocio
34CTOCYBaHHI, CUITg
aii

edexTuBHOCTI

I5. CynyThs tepanis

16. Kpurepii ouinku

Jlikapchkuii zaci6 paMinHﬂ/aMIlOlIHHiH/[‘f,[[pOXJIOpOTiaBHL[, KarcyJiu
TREPAi 110 10 Mr+ 10 mr + 25 M, A1 I€POPANBHOTO 3aCTOCYBaHHs

%

Tpurane 10, TaGnerku no 10 M, U1 IEPOPANILHOTO 3acToCy BaHHs
Hopgack, taGnetku no 10 MT, JU1 [IEPOPaNbHOTO 3acTOCY BaHHS
Esunpekc, Ta6netku o 23 MT, JUTs IEPOPANbHOTO 3acTOCY BaHHS

[ % I NG Jr—y

He zacTocosuo

[lepBunHi napamerpu:

. AUC(0-t) i Cmax paminpuny ra rinpoxnopo*riasnny Ta AUC(0-
72h) (1o Bignosinae AUC(0-1)) i Cmax aMJIOTUITIHY

Bropunui napameTpu:

. tmax, AUC(0-w0), 2anumkoga nowa, Az i t1/2 paminpuny Ta
riﬂpoxnopoﬁasu,qy, tmax, Az itl/2 aMJIOTUITIHY

17. Kpurepii ouinku
Gesnekn

[To6iuni peakuil, KiiHiyHa XiMig, FeMaToNoris, aHami3 cevi, MeIHYHHUIT
orian, EKT Ta KHTTEBO-BAXKIHRI O3HAKH,

18, CratucTuyni
METOH

19. Hemorpadiunui
MOKA3ZHUKH
OCIIKY BaHOT
ITONYJISLT

(ctars, Bik, paca,
TOILO)

ANOVA (aucnepciiinmiz ananis) npu 90% AOBipUOMY inTepBani mis
TOrapH(PMIMHO NepeTBOPeHNX nanHux IpO MOKA3HUKH paminpury ta
riﬂpoxnopOTiamﬂy AUC(0-t) Ta Cmax Tta nokasuukip aMIIOJIUIIHY
AUC(0-72h) Ta Cmax

I'pyna s 57 NALIEHTIB, BKITIOYeHHX 70 oUiHKH GioekBiBaeHTHOCTI
paminpuny, cknaganacs 3 17 HOJOBIKIB Ta 40 KiHOK EBPOMEOIHOT pacu

BiKOM Bix 18,0 g0 53.0 POKiB (Meziana 38,0 POKIB), 3pocTom Bin 157,0 no
193,0 cm (Megiana 1730 em), Macoro Tina Bi1 50,7 10 96,0 kr (Megiana
72,4 Kr), IHAEKCOM MacH Tina (IMT) Bix 19,8 10 29.8 kr/m2 (Meniana 24.8
Kr/mM2). Bei nanientu OyIH HekypusaMH,

I'pyna 3 25 nauienriz, Brmouenux 70 OLUHKH DioekBiBaTeHTHOCT]
aMIOMITIHY Ta TIAPOXTOpOTIazHY, ckiananacs 3 8 uostoBiKiB Ta 17 kiHok
EBPOMNEOIAHOT pacH BikoM Bij 19,0 1o 53,0 pokie (meniana 39,0 POKIB),
3pocTom Bin 158,0 1o 192,5 cm (Meniana 173,0 CM), Macolo Tina Bix 50,7
10 96,0 kr (Meniana 72,4 KT) Ta iHJEKCOM MacH Tina (IMT) eix 19.8 1o
28,5 kr/mM2 (Mepiana 24,5 kr/m2). Bei naientn OyJu HekypuaAMHU.

