Hopnatok 29

Jo Ilopanxy NpoBeleHHs eKCIePTU3U
peecTpaniiiHix Matepianis Ha JiKapceki
3ac00H, 1110 NOJAKOTECA Ha JIepKaABHY
peecTpalliio (nepepeecTpauiio), a TAKokK
€KCMePTH3H MaTepiaiB PO BHECCHHA
3MiH J10 peecTpaliifHux MaTepiais
MpOTATOM il peecTpaliinoro

MOCBiTYEHHA
(myHkT 4 po3ainy IV)
3BIT
Npo JOKJIIHIYHI J0ocTaiKeHHS
1. Ha3pa nikapcbkoro 3acody (3a EKCHD, Tabnetku, BKpUTI IIIBKOBOKO 000JIOHKOIO, 110
HassBHOCTI — HOMEP PeeCTpamiiHoro 60 mr
MOCBITUCHHS): EKCHB, Tabnerku, BKPUTI MIIBKOBOKO 000JI0HKOIO, 110
90 mr
EKCHB, tabiieTku, BKpUTI ITIBKOBOIO 000J0HKOIO, 10
120 mr
1) Tumn nikapceKoro 3aco0y, 3a IKUM ['enepuunuii mikapcbkuii 3acib (reHepuk)
poBoAMIacs abo IIAHYEThCS peecTpalis
2) IPOBEJIEH] 1OCIKEHHS [(Jrak [Xui  sxmo Hi, 06rpyHTYBaTH

Ob6ipynmyeanns: 1€ TEHEPHUYHWH JiKapchKuit 3acil.
Bianosigxo 1o BuMor posuiny III IMopsiiky npoBeaeHHs
eKCIEepPTH3H peecTpalliiHUX MaTepialiB Ha JHKapChKi
3aco0M, IO NOJAIOTBCS Ha JEPXKaBHY pPEECTpAIliio
(mepepeecTpallito), a TAKOK EKCIIEPTH3H MaTepiaiB Impo
BHECEHHS 3MiH JI0 PeECTpAIiifHAX MaTepialliB MPOTAroM
Iii peecTpaniifHoro nocsigdeHHs (Haka3 MiHicTepcTBa
OXOpOHH 310poB’st YKkpaiuu Bix 26.08.2005 Ne 426 (i3
3MiHaMH, YMHHA penaknis) ta cratri 10.1 JIHpeKTHBH
2001/83/€C moxitiHiuHI DOCTIIKEHHS HE BUMAratOThCS.

2. ®apmakosioris: =

1) nepeuHHa hapMakoguHAMIKA -

2) BTOpHHHA papMaKkoTHHAMIKA —

3) dbapmakodnoris 6e3nexn —

4) dpapmakouHAMiuHI B3aEMOIIT —

3. ®apMaKOKIHETHKA:

1) aHaNiTHYHI METOAMKH Ta 3BiTH LI0J0 iX| —
BaJTi 1aItii
2) BCMOKTYBaHHS =

3) posnoain -

4) MmeTabo1i3M S

5) BUBEEHHS —

6) hapMakOKiHETHYHI B3a€MOI1 —
(oKTiHIYHI )
7) i1 hapMaKOKIHETHIHI TOCTIDKCHHS -
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4, TokcHKOIOT1A:

1) TokcHUHICTB y pa3i 0IHOPa30BOI0
BBEJICHHS

2) TOKCHYHICTh Y pa3i HOBTOPHHX
BBE/ICHD

3) reHOTOKCHYHICTE:
in vitro

in vivo (BKJIIFOYAKOYH 10AaTKOBY OIIIHKY 3
TOKCHUKOKIHETHKH )

4) KaHIIEPOT€HHICTh:

TOBIOCTPOKOBI JOCIIIJDKEHHS

KOPOTKOCTPOKOBI IOCIIIDKSHHSA
a00 JOCITiKEHHS CepeaHBOl TPHBAJIOCTI

IIOIATKOBI JOCIILKEHHS

5) penpofyKTHBHA TOKCHYHICTE Ta
TOKCUYHMI BIUITMB Ha PO3BUTOK
IIOTOMCTBA:

BIUIMB Ha (DEPTHIIBHICTH i paHHil
eMOpIOHAJILHHI PO3BHTOK

eMOPIOTOKCHYHICTh

MpeHaTaJbHa i OCTHATAILHA
'TOKCHYHICTE

TOCIIIKEHHS, IPH KX [Ipernapar
YBOJIUTBCS MOTOMCTBY (HECTATEBO3PIIIHM
TBapHHaM) Ta/ab0 OLIHIOETHCS Bi/IaIeHA
s

6) MiclLieBa IIEPEHOCHMICTh

7) DOJATKOBI TOCIIIKEHHSA TOKCHUHOCTI:

AHTUTCHHICTE (YTBOPEHHS aHTHTIN)

IMYHOTOKCHYHICTb

TTOCITIIKEHHS MEXaHI3MIB il

NiKapchKa 3a1eKHICTh

TOKCHYHICTE MeTA00JIITIB

TOKCHUYHICTh JIOMIIIOK

iHIIe

5. BUCHOBKH 111010 JOKJIIHIYHOI'O
BHBYEHHS

3agBHHK (BIIACHHUK
peecTpariifHoro mocBiA4eHHS )

