Honarok 29

o Tlopsaky NpoBeaeHHs eKcrepTH3m
peecTpariiinux marepianis Ha Jikapcbki
3aC00H, 1O TOJAIOTECS HA IepKaBHY
peecTpalliio (nepepeecTpaniio), a Takosxk
€KCIIePTH3H MaTepialliB PO BHECEHHS 3MiH 110
peecTpauiiinux Marepianis npotarom aii
peecTpaLiiiHoro MocBigueHHs (MyHKT 4
pozainy IV)

3BIT
npo JOKJAiIHIYHI JocaixKennn

1. Ha3sga nikapcbkoro 3acoby IMOJIYM®1YO, tabaeTkn.
(32 HasABHOCTI — HOMep Ilo 6 Tabmerox y Gaicrepi; mo 1 OaicTepy B KapTroHHiii naumi.
peecTpauiiiHoro noceigueHHs):

1) Tun nikapebkoro 3aco6y, JIKAPCBKHWM 3ACIB 3 ®IKCOBAHOIO
3a AKHMM MpoBoamaacs abo KOMBIHALIEIO
IUIAHYEThCS peecTpaLlis

2) npoBeseHi qociiKeHHS Tak V Hi AKIO Hi, 06TPYHTYBATH

Jlikapcekuii  3aci6 IMOAIYM®AYO, Taéaerku PEECTPYETbCS AK JiKapchbKuii 3aci6 3
®IKCOBAHOIO KOMBIHALIIEIO Ta micTHTD Y CBOEMY CcKJIa/i 100pe BifoMi Aitoui pedorHHH 3
BH3HAHOIO e(DeKTUBHICTIO Ta IPUIHHATHUM piBHEM Gesnexu: Jlonepamiji Ta CHMETHKOH, SIKi BXO/IATE
10 cKnmajy OGaraTboX BITUM3HSAHMX Ta 3aKOPIOHHHX JiKapChKMX 3ac00iB BiKe MPOTArOM GaraThox
AECATHIITD.

@apmMakonoriYHi Ta TOKCHKOJIOTi4HI BIACTHROCTI Jlonepamijly Ta CHMETHKOHY Gy.iu

UIHPOKO BMBYACTBLCS Ha JIOAAX Ta NOCTILKEHHAX HA TBAPHHAX, OTIHKE, KOHKPETHI A0C/Ii3KEHHS Ha
TBAPHHAX /1AHOTO POAYKTY HE BBAKAIOTHCS HEOOXIAHHMU. AKTHBHI iHrpeIieHTH Ta Bei JOMOMIKHI
PEHOBMHI MAOTh JIOCTATHIO KUIBKICTH JaHUX Npo Gesneky Ta He MPEJICTaBNAIOTh 3HAYHHUX
TOKCHKOJIOTIYHIX NPpo0JieM y 3BH4aiiHuX yMOBax BHKOPUCTAHHS.

Jlikapcekuit 3aci6 IMOJIYM®YO, TablleTKH, He Mae HiSKMX HOBHX BIACTHBOCTEH, TOMY
JOKTIHIYHI JOCTIIKEHHS He MPOBOIUJIHC.

2. @apmakosoris: VHI

Jlikapebkuii 3acic IMOAIYM®IYO, tadaeTkn peecTpyerbes
AK Jikapebkuii 3aci6 3 ®IKCOBAHOIO KOMBIHALICHO Ta
MICTHTL y cBOeMy ckiaajai aoGpe Bigomi miroui PEYOBHUHH 3
BH3HAHOIO e(DEeKTMBHICTIO Ta MNPUIHATHUM piBHEM Ge3neku:
jonepamia Ta CHUMETHKOH, SIKi BXOAATb 0 CKIaly 0ararbox
BITYM3HSIHUX Ta 3aKOPAOHHUX JIIKAPCHKHX 3aC00iB Bike [IPOTArOM
OaraTbOX JAeCATHIIITD.

Jlikapebkuit 3acio IMOJAIVM®AYO, Tab/IeTKH, He MaE HisIKuX
HOBHX  BJIaCTHBOCTEH, TOMY JOKTiHIYHI JOCHiKEHHS He
MPOBOAMIHCE.




1) nepBuHHa apMakoauHaMika

VHI

Jlikapcekuit 3aci6 IMOAIVM®AYO, taéaeTku peectpyeThes
SIK JTiKapebkuit 3acid 3 ®IKCOBAHOK KOMBIHALIIEIO Ta
MICTHTB y CBOEMY CKiaji 40o0pe Bimomi Jioui pevoBuHu 3
BH3HAHOIO e(EeKTHUBHICTIO Ta TpPHHHATHUM piBHeM Gesneku:
JlonepaMia Ta CUMETHKOH, sKi BXOASTH 10 CKIady 06aratbox
BITYH3HAHMX Ta 3aKOPOHHMX JTiKAPCEKUX 3aC0BIB BKe MPOTAroM
OaraTboX JECATHITS.

Jlikapcbkuii 3acic IMOAIYM®Y O, Tabaerku, He Mae HisKHUX

HOBUX BJIACTMBOCTEH, TOMY [OKJIIHIYHI JIOCHiMKEeHHS He
MPOBO/IUJIHCE.

2) BTOpHHHA hapMaKoHHaMIKa

VHi

Jlikapebkuii 3aci6 IMOATYM®/IYO, 1a61eTKH peecTpyeThes
K nikapcbkuit 3acio 3 ®IKCOBAHOIO KOMBIHALIIETO Ta
MICTHTB Yy CBOEMY cKiafi ao0pe Bigomi Airoui peuoBunu 3
BH3HAHOI e(eKTHBHICTIO Ta MPHITHATHUM piBHEM Oe3nexHu:
JlonepaMisl Ta CUMETHMKOH, sKi BXOAATH A0 CKIamy OaraThbox
BITYH3HAHMX Ta 3aKOPJOHHUX JIKapCHKHX 3aC00iB BiKe MPOTArOM
0araTe0X JeCATHIIITh.

Jlikapcbkuit 3aci6 IMOATYM®AYO, TabieTKH, He Mae HisKUX

HOBHMX BJIACTUBOCTEH, TOMY JMOKIIHIYHI [OCHiIKEeHHS He
MPOBO/IMIIUCE.

3) dapmakosioris Ge3nexku

VHi

Jlikapeekuii 3acic IMOATYM®YO, TabneTkn peecrpyerhes
AK Jlikapebkuit 3aci6 3 PIKCOBAHOIO KOMBIHALIIEIO Ta
MICTHTB Y CBOEMY CKJIaji no0pe Bigomi mit0di peyoBMHH 3
BU3HAHOI €(EKTHBHICTIO Ta NPUHHATHUM piBHeM Ge3reku:
JIorepaMia Ta CHMETHKOH, AKI BXOIATH [0 cknagy Oararbox
BITYM3HSHHX Ta 3aKOPJIOHHUX JIKAPCLKHX 3aC00IB BiKe MPOTAroM
0ararbox JecATHIIITh.

Jlikapcekuit 3a¢i6 IMOJIYM®AY O, Tab/1eTKH, He Mac HisKHX
HOBHX BJaCTHUBOCTEH, TOMY JOKJIHIUHI JOCIIKEHHS He
NPOBOAUIUCE.

4) papmakoauHaMiyHi
B3aeMOIiT

VHI

Jlikapcbkuit 3acid IMOATYM®AYO, TabaeTKn peccTpyeThest
K Jlikapebkuit 3acié 3 PIKCOBAHOIO KOMBIHALIIEIO Ta
MICTHTb Y CBOEMY cKiaai 100pe BiZoMi Jifoui peqyoBMHH 3
BM3HAHOK €(DEKTUBHICTIO Ta TNPHHHATHUM piBHeM Oe3reKu:
JoTepaMil Ta CHMETHKOH, SIKi BXOZATH A0 CKiajly 0araTbox
BITYM3HAHUX Ta 3aKOPAOHHUX JIKAPChKUX 3aC00IB BiKe MPOTArOM
DaraThOX AECATHIIITh.

Jlikapcbkuii 3aci6 IMOAIYM®AY O, TabaeTKu, He Ma€e HisKHX
HOBHUX BJAcTHBOCTEH, TOMY [OKJIHIYHI JOCIIZKEHHHS He
[IPOBOAHITHCE.




1) aHaniTHYHI METOAMKH Ta
3BITH 1OA0 X BajigaLii

VHI

Jlikapebknii zaci6 IMOATYM®AVO, TabaeTKA peecTpyeThes
Ak nikapebkuii 3aci6 3 ®IKCOBAHOIO KOMBIHALIICHO Ta
MICTUTb Yy CBOEMY ckiaai J00pe Biaomi ailoui peyoBMHH 3
BH3HAHOK €(EKTHUBHICTIO Ta NPHHHATHUM piBHEM Oe3MeKH:
Jlornepamiz Ta CHMMETHKOH, fKi BXOATHL A0 CKIajy OaraTthox
BITUM3HAHUX Ta 3aKOPAOHHMX J1iIKAPCLKUX 3aCO0IB B3KE MPOTATOM
OaraTbOX JECATHIIITh.

Jlikapebkuii 3aci6 IMOAIYM®AY O, TabieTkn, He Mac HiAKUX
HOBHX BJIACTUBOCTEH, TOMY [JOKJIHIUHI [JOC/TIKCHHA He
MpPOBOAHIIHCH.

2) BCMOKTYBaHHS

VHI

Jlikapcbkuii 3acio IMOATYM®/AYO, TaGaeTKH peccTpyeThes
K nikapceeknii 3acid 3 @IKCOBAHOK KOMBIHALIICTO Ta
MICTHTb Yy CBOEMY cCKJaai AoOpe BioMi Ail04i peyoBHHM 3
BH3HAHOK €(EeKTHBHICTIO Ta MPUIHATHHUM piBHeM Oe3MeKkH:
Jlonepamizl Ta CUMETHKOH, AKi BXOAATH 0 CK/Iajay Oarartbox
BITYM3HAHHX Ta 3aKOPAOHHHX JIKAPCHKUX 3aC00IB BiKE MPOTATOM
0araThoX JeCATHIIITD.

Jikapebkuii 3acio IMOATYM®IY O, TabneTKH, HE Mae HisKUX

HOBHX BJIACTUBOCTEH, TOMY JIOKIIHIYHI JIOCTIKCHHSA He
MPOBOIHIHCE.

3) poznonin

VHI

Jlikapebknii 3acid IMOJAIYM®YO, TabaeTkn peecTpyerhes
Ak nikapebkuii 3aci6 3 @IKCOBAHOK KOMEBIHALIIEHO Ta
MIiCTHTB y CBOEMY CKJIaai goOpe Bimomi Aitoui pedoBuHHM 3
BH3HAHOK e(EKTHUBHICTIO Ta NPUHHATHUM piBHEM Oe3rnekH:
Jlonepamizl Ta CHUMETHKOH, fIKi BXOAATh A0 CKIaay Oararbox
BITYM3HAHHX Ta 3aKOPAOHHHX JIIKAPChKUX 3aC00IB BiKE IPOTATOM
0araThOX AECATHIIITS.

Jlikapcbkuii 3acio IMOJITYM® YO, 1a0/1eTKH, HE MAE HiTKHX
HOBUX BIJIACTMBOCTEeH, TOMY JOKJIiHIYHI OOCHIKEHHS He
TIPOBOIHITHCh.

4) meTaboJ1i3M

VHI

Jlikapcbkuit 3aci6 IMOAIVM®AYO, TableTKH peccTpyeTbes
AK nikapcekuii 3acid 3 @IKCOBAHOK) KOMBIHALIIETO Ta
MIiCTHTB y CBOEMY CKJadi AoOpe BimoMmi Jifodui pedyoBuHH 3
BU3HAHOK e(EeKTUBHICTIO Ta [PUHHATHUM piBHEM Oe3neku:
JonepaMil Ta CUMETHMKOH, SKi BXOMSTh [0 CKiaay Oaratbox
BITUM3HAHMX Ta 3aKOPJOHHHX JIIKAPCHKUX 32C00IB BXKE MPOTATOM
0araTboX JeCATHUIITE.