20. Pesyneratn
edexTusHOCTI

3Beaeni 1amiza PE3VALTATAMI 10 CTIReH IS GioexeiBanenTHoCTi:
___paminpua (N=57)
Cnisginnomenns Hiskns Bepxus |Toipuuii Koediuient
Cepeannoro  |xomipua Aogipua | pisens Bapianii
[lapamerp TFCOMETPIYHOTO | Melka MeKa BiTHocHo
JUI3/PIT3 O0I1H 0AHOTO
CV (%)
AUC0-y 1,1578 1.0906 | 1,229] 0,9000 19,2
AUC o) 1,1370 1.0521 | 12287 0.9000 19:9
Crme 1.1347 1,.0348 | 1.2442 0.9000 30,0
*)N=37




3eeneni naniza PEIVABTATAMI J0CTiaKenns BioexBiBatenToCT:
amaoannin (N=25
Bepxus | Tomipunii Koedinienr

cepeansoro | xoeipua| xomipua piBenn Bapiamiy
FeoMeTpuYHOro | Meska BiIHOCHO
J3/PII3

OJAHH OAHOTr0

AUC(0-721) 1,0228 | 1,0882 0.9000
Coir 09944 | 1.0778 0.9000

3IBeneni naui 3a PE3YABTATAME X0 CTiTRe NN OioexBiBaTenTHOCTI:
rizpoxaoporiazig (N=25

0,9449 | 1.0181 0.9000
0.9417 | 1,0164 0,9000
0.9483 | 1.1283 0,9000

Ouinka Gioekeipanentuocer] IPYHTYBAacs Ha CTATHCTHYHOMY MOpPIBHAHHI
AUC(0-t) i Cmax paminpuny ta FiApoXTopoTiasuay, a Takosk 3HauYeHkb
AUC(0-72h) i Cmax aAMJTIOJIMITIHY 9K OCHOBHHX [IapaMeTpiB Mix
JIOCTIDKY BaHUM | pedepentrum JI3. Cepeane reometpuune BITHOIIEHHs
(90% nosipumnii IHTEPBAT) NEPBHHHOIO napamMeTpa cTyneHs
OloeKkBIBANIEHTHOCT] AUC(0-1) pPaMInpHIy cTaHOBMIO 1,1578 (1,0906,
1,2291). Cepenne FEOMETpUYHe BiaHowenus (90% NOBIpYHii iHTepBan)
IEPBUHHOrO MapamMeTpa piBHs BioekBiBanenTHOCTi Cmax paminpuiy
cTanoeuno 1,1347 (1,0348, 1,2442). Cepenne FEOMETPHYHE BITHOIIEHHS
(90% noeipumii iHTepBam) llapamMeTpa CTYNeHs NepBUHHOT
OioekBiBaNeHTHOCT AUC(0-72 rop) aMJIOIMIIHY cTaHoBMIO 1,0550
(1,0228, 1,0882). Cepenne FCOMETPHYHE BiHOUIEHHS (90% JOBipumMii
IHTEPBAIT) IePBHHHOrO fNapameTpa pieHs GioeksiraneHTHOCTI Cmax
aMJIOMTHITIHY cTaHOBHIIO 1,0352 (0,9944, 1,0778). Cepeane reometpuyne
BiZtHOIIEHHA (90% AoBipuuii iHTepBa) [EPBHHHOrO IapaMeTpa cTyIeHs
OioekeiBaneHTHOCT] AUC(0-1) riApoxnopoTiasuay cTanoBmIO 0,9808
(0,9449, 1,0181). ['eomeTpuune CepesiHe BiTHOWEHHA (90% JOBIpYHIA
IHTEPBAIT) MePBUHHOTO napameTpa pieHs GioekpisaneHTHOCT] Cmax
rinpoxnopmiam):{y CTaHoBUIO 1,0344 (0,9483. 1.1283). Takum YHHOM,
3po6JIeHO BUCHOBOK, 110 90% JOBIpYi iIHTEPBAIH K A5 napameTpie
AUC(O—t)/AUC(O—'/‘Zh), TaK 1 1 mapametpis Cmax paminpuny,
rigpoxnoporiasuay ta aMJIOTHITIHY BUSBUITHCS B MEKAX HeoOXIgHOro
CTaHIAPTHOIO MPUHHATHOTO nianazony GioekBiBateHTHOCT] 811 80,00 1o
125,00%. Lle#t BicHOBOK Takosx MiATBEP/KYEThCA cepegHiM
FCOMETPUYHUM CIHIBBIIHOLICHHAM (90% NOBipumit inrepsan) 1,1370
(1,0521, 1,2287) 1a 0,9783 (0.9417, 1,0164) nns BTOPHHHOI0 MapameTpa
piBHA GioekBiraseHTHOCT AUC(0-c0) paminpuy Ta riapoxiaopoTiazuay
BIAMORINHO,

CepeanLoro
TeOMETPHYHOTO

JUT3/PJ13

Bapianiy
BiAHOCHO
O/THH 0JTHOT 0

0,9808
0,9783
1.0344




21. Pesynbratu
Oesrneky

Hepenocumicrs JUI3 Oy.a xopowow. Koanoro Cepio3HOro Hebaxkanoro
ABHILA, Hemepenbatenoi moSiunoi peakuir ua npenapar abo iHworo
KITHIYHO 3HAYYIIOro HeGakaHoro ABHIIA HE BIAMIYATOCE.

22. BucHoBok
(3aKar04enns)

Ha sakinyenns crnip SA3HAYHTH, 110 B XOMi JOCTIKeHHS Byna noeenena
OioekeiBaneHTHICTS JJ13 Ta tprox ogHouacHo 3aCTOCOBYBAHHX
pedpepentrux JI3, o ouinoBanack 3a KiNbKICTIO paminpuny, aAMITOIMTTIHY
Ta ripOXIOPOTiasHay B miasmi KpOBIi (AUC(O-t)/AUC(0-72h), a TaKoxk 3a
WBHKICTIO abcopOuii, 3ananor0 nokasnukom Cmax. Jlopipui IHTEepBaIH
90% nokaznukis AUC(O-t)/AUC(O-’/‘Zh) Ta Cmax Oynn B Meskax
BCTAHOBIEHOTO KPUTEPII0 NPHIHATHOCTI s bioekriBanentHocTi (Big
80,00% no 125.00%). Brcuopok O10 OI10eKBIBAIEHTHOCTI 101aTKOBO
MIATREPIKY €ThCS 3HAYCHHAMMU BTOPHHHOTO NapamMeTpa As OLiHKH
OioekeiBaneHTHOCT AUC(0-0) nns paminpuny ta ri,upoxnopoﬂasuny. Ile
JOCTIDKEHHS TAKOK TIPO/ICMOHCTPYBATIO, O IOCTI/IKY BaHUit JKapChHKHI
3acio PaMiﬂpHﬂ/ﬂMHO,E[HHiH/I"i,[[pOXJIOpOTiEBHI[, TBEp/i Kancyau mo 10 mr +
10 Mr + 25 mr, 3 OJHOKPaTHHUM BBEJIEHHAM [03H Mae XOpoLHU# npodisie
besneku T4 nepenocumocri.

3aaBHUK (BllacHUK
peecTpatifinoro
MOCBIAYEHHS)

YIATOPHHX ITHTAaHb

Kopnogrcrka A.B.
Hayanbhuuk Bigainy » peecTpauil aikapebkux 3acobin

(I.1. B.) N




Honarok 30
Ao [Mopsaaky nposenenns CKCTIepTH3H
peecTpaLiinux Marepianis na JKapehki
3ac00H, 10 NOAAI0THCH Ha JepsKaBHy
peecTpaiiito ( nepepeecTpaunito), a Takox
CKCMEPTH3W MaTepialiie npo BHeceHHs
3MIH JI0 peecTpauiinmnx Marepiajis
MPOTArOM il peecTpanifinoro
HOCBIAYEHHS