Jlikapcbkuii 3acid IMOAIYM®AY O, TabaeTKH, HE Ma€ HiIKUX
HOBUX BJACTHUBOCTEH, TOMY MOKIIHIYHI JOCHI/PKEHHS He
TIPOBOIUITUCE.




5) BUBe/IeHHS

VHI

Jlikapcbkuit 3acid IMOAIYM®AYO, TabaeTkn peecTpyeTbes
AK Jlikapebkuii 3acio 3 ®IKCOBAHOK) KOMBIHALIIEIO Ta
MICTHTL y cBOEMY ckiaai jgo0pe Bizomi Ailoui pedoBHHH 3
BH3HAHOIO €(EKTHBHICTIO Ta MNPUIHATHUM piBHeM Oe3neku:
Jorepamill Ta CHMETHKOH, fIKi BXOAATH A0 CKIady OaraTbox
BITYM3HAHMX Ta 3aKOPAOHHUX JIIKAPCHKUX 3aC00iB BiKe NPOTArOM
0araThOX JECATHIIITh.

Jlikapebkuii 3acid IMOJIYM®YO, TadaeTkn, He Mac HisIKUX
HOBHX BJIACTUBOCTeH, TOMY [OK/JIHIYHI [JOCHIIKEHHS He
MPOBOANIHCE.

6) hapmMakoKiHeTHYHI
B3aEMOiT (JOKIIHIYHI)

VHI

Jlikapebkuii 3aci6 IMOAIYM®AYO, Tab/IeTKn peecTpyeThes
K Jikapcbkuii 3aci6 3 ®PIKCOBAHOK) KOMEBIHALIIEIO Ta
MICTUTL y CBOEMY CKIadi JoOpe Bimomi [itoui pedoBMHH 3
BH3HAHOK €(EKTHBHICTIO Ta MPUHHATHUM piBHeM OGe3neku:
Jioniepamial Ta CUMETHKOH, SIKi BXOJATH [0 CKaagy 6araThox
BITYUM3HAHMX Ta 3aKOPJIOHHUX JiKapCHKHX 3aC00IB BiKe MPOTArOM
0araTboX JAeCSTHIITD.

Jlikapcbkuii 3acio IMOAITYM®IYO, tab1eTkn, He Mac HiSKHX
HOBHX BJIACTMBOCTEH, TOMY MAOKJiHIYHI [JOCHIIKEHHS He
MPOBOAUITHCE.

7) iHwWi apMakoKkiHeTHUHI
JI0CIiKEeHHS

VHI

Jlikapcbkuit 3aci6 IMOAIYM®AYO, Tabiuerkn peccTpyeThes
K Jiikapebkuii 3aci6 3 @IKCOBAHOK KOMBIHALICHO Ta
MICTHTB Yy cBOeMy ckiiaai goOpe Bigomi airodi peqyoBHHH 3
BU3HAHOK e(EeKTHBHICTIO Ta TPUHHATHUM piBHeM Oe3MNeKu:
JlonepamiZl Ta CHUMETHKOH, fIKi BXOAATH 10 CKJady 0OaraTbox
BITYM3HAHNX Ta 3aKOPIAOHHUX JIIKAPCLKUX 3aC00IB BiKe NPOTATOM
0araTboX JIECATH/IITh.

Jlikapcekuii 3aci6 IMOJAIYM®/LY O, TadaeTku, He Mac HiTKHX
HOBHX BIACTHBOCTEH, TOMY JOKMIHIUHI JOC/Hi/KEHHS He
MPOBOINIHCE.

1) TokcHHHICTE ¥ pasi
0/IHOPA30BOTr0 BBEIEHHS

VHI

Jlikapcbkuit 3aci6 IMOAIYM®IYO, TabieTkn peecTpyeThes
Ak Jlikapebkuii 3acid 3 ®IKCOBAHOK) KOMBIHALIEIO Ta
MICTMTB Yy CBOEMY cKJIaai po0pe Bimomi Ailoui peyoBHHM 3
BU3HAHOK e(EeKTHUBHICTIO Ta NPHUIHATHUM piBHEM Oe3neKu:
JionepaMiZi Ta CHUMETHKOH, fIKi BXOMSTH JI0 CKjaay OaraThox
BITUH3HAHMX TA 3aKOPIOHHUX JTiKApPCHKUX 3aC00IB BXKE MPOTATOM
0araTboX JIECATHIIITS.

Jlikapcekuit 3acio IMOAIYM®Y O, TabaeTkn, He Mac HisKHX

HOBHX BJACTUBOCTEH, TOMY JOKJIHIYHI JOCHIMKEHHA He
NpPOBOAUIIUCE.




2) TOKCHYHICTb Yy pasi
MOBTOPHUX BBE/CHE

VHI

Jlikapcekuii 3aci6 IMOAIYM®YO, TabaeTkn peecTpyeThes
AK Jtikapebkuit 3acid 3 @IKCOBAHOIO KOMBIHALIIEIO ta
MICTUTE y CBOEMY ckiaai AoOpe BiOMi Ailoui pevyoBHHH 3
BH3HAHOIO e(EeKTHBHICTIO Ta NPUHHATHUM piBHeM Oe3MeKH:
Jlonepamia Ta CHMETHKOH, SIKi BXOAATb 10 CKIady OaraTbox
BITUM3HAHUX TA 3aKOPAOHHHX JIIKAPCHKUX 3aC00iB Bike NPOTATOM
0araThOX AECATHIITE.

Jlikapcbkuii 3acio IMOATYM®/1Y O, Tab1eTKn, He Mae HiKHX
HOBUX BJIACTMBOCTEH, TOMY [JOKJIiHIYHI [OC/HIMKEHHS He
MPOBO/TAITHCE.

3) reHOTOKCHYHICTB!
in vitro

VHi

Jlikapcekuii 3aci6 IMOAIYM®AYO, TabieTku peecTpycThes
K Jikapeekuit 3aci6 3 @IKCOBAHOIO KOMBIHALIIEIO Tta
MICTHTh Yy CBOEMY cKiaaiai goOpe BigoMi [it04i pedyoBHHM 3
BH3HAHOK e(EKTHBHICTIO Ta NPHUIHATHUM piBHEM Oe3MeKu:
joriepamiji Ta CUMETHUKOH, fKi BXOJATH [0 CKIALy OaraTbox
BITYHM3HAHMX Ta 3aKOPJOHHHX JIIKAPCHKUX 3aCO0IB BiKe POTAroM
0araTboX JIECATHIIITE.

Jlikapcrbkuii 3acio IMOAIVM®AVYO, TadiaeTku, He Mac HiIKHUX

HOBHX BJacCTHUBOCTEH, TOMY JOKJIHIYHI JOCJIIKEHHS He
MPOBOIUITUCE.

[n vivo (BKJIIOYAarOUH A0AaTKOBY
OL[IHKY 3 TOKCHKOKIHETHKH)

VHI

Jlikapeekuii 3aci6 IMOJIYM®AYO, TabaeTkn peecTpyeThes
AK Jlikapebkuii 3acid 3 PIKCOBAHOK) KOMBIHALIICIO Ta
MICTHTB Yy CBOEMY ckiaai noOpe Bigomi [Jitoui pedyoBuHM 3
BH3HAHOIO e(EeKTHBHICTIO Ta MNPUIHATHUM piBHEM Oe3neku:
Jonepamia Ta CHMETHMKOH, SIKi BXOAATH [0 CKIAagy 0ararbox
BITYUM3HAHMX Ta 3aKOPAOHHUX TiKAPCHKMX 3aC00IB BikKE NPOTArOM
0araThOX JeCITHIIITh.

Jlikapebkuii 3acid IMOAIYM®IY O, TabaeTKH, HE MAc HiKUX
HOBHMX BJIACTUBOCTEH, TOMY MJOKIIHIYHI [JOCHIKEHHS He
MPOBOJIHJIHCH.

4) KaHLePOreHHICTh:

VHI

Jlikapeekuii 3acio IMOJAIYM®YO, TabaeTkn peecTpyeThes
K Jlikapebkuii 3aci6 3 @IKCOBAHOK KOMBIHALIIEIO ta
MICTUTB Yy CBOEMY ckiaaai AoOpe BiAOMi [il04i peqyOBHHH 3
BU3HAHOI €(EeKTUBHICTIO Ta MPUHHATHUM piBHEM Oe3MeKH:
Jonepamil Ta CUMETHKOH, fKi BXOJATH /0 CKIaay 0araTbox
BITYM3HAHHMX Ta 3aKOPOHHHUX JIIKAPCHKUX 3aC00iB B3Ke MPOTAroM
0araTbOX JeCATHIITh.

Jlikapcpknii 3aci6 IMOAIYM® YO, Tab/ieTKH, He Mac HiAKHX
HOBHUX BJIACTMBOCTEH, TOMY [JOKJiHIYHI JOCJIIKEHHS He
MPOBOAMITUCE.




JIOBFOCTPOKOBI TOCITIIZKEHHS

VHI

Jlikapcekuii 3aci6 IMOAIYM®AYO, Tabaerkn peecTpyeThes
AK jikapebkuit 3acid 3 ®IKCOBAHOIO KOMBIHALIIEIO Ta
MICTUTL Y CBOEMY ckiagi 100pe BiZoMi iloui pevyoBMHH 3
BU3HAHOK €(DeKTHBHICTIO Ta TPUIHATHUM piBHEM Oe3MeKH:
Jonepamia Ta CHMMETHKOH, SIKi BXOZATH /10 CKiIajy 6araThox
BITYM3HAHMX Ta 3aKOPAOHHUX JTIKAPCHKUX 3aCO0IB BIKE MPOTATOM
DaraTbOX JECATHIITh.

Jlikapebkuit 3a¢i6 IMOAIYM®AY O, TabieTKH, He Mac HiAKHX
HOBHUX BJIACTUBOCTEH, TOMY [OKMIHIYHI JOCHIIKEHHS He
MPOBOHIIHCE,

KOPOTKOCTPOKOBI JOCITiIPKEHHS
abo jocniKeHHs cepeIHbOT
TPHUBAJIOCTI

VHI

Jlikapcekuii 3aci6 IMOJAIYM®/IYO, TabieTkn peecTpyerhes
AK Jikapcbkuii 3acib 3 @IKCOBAHOIO KOMEBIHALIICIO Ta
MICTUTL Yy CBOEMY cKaaai go0pe BiZoMi Ai04Yi pevoBHHM 3
BU3HAHOK e(DEeKTUBHICTIO Ta NPHIHATHHM piBHEM O€3NeKH:
JonepaMiZl Ta CHMMETHKOH, SIKi BXOIATh 10 CKiady ©OaraThox
BITYM3HAHMX Ta 3aKOPJOHHHX JIIKAPCHKHX 3aC0O0IB BiKe NPOTArOM
0araThLoX JeCATHIIITE.

Jlikapcbkuii 3aci6 IMOAIYM®IYO, rabaeTkH, He Mae HiIKUX
HOBUX BJIACTHBOCTEH, TOMY MJOKIIHIYHI HOCITIJKEHHA He
MPOBOANIIUCE,

JOJATKOBI JOCTiIzKEHHS

VHI

Jlikapcekuit 3aci6 IMOJIYM®IYO, TabieTkn peecTpyeThes
Ak nikapebkuii 3acio 3 ®IKCOBAHOIO KOMBIHALIIEHK) Ta
MiCTUTL y CBOEMY cKaadi ao0pe BiOMi Ailoui pevyoBHHH 3
BU3HAHOK e(EeKTHUBHICTIO Ta NPHHHATHUM PpiBHEM Oe3MNeKHu:
jorepamizl Ta CHMETHKOH, fIKi BXOMSTh 10 CKiaay OaraTeox
BITYHM3HAHMX Ta 3aKOPAOHHHUX JIKAPCHKMX 3aCO0IB BiKE MPOTArOM
0araTboX MeCATHUITITh.

Jlikapcebkuit 3acio IMOAIYM® YO, Tab/ieTKH, He Mae HisKUX
HOBHX BJIACTMBOCTEH, TOMY J[OK/JIIHIYHI [JOCHIJKEHHS HE
MPOBOJHITMC.