(nyHkt 4 posniny [V

3BIT Ne2
PO KJIIHIYHE BUIPoGYBaHHs

I. Hasea nikapebkoro 3acoby
(3a HasBHOCTI - HOMEp
peecTpaniitnoro nocrinuens)

Cyminap H
KaIcyld TRep I

5 Mr/5 mMr/12,5 mr
10 Mr/10 mMr/25 mr

2. 3asBHUK

Cannos ®apmackorikans A1, Cnoeenis
Sandoz Pharmaceuticals d.d., Slovenia

3. Bupobuuk

Bunycek cepiii:
Jlek @apmanesrauna KoMnauis 1.4., Ciioeenisi/ Lek Pharmaceuticals
d.d., Slovenia

in bulk supotuuymeo, NePeUNNe ma emopunne naKyeans:
Anamen ®apma C.A., Moabma /

Adamed Pharma S.A., Poland

Bya. llkonsna 33, 95-054 Kcapepys

ul. Szkolna 33, 95-054, Ksawerow

nepelniie ma smopunne naxyedans, KOHMpOnb/sunpodyeanna cepii
Anamen @apma C.A., Hoabma /

Adamed Pharma S.A., Poland

ul. Marszalka Jézefa Pitsudskiego 5, 95-200 Pabianice/

ByJ. Mapwana Jlxoceda Hincyncekoro, 5, 95-200 [1a6'sxire

4. Tporeneni nocnimkenus:

XTak  ®wi Ak i, o0rpynryearu:

Llposeneni ta yenimmo 3aBEPLICHI i1 Vivo NOCHimKeHH s 3
GioeksiBasienTHOCTI

1) Tun nikapewkoro 3aco0y, 3a
AKUM IIPOBOMIIACS abo
[IaHY€ThCs peecTpaitis

®ixcoBana komBinaris

5. [MosHa nasea kninivnoro
BUIPOOYBAHHSA, KOOBAHMUI

Pannowmisosaue, inkpure, 4-eTanHe, nepexpecre, nopiBHANbHe
jlocnibrenns 6ioa0cTynHOCTI s OUIHKM MIKITIKAPChKOT B3aeMotii Misk 10

ML pamittpuity, 10 mr AMIIOAUIIHY Ta 25 Mr ripoxsiopotiazuny npu




HOMeEp KJITIHIYHOro
BUIPOOYBaHHs

OJIE‘IO‘!HCH()M}’ 3aCTOCYB3HHi Ta [IPH BBEJIeHH| KOXXHOro lpenapary OKpemo 3
OJHOKPaTHHUM BBECACHHAM 103U 340pPOBHM ,ZIOﬁpOBOJ‘!bL{SIM HaTieceplie.

CIIOHCOPCBHKE HOCHJDKEHH S Ne RAM-AML-HYD-BIO-04-17
QUINTA Ne 670/17
EudraCT Ne 2017-004671-31

6. Maza KiiniyHoTO
BUIIPDOOYBaHHsI

Biaemonin mixk JKAPCEKHMH 33C06aMu

7. lepion nposenenms
INTIHIMHOrO BUIpo Gy Bau s

3 18 ciuns 2018 p. o 01 TpasHs 2018 p.

8. Kpaiuu, ne MPOBOAHIIOCS
KITiHIYHE BHNIPOGY BaHHs

Uexis

9. Kinbkicrn JOCIKY BAHUX

3arutanoBana: 60
(haxtruna: 56 orpumysanu A03y npenaparty, 52 mijnaBaauch cTaTHCTHYHIH
ouwinui. 50 3aBepunAN oCHiBKeH s