5) penpoayKTHBHA TOKCHYHICTE
Ta TOKCHYHHH BIJIHB
Ha PO3BUTOK NMOTOMCTBA:

VHI

Jlikapcekuit 3aci6 IMOAIYM®YO, TabieTKH peecTpyeThes
K Jlikapebkuii 3acid 3 @IKCOBAHOK KOMBIHALIEK Ta
MICTUTL Y CBOEMY CKJaai 100pe Bimomi i0di peuoBHHHU 3
BU3HAHOK €(EKTHBHICTIO Ta MPUIHHATHUM piBHEM Oe3IeKH:
JlonepaMia Ta CUMETHKOH, AKi BXOAATH 10 CKiaay 0araThox
BITYM3HAHHMX T 3aKOPJIOHHHX JIKapChKUX 3aC00IB BiKe POTATOM
GaraTbOX JIECATHIIITh.

Jlikapcbknii 3acio IMOAIYM®AYO, tadieTkn, He Mae HiTKHUX
HOBHX BJIACTMBOCTEH, TOMY JOK/IiHIYHI JOCTiIKEHHS He
[POBOJMIIHCE.




BIUIUB Ha (PEPTHIILHICTD i
paHHili eMOpioHANLHMIA
PO3BHMTOK

VHi

Jlikapepkuit 3aci6 IMOAIVM®/YO, TabneTku peectpyerhes
K Jikapebkuii 3aci6 3 @IKCOBAHOIKO KOMBIHALIEHO Ta
MICTHTL y CBOEMY CKJaai 100pe BimoMi Ail04i pevoBHHHU 3
BH3HAHOIO e(EeKTHBHICTIO Ta MPUHHATHUM piBHEM Oe3NeKH:
jorepamil Ta CUMETHKOH, fKi BXOAATH 10 CKIaqy Oaratbox
BITYM3HAHHMX T 3aKOPAOHHHX JIIKAPCHKHX 3aC00IB BiKE MPOTATOM
0araTboX JecsSTHIIITh.

Jlikapcexwnii 3aci6 IMOAIYM®IYO, tadieTKH, HE Mac HisIKHUX
HOBHUX BJIACTHBOCTEM, TOMY JOKIiHIYHI [JOCHiIKEHHS He
TIPOBOIUIIHCE.

eMOpIOTOKCHYHICTh

VHi

Jlikapebkuit 3acio IMOJAIYM®/IYO, TabaeTKn peecTpyeThes
sk Jlikapcbkuil 3acid 3 GIKCOBAHOK KOMEBIHAIIIEHK) Tta
MICTHTE y CBOEMY CkJaai a00pe Bimomi aAio4i peqoBHHH 3
BU3HAHOIO e(eKTHBHICTIO Ta MNPUHHATHUM piBHEM Oe3neku:
nonepaMmil Ta CHMETHKOH, SIKi BXOAATH 10 CKIagy 0Oararbox
BITYM3HAHHMX Ta 3aKOPAOHHHX MTiKAPChKUX 3aC00iB BiKE NPOTATOM
OaraTboX JIECATHIITD.

Jlikapcekuii 3acio IMOATYM®/IY O, Tab/ieTKH, He Mac HisKHX
HOBMX BJIACTHBOCTEH, TOMY JOKJIHIYHI JOCHI[pKEHHS He
MPOBOHJIUCE.

MpeHaTalbHa i MoCTHATAIbHA
TOKCHYHICTE

VHI

Jlikapcekuii 3acio IMOJAIYM®IY O, TabaeTkn peecTpyeThes
Ak Jikapebkuii 3acio 3 ®IKCOBAHOIO KOMBIHALIIEKO Ta
MICTHUTBL Yy cBOEMy ckiaai ao0pe Bigomi ailoui pedyoBUHH 3
BM3HAHOK c(eKTUBHICTIO Ta MNPUHHATHUM piBHEM Oe3MeKu:
Jonepamisi Ta CHMETHKOH, SIKi BXOJATH JI0 CKIamy Oararbox
BITYM3HAHMX Ta 3aKOPJOHHUX JIIKAPCHKUX 3aC00iB BIKE MPOTATOM
0araTbOX AECATHUIITE.

Jlikapcbkuii 3acio IMOJIYM®AYO, TabineTKH, HE Mac HIAKHX
HOBUX BJAcTHUBOCTEH, TOMY JOKJIHIYHI JOCHIKEHHSA HE
MPOBOHIIHUCE,

JIOCITIDKeHHS, MPH SKHX
npenapar yBOAUTLCA
MOTOMCTBY (HECTATEBO3PIIHM
TBapUHaM) Ta/abo OLIIHIETLCA
BiJ1aneHa ais

VHI

Jikapebkuii 3acid IMOJIYM®AY O, Tad/ieTKH peecTpyeThes
K Jikapebkuii 3acio 3 PIKCOBAHOIO KOMEIHALIIEIO Ta
MICTUTL y CBOEMY CKJali 100pe BigoMmi Ail04i peqoBUHH 3
BH3HAHOIO €(EeKTHBHICTIO Ta NPUIHATHUM piBHEM Oe3MeKu:
Jonepamia Ta CHMETHMKOH, fAKi BXOIATH [0 CKIagy Oararbox
BITYM3HAHHX Ta 3aKOPJOHHHX JIIKAPCHKHUX 3ac00iB BiKE MPOTATOM
0araTboX JeCATUNITD.

Jlikapcekuii 3acid6 IMOATYM®IY O, Tad/eTKu, He Ma€ HiAKHX
HOBHMX BJIACTHBOCTEH, TOMY JOKJIHIUHI JOCTIMKCHHA He
MPOBOAMIKCE.




6) MicLieBa epeHOCUMICTE

VHI

Jlikapepkuii 3acio IMOAIYM®AYO, Tabaerkn peccTpyeTbes
Ak sikapebkuit 3aci6 3 PIKCOBAHOIO KOMBIHALIICIO Ta
MICTHTb y CBOEMY CKJai ao0pe BigoMi Airoui pevyoBHHH 3
BH3HAHOK €(DEKTUBHICTIO Ta NPHHHATHHUM piBHeM Oe3neKu:
Jonepamis Ta CUMETHKOH, SKi BXOAATH [0 CKIady 0ararbox
BITYM3HSIHUX Ta 3aKOPAOHHKX JIIKAPCHKHX 3aC001B Bike MPOTATOM
0araTboX JAeCATHITE.

Jlikapcbkuii 3aci6 IMOJIIYM®AYO, TabaeTku, He Ma€ HisIKHX
HOBHUX BJIACTHBOCTEH, TOMY JOKIIHIYHI HOCTIGKEHHS He
MPOBOJMIIHCE.

7) mOmaTKOBI MOCHizKEHHS
TOKCHYHOCTI:

VHI

Jlikapcbkuii 3aci6 IMOJIYM®YO, Tab/ileTKR peecTpyeThes
AK JiKkapcpkuii 3acid 3 @IKCOBAHOIO KOMBIHALIEHK Tta
MICTHTb y CBOEMY cKiadai no0pe BiZOMi [iloui pevyoBHHH 3
BU3HAHOK €(EKTUBHICTIO Ta NPHUIHATHHM piBHEM Oe3leKu:
JonepaMizl Ta CHMETHKOH, SIKi BXOIATH [0 CKiaay 6araThox
BITYM3HAHHMX Ta 3aKOPAOHHHX J1iKAPChKUX 3ac00iB BIKE MPOTArOM
0aratboX ecATUMITE.

Jlikapcekuii 3aci6 IMOAIYM®IY O, Tab1eTkH, He Mac HiIKUX
HOBHX BIACTUBOCTEH, TOMY MOKIIHIUHI JOCHIIKEHHS He
MPOBOJHIIUCE.

AHTHTEHHICTb (YTBOPEHHS
AHTUTILI)

VHI

Jlikapcekuii 3aci6o IMOJIYM®/YO, TabileTKH peecTpyeThes
sSIK nikapcebkuii 3acid 3 @IKCOBAHOIO KOMBIHALIIEIO Ta
MICTUTE y CBOEMY ckniafi AoOpe BiOMi [il04i ped4OBHHH 3
BU3HAHOK e(EeKTUBHICTIO Ta NPUIHATHUM piBHEM Oe3neKku:
Jonepamil Ta CUMETHKOH, SKi BXOJATH [0 CKIaay OaraTbox
BITYM3HAHMX Ta 3aKOPJOHHHUX JIIKAPCHKUX 3aCO0IB BiKE MPOTATOM
0araTbOX JECATHIIITD.

Jlikapcbkuii 3acio IMOAIYM®IY O, tabi1eTKH, He Mac HiIKUX
HOBUX BJIACTMBOCTEH, TOMY JIOKJIHIYHI [JOCHIIKEHHS He
MPOBOINIINCE.

IMYHOTOKCHYHICTb

VHi

Jlikapebkuii 3aci6 IMOJIYM®/1Y O, tabaeTkun peectpyerbes
Ak Jlikapebkuii 3aci6 3 @IKCOBAHOIO KOMBIHALICIO Ta
MICTHTL Yy CBOEMY CKJaai 100pe Bimomi air04i pevoBHHH 3
BU3HAHOK €(EKTHBHICTIO Ta MPUHHATHUM piBHEM Oe3MeKH:
fonepamig Ta CHUMETHKOH, SIKI BXOAATH OO0 CKJIagy 0Oararbox
BITYM3HAHMX Ta 3aKOPIOHHUX JTIKAPCHKHUX 3aC00IB BiKE NPOTATOM
DaraTboX JeCATHITITh.

Jlikapcbknii 3acido IMOJAIYM® YO, TadieTkn, He Mae HiTKHX
HOBHX BJIACTMBOCTEH, TOMY HOKJIHIYHI JOCJIIKEHHS He
TIPOBOIMIIMCh.




JIOCHIIKEHHA MEXaHI3MIB J1il

VHI

Jlikapeekuii 3aci6 IMOJIVM®AVO, TabaeTkn peecTpyeTbes
K Jlikapebkuii 3acio 3 PIKCOBAHOK) KOMBIHALIECHO Ta
MICTHTL y CBOEMY cCkiaai noOpe Bifomi Mir04i peuoBHHM 3
BH3HAHOKW e(EeKTHUBHICTIO Ta MNPHUIAHATHUM piBHEM Oe3MeKH:
JoriepaMizl Ta CHMMETHKOH, SIKi BXOJATH 10 CKIaay OaraTeox
BITYM3HAHHX Ta 3aKOP/IOHHUX JIIKAPCHKHX 3aC00IB BiKE NPOTArOM
©araTboX JIeCSTHIIITh.

Jlikapepkuii 3acio IMOATYM®IY O, TabiieTKl, HE Mae HIAKUX
HOBUX BJIACTMBOCTEH, TOMY MOKTIHIUHI [OCHIPKEHHS He
[IPOBOAMITUCE.

JliKapcbKa 3a1eKHICTh

VHI

Jlikapepkuii 3acid IMOJAIYM®AYO, TabaeTkun peectpyerbes
Kk nikapebkuii 3acid 3 @IKCOBAHOIO KOMEBIHALIICIO Ta
MIiCTUTBL y CBOEMY Ckiagi go6pe BifoMmi aAil04i peuoBHHH 3
BU3HAHOK €(QEKTUBHICTIO Ta MPUHHATHUM piBHEM O€3MeKH:
jonepamill Ta CHMETHKOH, fIKi BXOASTH 10 CKiIaay OaraTtbox
BITYH3HAHHX Ta 3aKOPIAOHHHMX JIIKAPCHKMX 3aC00IB BIKE MPOTATOM
OaraTboX JecsTHIIITh.

Jlikapcbkuii 3acio IMOATYM® YO, Tab/1eTKH, HE MAE HiTKHX
HOBHX BJIACTMBOCTEil, TOMY [OKIiHIYHI HOCHIUKEHHs He
[IPOBOAMJTHCE.

TOKCHYHICTL MeTabOoiTIB

VHi

Jlikapeekuii 3aci6 IMOJAIYM®AYO, TabaeTkn peecTpyeThes
Ak nikapcekuii 3acio 3 PIKCOBAHOK) KOMBIHALIEH) Ta
MICTMTL Y CBOEMY cKiadi 100pe Bigomi Aioui peuoBHHM 3
BM3HAHOK €(EeKTUBHICTIO Ta MPUAHATHUM piBHeM Oe3neku:
Jomepamiji Ta CHUMETHKOH, fKi BXOIATH A0 CKIaay OaraThox
BITUM3HAHMX Ta 3aKOP/IOHHUX JTIKAPCHKUX 3aC00IB BiKE MPOTATOM
0araTboX JeCATHIITS.

Jlikapcekwnii 3acio IMOAIYM®IY O, Tab/ieTKH, HE Ma€ HiAKHX
HOBHX BJIACTHUBOCTEH, TOMY JOKJIHIYHI [JOC/IIKEHHA He
MPOBOAMIIKCD.

TOKCHYHICTb JOMILIOK

VHi

Jlikapepkuii 3acio IMOJIYM®AYO, TabaeTkn peecTpyeThes
AK nikapebkuii 3acid 3 @IKCOBAHOK) KOMBIHALIEHKD Ta
MICTMTb Yy CBOEMY ckiaji n00pe BioMi [itoui pedyoBHHM 3
BH3HAHOI e(eKTHBHICTIO Ta MNPUIHATHUM piBHeM Oe3meku:
Jloriepamij Ta CHUMETHMKOH, AKi BXOAATH 10 CKIamay Oararbox
BITYM3HAHHX Ta 3aKOPJIOHHHX JIIKAPCHKHX 3ac00iB BIKE MPOTATOM
0araTbOX JAeCSTHITITh.

Jlikapebkuii 3acio IMOAIYM®AYO, TabneTKH, HE Mac HisAKHX
HOBHMX B/JACTHBOCTEHM, TOMY [OKJIIHIYHI OOCTIIKEHHS HeE
MPOBOAMITHCE.




iHIIEe

VHI

Jlikapebkuii 3aci6 IMOAIYM®AYO, Tabnerkn peecTpyeThes
AK sikapebkuii 3acid 3 ®IKCOBAHOK) KOMBIHALIIEIO Ta
MICTHTb Yy CBOEMY ckiaai ao0pe BiZoMi Aioui pevyoBHHM 3
BH3HAHOK €(DEKTUBHICTIO Ta NPHUIHATHUM piBHEM Oe€3MeKu:
Jlonepamia Ta CHMM@TMKOH, SIKi BXOASTH 0 CKJIajly 0arartbox
BITYM3HSHHMX Ta 3aKOPAOHHHUX JTIKAPCHKHX 3aC00IB BIKE NPOTATOM
DaraTboX JeCATHIITE.

Jlikapcekuit 3acio IMOAIYM® 1Y O, TabaeTkn, He Mac HisKMX

HOBUX BIIACTUBOCTEH, TOMY [OKIIHIUHI JIOCHIIKEHHS He
TIPOBO/TH/THCD.

5. BucHOBKH 11010
JOKITIHIYHOrO BUBYEHHS

VHI

Jlikapcekuit 3aci6 IMOJAIYM®YO, TabieTkn peecTpyeThes
K Jikapebkuii 3aci6 3 ®IKCOBAHOIO KOMBIHALIEIO Ta
MICTHTE y CBOEMY CKNaai J00pe BiIOMi aAitoui peuoBHHH 3
BH3HAHOK €(EeKTUBHICTIO Ta NPHHHATHHUM piBHeM Oe3meKH:
JonepaMiZl Ta CHMMETHKOH, SIKi BXOAATH [0 CKIady 0araThox
BITYM3HAHMX Ta 3aKOPJIOHHUX JIKAPCHKUX 3aC00IB BiKe POTArOM
faraTeoX J1E€CATUNITD.

Jlikapebkuii 3aci6 IMOJIYM®IYO, Tab/eTku, HE Ma€e HiSKNX
HOBHUX BJACTHBOCTEH, TOMY [AOK/IIHIYHI [JOCTIZKEeHHS He
MPOBOANIIMCE.

[Ipencrasnuk 3assuuka MakHin Ipogake Jlimiten, Aurnia
TOB «lsoncoH i JxoHcoH YKpaina», Ykpaina

Kocanuyk M.B.




Clinical Trial Report

1. Name of the medicinal product

(number of registration certificate, IMODIUM*DUO

hif avallable) 7 '
12 Applicant HMcNexl Products anted England

Janssen-Cilag, France

3. Manufacturer Johnson & Johnson Private Ltd., India
i Janssen Cilag S.P.A., Italia

| 4. Trials conducted: : | yes 0 no If not, substantiate

|1) type of the medicinal product, by} Medicinal product with fixed dose combination aceording to item 1 (sub- ‘
which registration was conducted |item 1.5) of section III of the Procedure of Order of the Ministry of Health
‘or planned i of Ukraine dated 23.07. 2015 Ne 460. I

|| Study Protocol No. 94-428. A Comparison of the Phannacokmencs of the
5. Full name of the Clinical Trial, Two Formulations of Loperam1de/S1methlcone Chewable Tablets (C-604 |

clinical trial code and C-317) and Imodium® Capsules Administered in the Fasted State to
‘ e Healthy Adults.

{6. Clinical trial phase 'Phase I |
[7 Period of the clinical trial from January 9, 1995 to March 2, 1995.

8. Countries where the clinteal trial|USA
'was conducted

planﬂegz 24 velunteers.

actually: 24 (12 male and 12 female) volunteers. 7 !

;_ Primary :

‘ To determine the relative bioavailabilities of loperamide from a single

\dose of loperamide/simethicone chewable tablets (4 x 2 mg/125 mg [C-

604]), loperamide/simethicone chewable tablets (4 x 2 mg/125 mg [C-

‘10 Goal and secondary objectives 317]), and Imodium® capsules (4 x 2 mg) administered after a 10-hour fast
of the clinical trial \using 24 healthy men and women.

I Secondary ‘

To demonstrate the equivalence of the proposed marketed chewable

tablet formulation (C-604-3) with the chewable tablet formulation (C-317-

"SC) used in clinical studies.

\
‘9. Number of study participants

A randomized, open-label, three-way, crossover studj in healthy male

|
\ and female volunteers.

11. Design of the clinical trial

| . Subject was a healthy male or female between the ages of 18 and 50|
|years.

| * Subject was healthy as evidenced by a complete medical history,
‘ 'physical examination, vital signs, and ECG performed within 14 days prior
;12. Main inclusion criteria \to study start.
‘ * Subject had a normal clinical laboratory profile, including hematology,
blood chemistry, and urinalysis.

* Female subjects had a negative serum B-subunit HCG RIA or elevatedI
concentrations of FSH and LH at screening and a negative serum B-subunit|




HCG RIA no more than 48 hours prior to the time of check-in for each
'dosing period. |
( * Subject had a negative urine drug screen at screening and at the time of]
check-in for each dosing period.

* Female subjects were post-menopausal (as demonstrated by elevated

FSH and LH concentrations) or were using an effective form of birth
control effectively for at least 3 months prior to entry into the study.

: Treatment A:  Loperamide/Simethicone  Chewable  Tablets
: (2 mg/125 mg) Lot C-604-3J; Control No. Z-4104.
| Total dose: 8 mg loperamide HCI + 500 mg simethicone.
: - Route of administration: oral. Each subject received four (4)
| Loperamide/Simethicone (2 mg/125 mg) Chewable Tablets (chewed
, thoroughly, swallowed, and followed with 200 mL of water).
| Treatment B:  Loperamide/Simethicone  Chewable  Tablets
|13 The investigational medicinal (2 mg/125 mg) Lot C-317-5C; Control No. Z-4105.
product, method of administration,| Total dose: 8 mg loperamide HCI + 500 mg simethicone.
strength | Route: oral. Each subject received four (4) Loperamide/Simethicone
’ ‘(2 mg/125 mg) Chewable Tablets (chewed thoroughly, swallowed, and
followed with 200 mL of water).
\ Treatment C: Imodium® capsules (2 mg); Control No. Z-4106.
| Total dose: 8 mg loperamide HCL.
| ‘ Route: oral. Each subject received four (4) 2 mg Loperamide (Imodium®)
' Capsules (swallowed whole with 200 mL of water).
| ‘ The treatments were separated by a one- week washout permd

|

'14 Comparator, dose, method of Not applicable.
administration, Strength

Four subjects used concomitant medications during the study: ncomycin
sulfate topically for finger laceration (1 subject), pseudoephedirine and
‘ 15. Concomitant therapy ‘ loratadine PO for allergies (both in 1 subject), ferrous sulfate PO for anemia)

‘(2 subjects, one of which is the same one who received pseudoephedirine||
‘ ‘and loratadine), multivitamin with extra iron for anemia (1 subject). \=

| | Pharmacokinetics !
| The following pharmacokinetic parameters for loperamide were|
‘evaluated: |
Cmax — maximum observed concentration (ng/mL). ‘
Twmax — sampling time at which Cyax occurred (hr). t
\

\

\

\

AUCrt — area under the raw concentration versus time curve, calculated|
using the trapezoidal rule from time 0 to LQCT (ng<hr/ml).

AUC; - area to infinity = AUCr + C1/A, where Cr is the estimated|
‘concentration at LQCT (ngshr/ml).
‘ AUCT/AUC; % 100 — percent of the area measured by AUCr relative to
| the extrapolated total AUC (%). |
| A — terminal elimination rate constant calculated from points on the In-|
linear portion of the concentration versus time curve (hr™'). \
| | Trin— time when /n-linear elimination begins (hr).
] - LQCT — Lowest Quantifiable Concentration Time. Time at which the last
; concentratlon occurred that was above the lower limit of quantitation (hr). |

16. Efficacy evaluation criteria




__tu— plasma half-life = In(2)/A = 0.693/A (hr). |

'17. Safety evaluation criteria

| Inpatient Clinic, and at the end of the study.

| Adverse Events
 All observed or volunteered adverse events were recorded and
|1documented according to onset, duration, severity (mild, moderate, severe),
treatment required, and the investigator's assessment of the possible|
relationship to treatment.
The following laboratory tests were performed at screening and at the end\
of the study: hematology; blood chemlstry, urinalysis. ‘
Vital signs were determined at screening, upon each admission to the

_|18. Statistical methods
[
l
|
\

Pharmacokinetics

Calculation and statistical analysis of the bioavailability parameters were
performed using Phoenix Automated Statistics and Tabulation (PhAST)
program (Version 2.3). Four models used in the ANOVA tested for effects
of treatment sequence (SEO), subject sequence [VOLN(SEO)], study phase
(PHASE), and treatment (TREAT). Ratios of mean /n-transformed)
parameters and 90% confidence intervals were calculated.

Safety
. Adverse events observed during the course of the study were tabulated
and summarized comparatively for each treatment.

letc.)

19, Demographlc characteristic of Twenty-four (12 male and 12 female) volunteers were enrolled in thls
study population (gender, age, race, study. The subjects ranged in age from 21 to 56 years (mean age, 34.2

|years) There were 22 white subjects and 2 Hispanic subjects.

20. Efficacy results

( Pharmacokinetics
| Mean plasma concentration-time profiles of the three treatments show
that the profiles for chewable tablet formulations C-604-3J and C-317-5C
'were similar. The concentrations for the chewable tablet formulations were|
|lower than those for loperamide (Imodium®) capsule.

| The extrapolated areas under the curve (AUCinr) are comparable for all
[treatments.