10. Meta Ta Bropunni uini
KIHIYHOTO BUNPOGyBaHHs

OcHOBHOW MeTo10 nocTimKkeH s OyIno oiHuTH MOSKIIUBY
(hapmakokineTHUHY B3aeMO1iIO Mik paminpuiom, amnogquminonm ta
FAPOXJIOPOTIaZHAOM 3 OAHOKPATHUM BBEJICHHAM JIO3H 310POBHM
N0OPOROABLIAM HaTILE. Bzaemonairo nux JKapCEKHUX 3ac06ip OLIHIOBAJIH Ha
migcrapi 90% nopipumx IHTepBaie s JIorapu(MiYHO nepeTBopennx
mokasHUKIB AUC 0.1 i Ciax paminpuny Ta FIAPOXJTOpoTiasuy, a Takoxk Ta
AUCH7 1 s AMJIOJTMITIHY K MEPRUHHHUX napameTpie. Mera usoro
JOCIIUKEHHA OJISrana He B OLiHI] PE3YJIBTATIB 3a cTaHAApPTHOIO
METOJ0I0TiEr0 BioeKBiBaTeHTHOCTI, a CKOpillle Y BAKOPUCTAHHI 1THX
3aXOJIIB TK HACTAHOBH 15 iHTepnpeTauii hapmakokiHeTHYHOT B3a€MOTIT.
[Hmi dpapmakokineTHuni nokasHuKky paminpuny, riapoxsoporiazuay Ta
AMIIOIMTIIHY OY/IH NMpecTaBIeH] Sk BTOPHHHI MapaMeTpH, a Bei
(hapmakokineTnuni MapaMeTpu paminpunatry Gynu npesacraeieni si
JIOTTOMIKHI 1aHi (3 METOO TLTBbKH iHpopmyBanHs). [pu NPOBEAEHH] OLIHKH
Oesneku nosizomisnoces Npo HeOaxkaHI ABMINA Ta KIiHIYHO 3HAYYII
BIIXUITEHHA KJiHIKO-maGopaTopHux MOKA3HUKIB, MEJTHYHI OIJIAIM Ta
KHTTEBO-BAIKITURBI O3HAKH.

1. Tuzaiin kniniunoro
BUMPOOYBaHHS

Jlocnijpkenns aensno coGoro PaHIOMIi30BaHe, BinKpHTe, 4-eramnne,
MEpexpecHe, MOPIBHAIBHE 10CTIHKeHHS OloocTynHoOCTI A4 oinkn
MiZTIKApCBKOT B3aeMoii Misk 10 mr paminpuay, 10 mr amIIOIUNIHY Ta 25
MT FiIpoxaopoTiasuy TIPH O/IHOYMACHOMY 3aCTOCYBAHHI Ta NPH BEEICHH]
KOXKHOTO TpemapaTy OKpeMo 3 0IHOKPATHHM BReIEHHSM [103H 310pPOBUM
10OpOBOBLAM HaTIIE, Hocnimkenns cknananocs 3 YOTHPBOX Mepioai
NOCTIIKEHHS 3 NepiogoM BUMHBaHHs 2 | JI€Hb MIK /103aMH.,

12. OcHoui kpurepii
BKJIIOYEHHS

310poBi 106poBOIBILI €BPOIMEOInHOT pacu 000X cTaTeii (KiHKH, 5K He
BariTHi, He FOYIOTH rpyamo), Bikom Bix 18 mo 55 pokie (Baouno), IMT
Bin 18,5 1o 30 kr/m2 (BKII0YHO), HekypIi, 60 KoaMmIHi Ky pui (IpPHITHHHIH

KYPHTH UIOHaHMEHLIE 3a 6 MicALiB 110 NpUHOMY nepIoi 1o31).




13. ocn ITKYBaHHH
Itikapenkuii 3aci6, cnoci
34CTOCYBAHHSL, CHIA JIiT

Tputane 10, Ta6nerku o 10 M, 71 IEPOPAIbHOTO 3aCTOCY BaHHA j
Hopeack, Tabnerku no 10 MT, JUIA IEPOPaIBHOTO 3aCTOCYBAHHS
Esunpekc, Tabnerku no 25 MT, JULS IEPOPATEHOTO 3aCTOCY BAHHS
34CTOCOBYIOThCS 0OHOYACHO.

14. Tlpenapar nopienss,
/103, crioci 3actocyBanHs,
cua il

1 Tpurane 10, Tabnetku mo 10 M, UL IEPOPANIEHOTO 3aCTOCY BaHHS
2, Hoprack, taénetku o 10 M, UL IEPOPANEHOTO 3aCTOCYBaHHA

B Ezunpexe, ta6netku no 25 MT, JU1s TepopalsHoro 3aCTOCYBAHHA
3aCTOCOBYIOTECA OKpEMO.