Mean ratios of AUCo48/ AUCink were just below 80% for the chewable
‘tablet formulations C-604-3J and C-317-5C (77% for both), whereas the
'mean ratio was 85% for the Imodium® capsule.
| For the comparison of the chewable tablet formulation C-604-3J to the
"chewable tablet formulation C-317-5C, the relative mean AUCq.sg (98%)
‘and AUCinr (99%) passed the bioavailability criterion of falling between
|80 and 125%, inclusive. The 90% confidence interval for log- -transformed
|values for Cmax, AUCo.4s and AUCnr for C-604-3) and C-317-5C were
\within the 80 to 125% range, indicating that the two tablet formulations are
“bioequivalent
. For the comparison of chewable tablet formulation C-604-3J to the
Imodium® capsule, the relative mean AUCq.4s (85%) and AUCine (94%)
‘passed the bioavailability criterion. The 90% confidence intervals were
contained within the 80 to 125% limits only for AUCmr, indicating
bioequivalence in terms of the total amount of loperamide absorbed. For
'the comparison of chewable tablet formation C-317-5C to the Imodium®

‘capsule the relative mean AUCo.4s (86%) and AUCinr (95%) also passed||

Ly



‘the bioavailability criterion. The 90% confidence intervals were contained
|with the 80 to 125% limits only for AUCiny, indicating bioequivalence n
terms of the total amount of loperamide absorbed. .
' The relative mean Cymax ratio for chewable tablet formulation C-604-3]
vs Imodium® capsule (72%) and the relative mean Cyax ratio for chewable
tablet formation C-317-5C vs Imodium® capsule (71%) did not pass the|
bioavailability criterion of 80 to 125%, inclusive. They were not|
|statistically equivalent. |

'21. Safety results

Adverse Events

One subject reported an adverse event of flatulence after recewmg]
Treatment C (Imodium® capsules [4 x 2 mg]). This adverse event was|
Judged to be mild in nature and determined to be possibly related to the
administration of study medication. No other adverse events were reported
durlng the study.
[ Laboratory Tests

Four subjects had hematology values below the normal range during the
study, including red blood cell count, hemoglobin, and hematocrit.

Other Safety Parameters

There were no clinically significant changes in vital signs noted during
the study.

|\
|
F

‘22. Conclusion

This randomized, open-label, three-way, crossover study determined the
pharmacokinetics of loperamide in 24 healthy adults following the|
administration of loperamide/simethicone chewable tablets (4 x 2 mg/125
mg [C-604]), loperamide/simethicone chewable tablets (4 x 2 mg/125 mg
[C-317]), and Imodium™ capsules (4 x 2 mg).

- Study shows that Loperamide/Simethicone chewable tablet formulations
\C-604-3] and C-317-5C are bioequivalent. The Cmax and AUCo.s were
higher for the Imodium® capsule than either of the two chewable tablet.
formulations. |
| The lower Cmax and longer Tmax for the loperamide/simethicone
‘chewable tablets suggest that less loperamide is absorbed from the tablet
(formulations over the first 10 hours with more remaining locally at its site |
(of action. However, the total amount of loperamide absorbed (AUC]]\P)
from all three formulations is equivalent.

‘ There were no serious treatment-related side effects or laboratory test

i resu]t abnormahtles

Applicant's representative
LLC "Johnson and Johnson
Ukraine”

Kosyanchuk M.V,
. (fullname)
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3BIT
npo KJiHiYHe BHOPOOYBaHHS

| 1. Hassa nikapcekoro 3acoby (3a | I

|HasBHOCTI - HOMep I IMOJTIVM®TVO ‘j
‘fpeechauiﬁﬂoro MOCBITMEHHA) I - - B : l
|2. 3asiBHUK - \lMaKHin Ipojaxre Jlimiten, Anrmis e L 7|
h !HHCCGH-CiJ’IaF, OpaHris |
3. BupoOuuk “I[)KOHCOH i Jlxxoncon IMpaiisat JI11., [amis !
i | SAnccen Cinar C.ILA., Itanis I
| 4. Ilpoeneni gocimKeHHs: i 4| TAK  _  Hi SIKIIO Hi, OGprHTYBaTﬂil:
fl)mn JKapCchKOTro 3acoby, 3a [ Jlikapcpkuii 3aci6 3 QikcoBanor KoMGiHAIIEO 3riHO nynkry 1)
‘HKHM IIpOBOjIMITaca abo ((migmynkry 1.5) posminy III Hopsiky nakazy MO3 Vxpainn sig 23|
\IUTAHYETHCS peecTpaltis | mmnnsg 2015 poky Ne 460. 7 =
H ‘.thOTOKOH nocrimkernas Ne 94-428. [lopiBugaHs
5. IloBHa Ha3Ba KIiHIYHOTO ‘d)apMaKOKiHeTPIKH ABOX NPETapaTiB  JIONepaMily/CHMETUKORY Y
”BH]‘IpO6yBaHHH, KOJI0BaHU ‘popmi xyBansHux Tabnerox (C-604 i C-3 1'7) Ta mikapcekoro 3acoby |
/HOMEP KIIiHi9HOrO BUIpoOyBanus | IMomiym®, KaICyu, IO NPUAMAIKCA HATIIECEPIE 3J0POBHMH|
f = s | HOpOCIHMHL. ol i
16. ®a3a KIiHIYHOro |
®aza |

| BUIIPOOyBaHHsI |

F|7 . Ilepioa npoBenenns “, 39 ciuns 19957p.7 Io 2 6epie3Hsl 1995 p.

\KJIIIHIYHOI'O BUIIPOOYBaHHs

8. Kpainu, 1e nposoaminocs | cua
KIIIHIYHE BUIIPOOYBaHHS! \

| 3amianoBaHa: 24 3J10poBHX J100pPOBOJIBIIIB.
9. KiIbKiCTb JIOCIIIKY BAHHX I ®akruuna: 24 370poBux 106poBonkiie (12 wonosikis Ta 12
i | JKIHOK).

\‘ | OcHoBna MeTa

| Busnaumtu  BigHocHy  GiomocTymHicTh Jonepamily  npu
!I |0JIHOPA30BOMY npuiomi JKYBaIbHUX TabeTok ‘
' "nonepaMiny/cnmemK(}Hy (4 2wmr/125 mr  [C-604]), sxyBanbHHX|
' 'TabneTok nomepamijy/cuMeTHKoHy (4 % 2 mMr/125 Mr [C-317]) i

‘ 10. Meta ta BropunHi 11imi |kancyn  Imomiym®™ (4 x 2 mr) micas  10-rogunHOrO nepio):[y‘
KJIIHIYHOTO BUIPOGYBaHHS roJIOlyBaHHs 24 310POBUMH J0OPOBOIBLAMH HOTOBIYOT Ta KIHOYOT

‘ \cTari. I
- Bropunna uian -
" lIpozeMoHCTpyBaTH €KBIBANIEHTHICTE 3aMPOIOHOBAHMX I pHHKy‘
| KyBanbHUX TabneTok (C-604-3) i skyBanbHUX TabIeTOK (C-317-5C),|
" L0 3aCTOCOBYBAINCS B KJIIHIYHHX JIOCIIJUKCHHAX. ‘

T = = S : : = |
Hl 1. JInzaitn KmiHigHOTO h Panjomizosane BIIKpHTE TPHCTOPOHHE IIepeEXpecHe ,Z[OCHII[)KSHHSI”
BUIIPOOYBaHH 32 YYACTIO 3/{0POBHX J0OPOBOIBIIB YOJI0BIYO T4 KIHOUO] CTATi. |

I ‘ * 3710poBi 4oIIOBiKK ab0 KiHKK Bikom Bix 18 10 50 POKIB.

‘ ‘:‘ * VY9YaCHMKM JOCHi/DKEHHS TOBMHHI OyTH 370pOBHMH, IO
‘ |MiATBEP/KEHO  JaHUMU  MOBHOI'O aHamMHe3y,  (i3HKaJIbHOrO
'12. OcHoBHI KpuTEpii BKIIOYCHHS ‘|06CT67KCHHH, pe3yJIbTaTaMH  BH3HAYCHHS ITOKA3HMKIB JKHTTEBO
| BaxMBHX (yHkuii ta EKI, Bukomanoro nporsrom 14 amip o
;| | modaTKy aocnin}xeﬂga. =

. * B yuacuuka pocnikenns TIOBUHEH OyTH HOPMAalnbHUH KIIHIYHHH |




\'| ;nququopHHﬁ npodﬁﬂh2 BIUTIOHAIONH  3aranbHuil  amarmis I{pOBi:|
! ‘OloxiMiuHHMIt aHai3 KPOBi Ta aHaI3 ceui. .
" | JKiHKH TNOBMHHI MaTH HCTATHBHUH DPE3YNbTAT BH3HAYCHHA [3-|
‘ cyOo/MHHMII  XOPIOHIYHOTO TOHANOTPOMiHY ojuHK  (B-XT ) y‘
‘ ‘CHpOBaTHi KPOBI METOJIOM PaioiMyHHOIr0 aHamizy abo IiABHIICHI
KOHIICHTpauii  omikynocTumymogoro  ropmony (OCI)  Ta)
j‘ [moteinizytodoro ropmony (JII) mix wac ckpuHiHTY, a T&KO)K‘
! 'HEraTMBHUI pe3ynbTar BusHaueHHs [B-XIJI y cuposaTii kpoBi He
' \Oimbuie Hik 3a 48 roJMH 0 MOYATKY KOKHOTO Mepioay mpHioMy
; | MKapchKUX 3acobiB.
‘ * YYacHHK MOBHHEH MATH HEIaTHBHHIl PE3yNbTaT MOCITIKEHHS
cedyl Ha HAapKOTHKM IiJ 4ac CKPUHIHIY Ta Ha MOMEHT [I04aTKy
KOYKHOTO Iep10Jly NPUHOMY TiKapChKHX 3ac001B.

* XKinku moeunHi 6yTH B mocrMeHomaysi (1o 1'[i,zrr136:p,zm<y€Tbc;1I
(migBumennvu  xonuentpauiiMe ®CI i JIT) abo edekrusHo|
|BHKOPHCTOBYBaTH e(DEKTHBHUIT METOJ KOHTPOJTIO HﬂpO,IDKYBaHOCTir
TIPOTSrOM NIoHalMeHme 3 MicsIiB 10 BKIIIOYEHHS Y JOCHIDKCHHS. |

|
;| ‘ Jlikysanus A: Jlonepamin/CHMETHKOH, TaGNeTKH KyBasbHi,
‘ (2 mr/125 wmr); cepis C-604-3J; kourponsamit Ne Z-4104,

3arambHa gmo03a: 8§ Mr Jlomepamimy rigpoxiopuay + 500 MT|
| | CHMETHKOHY.

[lmsix  BBemenns: mnepopansHo. Koxken yuacHHK —oTpumas
|4 KyBanbHI  TabmeTku  omepamigy/cumerukony (2 mr/125 mr)
|(peTensHO PO3KyBaTH, NPOKOBTHYTH Ta 3anuTH 200 MII BOJIH).

. Jlikysauus B: Jlonepamin/cHMeTHKOH, TaGNeTKH IKyBallbHi,
(2 mr/125 wr); cepis C-317-5C; kontponsuuii Ne Z-4105.

) _ . | 3arampHa go03a: 8 Mr Jomnepami TIIpOXII0pH + 500 mr
13. JlocnigkyBaHuii TiKapchKuii ol PN oD PRy
CHMETHKOHY.

3ac10, crocid 3acTocyBaHHs, cuIa | |
. nmsax  BeBenenns: nepopanbHO. KoeH yyacHMK — OTpHMaR

F 4 kyBambHi  TabneTkM  omepamigy/cumeTHkony (2 mr/125 wmr)
; (peTenbHO po3KyBaTH, MPOKOBTHYTH Ta 3aruTu 200 M BOJH). '
! - Jlikypaunst C: Imomiym®, kancymu (2 Mr); koHTpombHHi Ne Z-|
fi 4106. I
| 3araneHa 1o3a: 8 Mr JIomepamiay TipoXJIopHy. ;
| | Hlnsx BBexeHHs: MEPOPaIBLHO. Koxen ywacuuk orpumas 4
‘ (kancymn mo 2 mr jonepamigy (Imoxiym™) (IpOKOBTHYTH IinuMu,
‘\ 3anuBao4u 200 M1 BOAH).
‘ lIpuiiomu nikapcekux 3aco0iB Oyim posaineHi OJ_IHOTH}KHeBHMH|
| ~_|[mepiomamu BiAMHBaHHSL.

14. Ilpenapat nopiBHsiHHS, 1033, | He 3acTocoBHe. /
‘.cnoc7i6 3aCTOCYBaHHs, CHIIA JIii

| Ilig 9ac nocnmimkeHHs YOTHPH yYacHUKH 3aCTOCOBYBAIIM cynyTHiH
JIKapChKi 3ac00M: HEOMIIMHY Cyib(aT MicleBO 3 NPUBOY PBAHO] |
. panu  maneisg (1 ywacHuWk), mnceBmoedenpuH Ta JIOpaTEtILHHi
‘ 15. CynyTHs Tepanis TIEpOpaIBHO 3 NPUBOJLY aneprii (obunsa | yyacHuk), cynbdat 3am’3aj
' IIepoOpalibHO 3 MPUBO/Y aHeMii (2 yJacHHKa, OJJMH 3 SIKUX — TOH, XTO
TAKO)X  OTPMMYBAaB ICeBioedepHH i JlOpaTa/iH), npenapar,
| [IOJIBITAMIHIB 13 3a/1130M 3 IPHBOAY aHeMii (1 yuacHHK). ||

|

. DapMakoOKiHETHKA
| Bynu BusHaueHi Taxi hapMaKOKiHETHYHI [apaMeTpH Jomnepamiy:
Cmax — MaKcHMaJIbHa KOHL[EHTpPALlist (Hr/mi). |

|
|
‘3 16. Kpurepii ouinku
‘eq}eKTI/IBHOCTi ‘i




AN

| Twmax — 4ac focsrHenHs Cwmax (rom). |
I | AUCr - IJIONIA ITiJT KPHBOIO 3aJI€XKHOCTI KOHIIEHTpamii Bij Hacy,
l ‘|po3pax0BaHa 32 npaBuwiIoM Tpamenii Bix wacy 0 g0 LQCT
” ‘; (Hrerom/mi). ”
AUC, — mmonia no meckinuennocti = AUCT + C1/A, ne Cr —‘ﬁ
po3paxyHkoBa koHueHTpauis y LQCT (urerom/mn). ‘
“, ‘ AUC1/AUC; % 100 — BiZcOTOK MIIoNi, BU3HAYCHHI 32 HOKEISHI/IKOM‘
AUCT BizHOCHO ekcTpanonsoBanoi 3aransHoi AUC (%). '
“' A — KOHCTaHTa KiHIEBOI MIBMJKOCTI eiiMiHaLii, po3paxoBaHa 3
| ”TOHOK Ha JoTapH(QMIYHO-TIHIHHIE YacTUHI KpHUBOi 3alekHOCTI
! KOHLEHTpamii Bix acy (rox™').
| TLin— 9ac noyarky orapudmiuno iz exiMiHamnii (ron).
j' ‘ LQCT - yac HaitHWK40i KOHIEHTpaLIi, SAKY MOXHA BH3HAYHTH.
i Yac, ko BU3HAYEHO OCTAHHIO KOHL[CHTpAIIIIO, IO IepeBHIIyBaIa
| | HIDKHIO MEXKY KiIbKICHOTO BH3HAYCHHS (rom).
| Il ty — MepioJl HaNliBBUBE/CHHS 3 IUIa3sMK Kpori = In(2)/A = 0,693/%
i‘ (om). |

ITo6i4Hi siBHIIA.
Yei  nobGiumi  sBuMma, ski  cmocrepirampcs  a6o opo  SKi
ToBioMIIsIIOCs, OynaM 3amwcaHi Ta 3apeecTpOBaHi BIAMOBIAHO 110
!noqamy, TPHUBAIIOCTI, TAKKOCTI (JeTKWH, TOMIPHHI, TSKKHIL
‘cryniHb), HEOOXI/IHOIrO JIKYBaHHS Ta OI[HKH JOCITiHHKA 10710 |
‘ T | MOKITHBOI'O 3B'A3KY 3 JIIKYBaHHSIM.
'17. Kpurepii ouinku Gesnexu : . o ; d
| “ H_l)l 4ac CKPHHIHTY Ta HAIPHKIHL JOCIiIKCHHS Oymu NpOBE/IeH
‘Taki  1abOpaTopHi  JIOCTIDKEHHS: 3aralbHUii  aHamis  KpoOBi;
OloxiMIYHUI aHANI3 KPOBI; aHAIl3 ceyi.
“ ! IIoKa3HMKM SKHTTEBO BaskiuBUX (YHKIIH BH3HAYATH [MiI 4ac
; (CKPHHIHTY, IIPH KOKHOMY Ha[XOLKEHHi B CTALliOHAp Ta HaTPUKIHIII |
L JIOCIIiUKCHHS.

‘l DapMakoKiHETHKA |
OGuuCcIeHHs Ta CTATHCTHYHMIA aHATi3 TTapaMeTpiB BiojtocTymHOCTI
IIPOBOJIMIIM 33 JIONMOMOroxo nporpamu Phoenix Automated Statistics“
| land Tabulation (PhAST) (Bepcis 2.3). Yorupu mojeni, BUKopucTaHi|
l‘HpH mucriepciiiHomy  ananizi  (ANOVA), nepeipsin  Brumus)|
| |nocminopHocti  mikyBanns (SEQ), mocmigosHocTi YYACHHKIB|
[[VOLN(SEO)], dasu nocmimxenns (PHASE) ta JIKYBaHHS |
|(TREAT). Bymu pO3paxoBaHi CITBBIIHOIIEHHS CEpPENHIX 3HAYEHD
|morapudmiuno [IEpETBOPEHNX  napameTpis Ta 90 %  noBipui
‘ | IHTEepBaJIH. |
‘ Besmneka
‘i | Tlobiuni sBuma, ski crocTepiraimes Mmix yac KoCTiKEHHS, Gy |
\3BeleHi B TabmMIIO Ta y3aranbHeHi Uil TMOPIBHSHHS I KOKHOTO)|
I : \mKyBaHHS. J

l ;
| 18. Crartucruyni metoau

Y JOoCHpKeHHI B3suM  ydacTh 24 3/I0pOBHX ,uopocmnx%l
19. Jlemorpadiuni nokassuku JodpoBonbuie (12 gomnosikie i 12 xkiHOK). Bik JOCIIJDKYBaHUX |
JIOCIJDKYBAHOT MOy A (crats, | Bapiosas y mianasoni Bix 21 10 56 pokis (cepenmiil Bik cTaHOBHB
iBiK, paca, To11o) 34,2 poxy). JlBamuste BAa  yYACHMKA  OCIiIKEHHS 6ym11w'

| €BPOIICOT/IHOI pacH i 2 — IaTHHOAMEPHKAHCHKOTO MOXOKEHHS.




20. PesynpTatu eeKTHBHOCTI

‘ (DapMaKomneTmca

I Hpodini cepemuboi kKoHneHTpauii B [1a3mMi KPOBi 3 4acoM TPHOX
JKapChKHX 3aC00iB MOKas3anu, 1o npodini skyBaibHuX TabneTok C-
604-3J 1 C-317-5C 6ymu monibuumu. Konuenrpauii npemapatis y
opMi KyBanrbHHX TabneToK OymH HIKYMMH, HiK Npenapary
Jonepamizy y dopmi kancyi (Imomiym™).

| OPIBHAHHUMH TIPH 3aCTOCYBAHHI BCiX MpeNaparis.
CrisBinnomenns cepennix 3savenb AUCo.4s/AUCIN 6yo zenio

(Hmkde 80 % s xyBaneHEX Tabnerok C-604-3] i C-317-5C (77 %

|1 060x), Toxi K It Kancysn IMojiym®™ CIiBBiTHOIIEHH S cepeHix
|3HaueHs cTaHoBuIO 85 %.

- Ilpu nopiensuHi xyBaneHuX Tabzerok C-604-3J 3 KYBallbHUMH
Tabnerkamu C-317-5C Bianosinni cepenni 3navenns AUC.4s (98 %)
i AUCNr (99 %) BignoBiganum kpurepito 6i00CTYIHOCTI, LIO
3HaxouThest B inTepsaii Bijg 80 mo 125 % Bimogno. 90 % aosipui

iHTepBanH 1St norapHcpMitmo NEPETBOPEHUX 3HAUCHD Cmax, AUC,.|

48 1 AUCinr npenapatis C-604-3) i C-317-5C snaxomunmcs y
,mar[asom BiJ 80 1o 125 %, mo cBiI4UTE npo Oi0eKBiBaJEHTHICTD
JIBOX TAaOJIETOBAHHX MpeEIaparis.

| lpu HOplBHHHHl JKYBaTbHIX Tabnerok C-604-3] 3 mpemaparom
Imoniym™ y kancysnax Bimmosimmi cepesni 3Hauenns AUCq.qs (85 %)
1 AUCir (94 %) Bimmosizamu kpurepito GiomocrymHocri. 90 %

I[OB]p‘-II IHTEpBaJIM 3HAXOJHITHCS B Meskax Big 80 10 125 % nume s |

AUCiNg, O CBiganTh npo Ol0CKBIBaJCHTHICTh IIONO 3arajbHOi
| KinbKocTi abcopOoBaHoro sornepamigy. [Ipu MopiBHAHHI 3KyBaTBHHX
‘Tabaerok C-317-5C 3 npenaparom Imozxiym® y kancymnax BiJIIOBI/IHI
cepenni 3HaueHHs AUCo4s (86%) i AUCr (95 %) Takox

| BLAMOBijanu Kkpurepito GiomoctymHoeri. 90 % moBipui iHTepBamm

| Exctpanonbosani  mmomi mig  kpuBoo  (AUCir)  Gymm|

| 3HaxomunMcs B Mmexkax Bim 80 mo 125 % nwmme gas AUCiNF, mo|

|CBiUHTE 1PO  GiOEKBIBANEHTHICTh IWIOZO 3araibHOi  KUIBKOCT
‘abcopboBaHOTO NMOTIEpaMijTy.

CHIBBIIHOIIEHHA  BIANMOBIAHMX  cepeiHiX  3HaueHb  Cmax
KyBanbHUX Tabnerok C-604-3J Ta npenapary Imomiym®™ y kancynax
(72 %) 1 chiBBIIHOLIEHHS BiJOBIIHUX CcepeaHix 3HaueHb Cmax
KyBanbHux Tabmetok C-317-5C Ta nperapary Imodium® y
‘kancynax (71 %) He BiAnmoBigamu KpuTepiro GiOJOCTYITHOCTI Bij 80
\no 125 % BKIII0YHO. Bonu He Oynu _ craructuymno eKmBaneHTHHMH

21 Pesynbratu 6e3meku

H IToGiuni sBMILA I

OauH y4acHHK IOCITIKEHHS TOBiJIOMHB Mpo MOGIYHE ABHINE Y
BUIJISII MeTeopusMy micnst mpuitomy Jikysauua C  (Imomiym®,
\karcynu [4 x 2 mr]). lle nobiyne sBume Oyao OLiHEHO SK JerKe i

| MOXKIIMBO TIOB'i3aHE 3 NPUHOMOM JOCIIKYBAHOI'O nixapc&xorol
33006)/ ITix yac nocmimkeHHs He MOBIIOMIISUIOCS MPO iHIN MOGIUHI|

|ABHIIA.
JlaGopaTopHi HOCIIi I KEHHS

IIpoTaroM IOCIIIKEHHsI Y YOTHPHOX YYACHHKIB CIIOCTEpiraimucs|
reMaTONIOTiYHI MOKA3HUKH HHKYE HOPMM, BKIIOYAIOUH KiIBKICTH |

EPUTPOLHTIB, 'eMOIJI001H Ta TEMATOKPHT.
[Huri mapamerpu Ge3nexu

[IpoTarom gocmiKeHHS KIIHIYHO 3HAYYIIMX 3MiH MOKA3HHUKIB|

JKUTTEBO BOKITMBUX (DYHKIIIH He CIIOCTEpiranocs.