I5. Cynytusa repanis

He sactocosno

16. Kpurepii oninku
eexTHBHOCTI

Bsaemoniio nux TKAapChKHX 3ac06iB OUiHIORANM Ha miactasi 90% goripumx
IHTepBaiB [1s IOrapu(hMivHO NEePETROPEHUX NOKAZHHUKIR AUC(0-1) i
Cmax paminpuiy Ta FiPOXJIOpOTiasHLy, a Takosk Ta AUC(0-72) i Cmax
AMJIO/THINIHY K MEePRHHHHX Napametpis. MeTa 1boro gocnimkenus
ToJIArana He B OLIHLI pe3ynbTaTiB 3a CTAaH/IAPTHOK METOI0I0TiEI0

Oioeke IBaJICHTHOCTI, a CKOPpIUIe Y BUKOPUCTAHHI TIHX 3aX0[IB 5K HACTAHORH
TS iHTepIIpeTawii (apmakokineTHunof B3aeMoil.

17. Kpurepii ouinku Gearexn

[oeinomnsnocs npo TMoGiymi Peakii Ta KNHIYHO 3HAYYIi BinXHTeHHS
KlliHiko-1aGopaTopHux NOKAa3HUKIB, MeIHYHI OTVIAAH Ta KUTTEBO-BAKIUB]
O3HAKH U1 OLIHKH Ge3MekH.,

I8. Cratuctiuni METO1H

3actocoBysann ANOVA (Amcnepciiinmii ananis) 3 90% TOBIpUMMH
iHTepBanaMu. Bigcytnicts B3aemonii T (kombGiHORaHE zacTocyBanus R +
R2 +R3)1aRI, R2, 1a R3 (Ko3keH Nikapebkuii 3aci6 OKPEMO) CLIHIOBANHN
Ha 1migcTasi 90% AOBIPYHUX iHTEpRAIE juIs JorapH(pMiIHO NepeTBOpeHIX
noxasuukis AUC(0-72h) ta Cmax s amnoanniny ta AUC(0-t) i Cmax
JULA TIIPOXTOPOTiasHay Ta paMinpuiIy sik nepBHHHUX napameTpie. s
OLIHKH BHKOPUCTOBYBATH BCTAHOB/ICHIHH KPHTepiit npuitHaTHOCT Bij
80.00% 110 125.00%. Onucosa oninka 90% JOBIPYMX IHTEpBAIB 1s
Bi/IHOLIEHHS FCOMETPHYHUX cepeaHiX 3HaYens Cmax | AUC(0-72h) s
paminpunaty BHKOPHCTOBYBANACH B SIKOCTI IONOMDKHHX IaHHX 3 MeToo
TUIBKH iHpOPMYBaHHS,

19. lemorpadiuni nokasuuiu
OCITIKYBAaHOT MOyl
(ctare, Bik, paca, TOLIO)

I'pyna 3 56 nauienris, gxi Opanu y4acTs v mocimkenni TKapCchKol
B3aEMOJlii, ckafanacs 3 34 vonorikis ta 22 KIHOK €BpOIeoinHOT pacu
BikoM Bix 18,0 10 55,0 pokis (meniana 36,1 poky), 3poctoM Big 162,0 no
197.,0 cm (mMeniana 176,2 CM), Macolo Tina Bix 55.0 10 105,7 kr (Meniana
74,5 Kr), IHIIeKCOM MacH Tina (IMT) Bin 18,8 10 27,1 kr/m2 (Meniana 23,3
kr/mM?) ). Bei nauienTy Oy/IM HekypusMu.