I —————— — - _ —_— =
| I

|

Y janomy panjgomizoBanoMmy Bi/IKPUTOMY ~TPHCTOPOHHBOMY |
!fnepexpeCHOMy JOCIIIKEHHI  BH3HAYaIIH (papmakokiHeTHKY |
| r\nonepaMiﬂ;y Y 24 310poBuX g0poCiuX 106POBOJILLIB TTicss npuiiomy|
“ pernapary JIonepamily/CHMETHKOHY Y (hOpMi KyBaTBHUX TabIeToK
!(4 X 2 mMr/125 mr [C-604]), npenapaty JTOTIepaMiTy/CHMETHKOHY y”
‘Gopmi skyBanmeHMX Tabmerok (4 % 2 wmr/125 wmr [C-317]) Ta
f‘npenapaTy Imoziym™ y dopmi kancyn (4 x 2 MT).
1 N JOCII1JDKEHH] NPOJIEMOHCTPOBAHO, 1o rpemnapaTu ‘
‘HOHEpaMi,Hy/CHMeTHKOHy y dopmi xyBansuux Tabnerox C-604-3] i
” C-317-5C e oGiockpipanentnumu. Cymax i AUCoas npenapaTy/
Imoniym®™,  kancymm, Oy/iM BHIIUMH TIOPIBHSHO 3 TaKUMH
TIOKA3HUKAMH OYIb-SKOTO 3 JBOX npenapatiB y Gopmi KyBalbHHX
HTaﬁneTOK.

Huxua Cmax 1 6imbmmit Tvax JIonepamijly/CHMETHKOHY 'y (opMmi
KYyBaJbHHX TaOleTOK CBifYaTh PO Te, 10 MeHIIe Jonepamiy
| ‘BCMOKTyCTBCH 3 TabueToBanux (opM mpotsrom mepmmx 10 roun, a
j‘ )6im,1ue 3alHMIIAETRCA B MicIi Horo jii. OpHak 3arajbHa KijlbKicThb 1
7_‘| ‘abcopbosaroro nmomepaminy (AUCINE) 3 yeix Tphox Iperaparis €

' ‘ CKBIBAJICHTHOIO. . : _ '
[ Cepiio3HUX MOB'I3aHMX 3 MIKYBAHHSIM OGIYHUX edexTiB abo
“ BIIXWIEHb Y  pe3yibTaTax J1aGopaTOpPHHX  HOCHI/UKEHb  He
I crocTepiragocs.

22. BUCHOBOK (3aK/TI0YeHHS)

Ipencrasnuk 3aasunka MaxHin IMpoxaxe Jimiten, Auris
TOB «/Ixoncon i [Ixoncon Ykpaina», VYkpaina

9 @ LA OHL! .;.ll. :
Kocsinuyk M.B. _ /5//((4/'—* .
(Miaowe)




Clinical Trial Report

1. Name of the medicinal |r
product (number of l

I

% .
!registration certificate, if | DN BUD ‘
lavailable) 7J|_ = o md . o
HZ. Applicant | McNeil Products Limited, England |
I 1 - !

‘J | Janssen-Cilag, France
!3. Manufacturer ' Johnson & Johnson Private Ltd., India
j | Janssen Cilag S.P.A., Italia

4. Trials conducted: 1 yes 3 no If not, substantiate !

|
Rkl e =) | _
i) type of the medicinal Medicinal product with fixed dose combination according to item 1 (sub-item 1.5)]

‘product, by which”of section III of the Procedure of Order of the Ministry of Health of Ukraine dated,
X \'registration was conducted| 23.07. 2015 Ne 460.

or planned ‘ -

“5. Full name of the Clinicall —Study Protocol No. 98-068. Bioequivalence Between Loperamide-Simethicone
Trial, clinical trial code  |Caplets and Imodium® Advanced Chewable Tablets. i

|6. Clinical trial phase | Phase I A |

7. Period of the clinical ‘Clinical Phase — from March 26 to May 3, 1999.
trial ‘Analytical Phase — from May 17 to September 6, 1999.

HS. Countriesiwhere th; ﬁ"he clinical pﬁse— USA.

\clinical trial was| Plasma samples were analyzed by Janssen Pharmaceutica NV, Belgium. |
conducted

|
|
i

|

iplanned: 28 subjects (14 men and 14 women). |
9. Number of study actually: 29 subjects (15 men and 14 women) were enrolled in the study and“
‘yparticipants vevaluated for safety; 28 subjects completed both periods, and 26 subjects were
I included in the pharmacokinetic and statistical analyses f

;‘10. Goal and secorElr;”—To determine the bioe&ivalence? loperaﬁﬁe—simetﬂone caplets with
|objectives of the clinicalHImodium@ Advanced chewable tablets.
~trial

IR I

11. Design of the clinical [
|trial

I l Healthy male and female subjects ages 18 through 55 years, inclusive, were
h eligible for enrollment. They were considered healthy based on medical history, ‘
i thysical examination, and clinical laboratory tests.
|12. Main inclusion criteria - Women were included only if they were either postmenopausal, as demonstrated”
; ‘rby elevated follicle stimulating hormone (FSH)/luteinizing hormone (LH) levels,
l (or using an effective form of birth control for at least three months before being|
| ~_|enrolled in the study. |

“E The investigatiohﬁ” Four loperamide-simethicone caplets, providing a single dose of 8 mig:‘
‘.medicinal product, method loperamide and 500 mg simethicone, were administered orally with six”
of administration, strength i@uidounces of water. |

“ A single-dose, open-label, randomized, two-treatment crossover design.




74

!ﬁ.iCompaaior, dgé:”—Four Imodium® Advanced 7Ct;v:all£¥ablets, provfthg a single “dose of
method of administration, |8 mg loperamide and 500 mg simethicone, were chewed and swallowed with
strength six fluidounces of water. -

| ' Oral contraceptives were used by 3 subjects, which were permitted by protocol.j
i One  subject consumed one packet of Thera Flu® (acetaminophen,
;;15. Concomitant therapy  pseudoephedrine, and chlorpheniramine) for cold symptoms between the first and‘
r second study periods. No other medications were used concomitantly during the
Istudy. 7 B =
j The following primary, single-dose pharmacokinetic parameters for loperamide|
in plasma were determined: ‘
. - Areas under the plasma concentration-time curve (AUC, AUCxr)
| - Peak plasma concentration (Cyax)
16. Efficacy evaluation|| - Natural logarithmically transformed values for peak plasma concentration and
]criteria |areas under the curve (LCmax, LAUC, and LAUCnF) ‘
! - The following secondary pharmacokinetic parameters were also determined to|
provide a complete profile of the products: !
- Peak time (Tyax) |
‘ |- Apparent elimination rate constant and half-life (kgr, t..) ‘

fITT Saféty evaluation| Safety was assessed by reviewing vital signs, clinical laboratory test results, and |

|criteria the occurrence and seriousness of any adverse events.

I Bioequivalence was determined by the shortest 90% confidence interval test on

the geometric means of the primary parameters, AUC, AUCixr, and Cyax. Al
[ general linear models procedure (GLM) was used in an analysis of variancef
18. Statistical methods | (ANOVA) on both primary and secondary parameters. This model tested for

(effects of treatment sequence, subjects within sequence, study period, and
s treatment. In addition, data for each product were sorted by gender and
[‘ summarized with descriptive statistics.

19. Demographic‘l Twenty-nine healthy adults, 15 men and 14 women, were enrolled in the study.
characteristic  of study!iThe study population ranged in age between 19 and 55years, and in weight
‘population (gender, age,i;between 130 and 191 pounds (59 and 87 kg), inclusively. Twenty subjects were|
}\Lace, etc.) ' Caucasian, six were Hispanic, two were African-American and one was Asian.

J
Pharmacokinetics: ‘
1 Comparison of geometric means for AUC, AUCnr, and Cymayx indicate that the!
\| caplets and Imodium® Advanced chewable tablets were bioequivalent. The
- ‘shortest 90% confidence intervals for these parameters met the criteria for
‘ bioequivalence by falling within the 80 to 125% range.
For the secondary pharmacokinetic parameters (Twmax, kL, and ti;) comparison |
2. Elticacyrasults ifof all parameter mealr)ls for the loperaxflide—simethicone caplets with those for thf:I
[ Imodium® Advanced chewable tablets showed no statistically significant
\differences.
f‘ The parameters and profiles for the two formulations were similar among both
I ‘men and women, indicating that loperamide’s bioavailability did not depend on‘
: )gender.

|

_‘l Loperamide-Simethicone caplets were well tolerated by the study subjects. N(;;
21. Safety results serious adverse events occurred during this study and no subjects withdrew due to|
‘|3adverse events. Nine mild adverse events were reported in seven subjects. In one




/L

|'subject, headache and dizziri?ss were categoriied as possibly or probably related
rto study drugs, respectively. No clinically relevant changes in vital signs or clinical‘
laboratory test results were observed. |

‘.
22. Conclusion

| Comparison of geometric means for loperamide AUC, AUC]NF, and CMAX‘

indicate that the loperamide-simethicone caplets and Imodium® Advanced{
chewable tablets were bioequivalent. The shortest 90% confidence intervals for
these parameters met the criteria for bioequivalence by falling within the 80 to
‘ 125% range.

The bioavailability of loperamide from both the caplets and chewable tablets
was similar among men and women.

The loperamide-simethicone caplets were well tolerated by the study subjects.
No subjects withdrew because of an adverse event, and no serious events were
‘ﬁreported. :

Applicant's “(signature) =
representative > PP
LLC "Johnson and Kosyanchuk M.V.
Johnson Ukraine” (full name)



3BIT
1po KJIiHiYHe BUNIPOOYBAHHSN

‘ 1. Ha3Ba J'IlKElpCbKOI‘O ‘
'3aco0y (3a HATBHOCTI - ‘I

®
‘Homep peecTpariinoro | e U L |
IOCBiT4eHHS) 0 = o
2. Bagpruk | MaxHin Iponaxre Jimiten, Auriis ‘I

HHHcceH-Ciﬂar, ®paniiis

3. BupobOuuxk ' Jlxoncon i xoncon Ipaiiar JItx., Tumis
_ Succen Cinar C.ILA., Itanis ‘
_4. ITpoBeneni mocmiKeHHs: ] TaK C HI AKIIO HI, OOTPYHTYBATH ‘

1) Tun nikapcekoro 3aco0y, \ Jlikapcekuii 3aci6 3 ¢ikcoBanoro komOiHamicro 3rijHo myHKTY ||

|3a IKMM NpOBOIUIIACH a60 (HI,I[HyHKTy 1.5) posainy III Iopsiaky Hakasy MO3 Ykpainu Bix 23 JII/IHHH'
IUTaHY€ThCS PEECTpPallis 2015 poky Ne 460. |

5. IloBHa Ha3Ba KIiHI4HOIO |1 IIporokon  mocmimkenus Ne 98-068. BlOCKBlBaHeHTHICTb JIKAPCBKHUX

_lBHHpo6yBaHHH KOJIOBAHMH | 3aCODIB  JIONEpaMi/I-CAMETHKOH, Tabierkd, Ta Imodium® Advanced,
HOMEp KIIHIYHOTrO TabJIeTKHU JKyBalbHi,
l BHHpOGyBaHHﬁ

Maza [

6 @a3a KMHIYHOIO
BUIIPOOYBaHHSI

1 .
| 7. Ilepiox npoBeieHHs
:‘ KniHitmoro BUNPOOYBaHHs

Kuiniuna dasa — 3 26 Gepesns 10 3 TpaBHs 1999 p.
__Axamituyna ¢asa — 3 17 Tpasust 10 6 Bepecus 1999 p.

Kninivyna daza — CIIIA.

3pasky IIa3MH KpOBI aHANi3yBalM y KoMmaHii Janssen Pharmaceutlca
NV, bensris.

' \F 3ariaHoBana: 28 310pOBUX JZ[OﬁpOBOJIBHiB (14 wonoBikis Ta 14 xiHOK). |
, ®axruyna: 29 310poBuX 106poBobLIB (15 YonoBikis Ta 14 xiHOK) GyIo
19. Kinbkicrs | BKJIFOYEHO y HOCIUDKEHHA Ta iX J[aHi [pOaHali30BaHi IIOJ0 Oe3MeKH; g
jI[OCIIi,[DKyBaHI/IX |28 3/10poBHX TOOPOBOJIBIIE 3aBepIIMIN 0OMIBA NEPIOJIN TOCIIIKEHHS Ta‘
= JaHi 26 yvacCHHKiB Oy/J0 BKIKYCHO Yy aHATi3 (DapMAKOKIHETHKH 1
L (CTATHCTHYHMIT aHAIi3. ) |

10. Mera ta BropunHi wini | BusHauutn 6106KBlBaneHTHwa NKapChKHX  3aco0iB  Nomepamin-|
l‘IUIlHI‘-IHO]"O BUNPOOyBaHHS \ CHMETHKOH, TabieTku, Ta Imodium® Advanced, TabneTku KyBasibHi.

‘8 Kpainu, ne nposomiocs
KJIlHl'-IHe BHUIIPOOYBaHHS

Binkputuit  paHJoMi3oBaHMil mepexpecHHMil aM3aiiH  JOCHIGKEHHS
___|0/1HOPa30BOi 1031 J1BOX Nperaparis

' 3710poBi  106POBONBII YOTOBIMOI Ta kiHOYOi craTi Bikom Bim 18 110
55 POKIB BKIIOYHO BiIIOBIiaMH KPHUTEPIAM BKIIOYEHHS y JOCIIIKCHHS. I‘
Bonn bynn BusHaHi 310pOBMMM 32 JAaHHMH aHAMHE3y Ta pe3yJlbTaTamH
@13HKaJIBH01"O o0cTexkeHHs 1 1aGopaTOPHUX JOCIIIKEHB. ‘i

JKIHOK BKIFOYAM, JIMIIE SKIIO BOHH OyJIM B MOCTMEHOMNAy3i, mpo I.].[O‘

11. JluzaiiH KIiHIYHOTO
| BUIPOOYBaHHS

12. OcHoBHI KpuTepii

P R l‘CBiI[‘{HB MIBHUICHUHA  piBeHb  (QOTIKYTOCTHMYIIIOMOTO  TOPMOHY |
(@CI')/moreinizyrouoro  ropmony  (JII'), a6o  BUKOpHCTOBYBaH|
|‘eq)eKTHBHHH METO/I KOHTPOJIKO HapOIAKyBaHOCTI IIPOTIIOM m()HaHMeHmer

" !TpBOX MICSILIB 110 BKJIFQUEHHS Y JIOC/IiIDKEHILS.

113, JlocmimkyBaHuii ‘Iompn TaOJIeTKH  Jlonepamimy- CHME:TPIKOHy, 110 3a663neqy}0Tb

| mKapchKHi 3aci, crocid \ OJIHOPA30BY /03y 8 MI HonepaMmy Ta 500 MI CHMETHKOHY, NpHiiMaiu
3aCTOCYBAHHS, CHJIA i1 } 1IEPOPAJILHO, 3aLHBAIOYM IIICTBMA PiAKUMH YHLIAMHE (= 180 M) Bosu. H
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| 14. TIpenapat mopisusiHHs,

71034, Crocid 3acTOCyBaHH,

‘CHHa I[l]

'15. Cynyrns Teparis

3aCTOCOBYBAJIH I11)1 YAC TOCITIIIKEHHS.

|
1
\

YHotupu xysanbHi TE16J]CTKH HIKapCLKOTO 3a006y Imodium® Advanced\
IO 3a0e3MevyloTh OJHOPa3oBy 03y 8 Mr nonepamigy Ta 500 M|

CHMETHKOHY, PO3)KOBYBAIIH 1 IPOKOBTYBAIIH, 3AIIMBAIOYH LIICTEMA PiKHMH |
‘yHI_IlHMI/I (~ 180 mu) BoJIH. H

‘ TpH YYaCHUKH TI0CHTi ke HHs 3aCTOCOBYBAJIH NEPOPaIBHI KOHTpauenTHBH |
wo Oyiio 103BONEHO NPOTOKONOM. OJMH yYacHHK NPHAHSE OJMH naKeT[‘
rnlI(apc:bKoro 3acoby Thera FIu™ (aueraminoden, ncesgoedepul i
|

xnopcbeHlpaMlH) JUIst JIIKYBAHHS CUMIITOMIB 3aCTYy/IA MiK HEpPLIMM i APYTHM
‘Heplonamn AocmimkenHs. I[Hmi  cynyrai  mikapebki  3acom He|

116. Kpurepii ominku
‘e(heKTHBHOCTI

Bynu  Buswaueni taki mepBuHHI  papMaKOKiHETHYHI napaMeTpu

\Jornepamijy B IIa3Mi Kposi:

| - IuIowa mijJ KpuBoo Kouentpauis-yac (AUC, AUC p);

| - MakCHMalbHa KOHUEHTpaid B mia3mi kposi (Cmax);

" - JIOrapu(QMiYHO MEPETBOPEHi 3HAUCHHS MAKCHMMAIBLHOI KOHIEHTpALii B

| Iwiasmi KpoBi Ta tiom 1ij kpuBoio (LCumax, LAUC i LAUCNg).

| Taki BTopuHHI papMaKOKiHETHYHI TapaMeTpH TakoxkK OyJIH BH3HAYCH] A

OTPUMAHHS MMOBHOTO MPOQITIO TIIKapPChKHX 3aC001B: i
- 9ac /10 JOCATHEHHS MaKCUMaIIbHOT KOHIIEHTpaLii B 11a3Mi kpoBi (Tmax);|

- KOHCTaHTa MIBU/KOCTI eniMinanii (KeL) Ta epioj HaniBBHBeAeHHS (t1:). l

17. Kpurepii ouinku
Oe3rnexu

|BUHHKIHEHHS Ta CEpPHO3HOCTI Oy /Ib-SKHX IIOOIYHMX SIBHILL. |

besneky ouiHOBaIH UUIIXOM BUBYEHHS MOKA3HUKIB KUTTEBO Ba}KnHBHx\?
e . . . " |
\QyHKUiH, pe3ynbTaTiB KIiHIYHUX JAGOPATOPHUX OCITI/PKEHb, a TAKOXK

[‘ 18. CraTucTUUHI MeTO1U

| PBioeksiBanenTHicTE BH3HAUATH 3a JlorioMororo  Haiikopotiroro 90 %

JIOBIPYOTO iHTEpBANly Ul TEOMETPHYHHMX CEPEIHIX 3HAYEHb MEPBHHHHX
mapameTpiB (AUC, AUCink Ta Cwmax). 3aranbsHa JiiHifiHa MOzeIs (GLM)
|Oyna BUKOpHCTaHA JUIs Jcnepciiinoro ananizy (ANOVA) sk [IEPBUHHHX, ‘
'TaK 1 BTOPUHHHX napaMeTp1B Lls Moziens TecTyBana BILUB TOCIITOBHOCT
{m]{yBaHHs{ YYaCHHKIB y MeXKaX IOCHIJIOBHOCTI, IEPIOAY AOCTiIKEHHS Ta||
(mikyBaHHs. KpiM TOro, JMaHi juisi KOXHOTO JKAPCHKOrO 3acoby 6ymr“
‘pogno,umem 32 CTATTI0O Ta Yy3arajJbHEHI 3a JIOIIOMOIOK OIHCOBOI
‘CTEITI/ICTI/[KI/I

'19. Hemorpadiuni

\TIOKa3HHKH JIOCII/DKYBAHOT |
‘nomnyJiAuii (crath, BiK, paca,

20. Pesysipratu
e(heKTHBHOCTI

| 'V nmocnimkensi B3sumM y4acts 29 3/I0pOBUX ILOpOCJIHX )106poaonbu113 15‘
‘ IIOJ'IOBIKIB i 14 sxinok. Bik gocmimkyBaHoi momynsiii apiroBas y mianasoui |
Bl 19 no 55 pokis, a maca Tima — Bix 130 go 191 ¢yuris (59 i 87 KT) |
BKJIIOUHO. JIBa/IUsATh YUaCHHKIB JOCIIJKEHHS OyH €BporneoinHoi pacu, 6 —|
TaTHHOAMEPHKAHCHKOTO MOXO/KEHHs, 2 Oynu adpoaMepHKaHLAMH Ta 1)
‘ HAJIeKaB JI0 a31aTCHKOT pacH.

®apmakokineTHKa |
‘ llopiBHSAHHS reoMeTpuYHHX cepennix 3HaueH» AUC, AUChr i Cmax|
|CBIUHTE, LIO nonepamm CHMETHKOH, Tabnerku, Ta Imodium® Advanced,
'TabneTkH KyBanbHi, € GloekpiBanentauMu. Haiikoporumii 90 % JOBIPYHH |
|IHTEepBal JUI LUMX IapaMeTpiB BiAMNOBiTae KpHTEpisM OioeKBiBaIeHTHOCTI, |
MOTPAIUIAKYM Y Mex1 dianazony Bixg 80 go 125 %.
il IIpu 1opiBHAHHI BCIX cepejiHiX 3HAYEHb BTOPUHHHX d)apMakoqueTHanx|
‘napaMeTpm (Tmax, KeL 1 t1) nor{epaMLt[y CUMETHKOHY, TabIIETOK, 3 TEIKHMP[|
(mikapcpkoro 3aco0y Imodium®™ Advanced, Tabmetox skyBampHHX, He“
| BUSBIICHO CTATUCTHYHO 3HAYYIIMX BIAMIHHOCTEH. I
ITapametpu Ta npodini nBox nikapcbkux (opm Oynu MOMIGHUMH fK V|
| YONMOBIKIB, TaK 1 y JKIHOK, WO CBiIYHTH MPO BIACYTHICTH 3ANIEKHOCTI |




|

010/10CTYIHOCTI JIOIIEpaMiLy Bij cTaTi.

21. Pesynbratu Ge3neku

Jlonepamin-cumetnkon y  Qopmi  Tabnetox  mobpe IIGpBHOCIfIBCH“
'yuacHUKaMu JtocaimkeHns. [1i1 yac 1boro DOCTiKEHHS He BHHHKIIO 6y,[[b-“
SIKHX CEpPHO3HUX MMOOIYHMX SBHII, 1 JKOJEH YYaCHHK He BHOYB i3
|mocmipKenH s y 3B’S3Ky 3 MOOIYHUME siBHIIAMH. JIeB ATh MOGIMHUX ABMII
|nerkoro CTYIICHs 3apEECTPOBAHO y CEMH JIOCHLKYBaHHX. Y OJHOrO|

| & e ; ; .
yJyacHHKa TOJOBHHH OuIb 1 3anmamMopoueHHs Oynu kiacudikoBaHi

'BIINOBIIHO K MOXKIUBO 200 HMOBIpHO MOB’sA3aHi 3 ,r_IocnimeBaHﬂMnl
IKApCHKAMH 3aC00aMH. |
- KuniHigHO 3HAYymIHX 3MiH MOKA3HUKIB KHTTEBO BAJKITHBUX dyHKILIH aﬁo‘

[Pe3yJIBTATIE KIHIYHUX J1aOOPATOPHUX JOCHI/PKEHb HE CIIOCTepiranocs.

|22. BucHOBOK
| (3aKImIOYEHHS)

| uepes noObiyHi ABMIIA, i CEPIHO3HUX SIBUIL HE 3aPEECTPOBAHO.

| llopiBuanus reomerpuynux cepeauix snauenb AUC, AUCine Ta Cwmax
:5nonepaMiny CBIIUUTH, MIO JIKAPCBKI 3aco0M JIomepamij-CHMETHKOH,
|tabnetku, Ta Imodium®  Advanced, TaGnerku KyBalnbHl, €
| Gi0eKBiBaIEHTHUMM. Haiixoporun 90 % moBipdui iHTepBanmu st IUX
!HapaMETpiB BIMOBIJAlIH KPUTEPisM OGi0CKBIBAICHTHOCTI, MOTPAILISIOUH B
| miartasoH Bix 80 jo 125 %.

| biogocrynmicts nonepamify sk i3 TaGneTok, Tak i 3 XKyBaJbHHX TaGIETOK
|'6yna OJIHAKOBOK) CEpe]l YOJIOBIKIB 1 KIHOK.

Jlonepamin-cumerukon 'y  dopmi  Tabierok mo0pe mepeHOCHBCH

310poBUMH  100poBONbLsiMU. JKOJEeH y4acHHK HE BHOYB 3 JIOC/IKEHHA

IpencraBunk 3assunka MaxHin Hponake Jliviren, Auraisn, o+
TOB «/Ixxoncon i JTxoncon Ykpaina», Ykpaina ;

Kocanuyk M.B.

“(Mianne)