20. Pesynbraty edextusrocti

90% noeipunii intepan koMGiHOBAHOIO MPUHOMY JIIKApChKHUX 3ac06iB
NpoTH npuiiomy JI3 okpemo cnisinHOmen: PEOMETPUYHUX HalMEHIIHX
o ams AUC(0-72h) i Cmax amsoauniny ta AUC(0-t) i Cmax
T1pOXIIOpTiasuay Ta paMinpuity 6yiiu B Mexkax CTAHIAPTHOTrO
NPUHHATHOTO Miana3ony GioeksiBaTe HTHOCT] Bi1 80,00 % mo 125,00 %.
Hynvogy rinoresy npo zaemoiio 6y10 Binxuneno ans (R1+R2+R3 YR1,
(R1+R2+R3)/R2 i (R1+R2+R3 YR3 cnigpigHOWENE nepeunmnx OK

NapaMeTpis; Tomy He Gymo IIPOACMOHCTPOBAHO B3aEMOIIT Misk




pedepenTHIMHU lTpenapartamu juis amaoauminy, FiApoOXTIOpTiasuay Ta
paminpuiy

i 90%
Cepeane reometprane, PO3pAXoBaHe METOZOM 2
HaliMeHINX kBanparin BinHowenus, AoBIP ;I MEH
” 0,
Hapamery Hocnimky paruii Pedepentanii ]_[J'[{iiPﬂ3
N m N 3 = Bepxas
(RI+R2+R3) (R*)
*R2 Ammonunin
AUC.H.?:IU <
(Hr-r/vn) 23 222,150 23 220,794 100,61 96,22 105,21
Conax 23 3,580 23 5,608 99,51
(Hr/Mm)
*R3 Tiapoxaoporiazig
AUC, 721, " o
(Hr-r/n) 23 1176,47 23 122408 96,11
Crnax 9 c 445 3
(i) 23 161,96 23 171,49 94 45 104,76 5
*R1 Paminpun
AUC, p.721 & ’ = = . 118.8
(r-r/yn) 51 14,91 51 14,05 106,11 99,68 112,95 | TAK 8
& 51 23,80 51| 2107 10835 | 9766 |12021 | TAK 218
max 6
(HC/Ma) J

21. Pezynuratu 6esnexu

Y w'sthaausatu (15) navienriz BiAMivYanuch B oMy yothpu (4) nerki ta
HOTHPHAUATE (14) noMipHUX HeGakanmx sasuut (HS). XKoamoro
CEpHO3HOro HeGakaHOro ABMILA (CHA) ne Biamivanocs.

22. BucHoBok (3aKsovenms)

s oninku Mosknueoi MDETIKAPCEKOT B32aeMOTIT Mixk pedepeHTHHME
MiKapCEKUMM 3acobamu BHKOPHCTOBYBaNH (papMakoKiHeTHyH] napameTpu
AUC(0-72h) Ta Cmax amnouniny ta AUC(0-t) Ta Cmax
FIAPOXI0poTIaZuay Ta paminpuiy. Pesynbrati nokazay. wo 90% noeipui
IHTEPBATH 1714 BiIHOWIEH S FCOMETPHYHHX CcepeNHiX 3HaueHp AUC(0-72h)
Ta Cmax amnoauniny i AUC(0-t) Ta Cmax riIpoXnopotiasuay Ta
paminpuay npu KoMGiHOBaHOMY 3aCTOCYBAHHI Ta y BHIIIsAi MOHOTeparnii
OyJiu B Meskax BCTaHOBICHOIO KPUTEPIIO NPUHHATHOCTI A
OloeKBiBaNIeHTHOCTI Bij 80,00% 1o 125,00%. Hoeenena sincythicTs

peecTpauiiHoro noceinuenns)

MIKTIKapchKoT B3ae LMK paMinpHIOM, aMaoAKMTiHOM Ta
: : TCEI
PLAPOXIIG PAT agAoNEP 4 e S\
/ XY A LT
3asBHUK (BlacHHK i N W

(mianyc)

TITOPHUX NMHUTAHE

(minmde)
Kophoschka A B.
Havanbuuk eijytiny 3 peeCTpaLl TIKAPChKUX 2acobin
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