\,(ni)lnnc) \/
GHND

< (II.L.B)
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Jlonatox 30

no [lopsaaky npoBeaeHHs eKCIIEPTU3H
peecTpalliiiHiX MaTepiaiB Ha JiKapchKi
3ac0o0H, 11O MOJAKTHCS Ha JePIKaBHY
peecTpallito (epepeecTpalliio), a TaKoXK
eKCIePTH3HM MaTepiaiB NPo BHECEHHs
3MiH 10 peecTpalifHUX MaTepiaiiB
NPOTAroM il peecTpauiiHOro
MOCBiAYEHHS

(myHkT 4 posainy IV)

3BIT
Npo KJiHiYHe BUNIPOOYBAHHSHA

1. Ha3ga nikapcbKkoro
3aco0y (3a HasBHOCTI -
HOMED peeCTpalifHoOro

EKCHDb, TabneTku, BKPUTI IUTIBKOBOK 000JI0HKOO, 110 60 Mr
EKCHB, TabeTku, BKPUTI IIIBKOBOKO 000JI0HKOIO, 110 90 M

EKCHB, TabiieTKkH, BKPHTI IUTIBKOBOKO 0000HKO0, 0 120 Mr

[TOCBITYCHHS )
2. 3asgBHUK [IpAT «@apmaneruuna dipma «lapauus», Ykpaina
3. BupoOHuk [IpAT «®apmanestuuna dipma «lapaunsy», Ykpaina

4. IIpoBeneni
TOCITI IDKEHHS

Prak [Jui  sKmo Hi, OOIPYHTYBaTH

1) THI JIKapCHKOTO
3aco0y, 3a AKUM
mpoBoauacs abo
[UIAHYEThCS peecTpaltis

['eHepHyHU NTiKapchKHii 3aci0 (TeHepHK)

5. IloBHa Ha3Ba
KJIIHIYHOTO
BUIIPOOYBaHHS,
KOJOBaHUI HOMED
KJIIHIYHOTO
BUITPOOYBaHHA

PanmomizoBaHe BiJKpHTE IMEPEXPECTHE MNOPIBHIBHE JOCIIJHKEHHA
0i0EKBIBaJICHTHOCTI 3 JBOMa IE€piogaM 1 JBOMa IMOCIIJOBHOCTAMH
nmikapcekoro 3acody EKCUDb, Tabnetku, BKpHUTI ITiIBKOBOIO 000IOHKOO,
120 mr eropukokcuby (IIpAT «®apmanerruuna ¢ipma «/lapHuns»)
mikapcbkoMmy 3aco0y  ApKOKcist, TaONeTKH, BKPHTI ILTiBKOBOIO
o6omonkoro, 120 Mr eropukokcudy (Merck Sharp&Dohme B.V.) 3a
0JIHOPA30BOTO IEPOPAILHOIO 3aCTOCYBAHHS Y 3J0POBHX JIOPOCIIHX
mo6poBoskiiB Hatiecepie. Kog KB: 20ANE-3489C.

6. ®aza kniHIYHOTO
BUIIPOOYBaHHS

JlocikeHHS 010€KBIBAJIGHTHOCTI

7. Ilepion mpoBeIcHHS
KIIIHIYHOTO

3 24.02.2021 p. mo 24.03.2021 p.

BUIIPOOYBaHHS

8. Kpainu, e TypeuurHa — KJIiHIYHA YaCTHUHA;

MPOBOAUIIOCS KITIHIUHE

BHIIPOOYBAHHS Icnianis — GioaHaTiTHYHA YaCTHHA, CTATHCTHYHHH aHai3
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9. Kinekicth
ITOCITIIKYBAaHHX

3aIl/IaHOBaHAa: paHoMizalis — 28
(haxTHYHA: CKpUHOBAHO — 35, paH/IOMi30BaHO — 28, 3aBepIIMIIO
yuacTe — 28

10. MeTa Ta BrOpuHHi
11l KJIIHIYHOrO
BUITPOOYBaHHS

Merta: oniHMTH OioeKBiBaleHTHICTH Jikapchkux 3acobis  EKCIB,
TablIeTKH, BKPUTi IUIIBKOBOIO o6omoHko0, mo 120 mr (IIpAT)
«@apmanesTHuna dipma «JlapHuipi») Ta gikapcbkoro 3acoby Apkokcis,
TabJIeTKHM, BKPHTI ILIBKOBOK o06omoHko0, mo 120 wmr (Merck
Sharp&Dohme B.V.) 3a oiHOpa30Boro nepopaisHOro 3acTocyBanHs y 28
3I0POBHUX JOPOCINX JOOPOBOIBLIB HATIIECEPIIE.

BropunHa 11i)1b: ONiHATH Ge3MeKy Ta IepeHOCUMICTL 060X Tpenaparis.

11. JIuzaiin KIiHIYHOTO
BUIIPOOYBaHHS

PanjioMi3oBaHe BiIKpHTE IIepeXpecTHe NOPIBHAIBHE IOCTIKEHHS|
GioeKBiBaIEHTHOCTI 3 ABOMA TEPiojaM i JBOMa MOCIIiIOBHOCTIMH

12. OcHoBHi kpuTepii
BKJTIOYEHHS

3mopoBi goGpoBosbLi wonoBidoi crari Bikom Big 18 mo 55 pokis
(BKJIFOUHO) 3 iHmexcoM Macd Tina >18,5 xr/m® i <30,0 kr/M?, mo He
nandaTh, AKi mignucamu ¢Gopmy iHGOpPMOBaHOI 3roaM Ha yYacTh y
1OCITIDKEeHHI.

13. HocnimxyBaHmi
IliKapchKHi 3acib, crmocio
3aCTOCYBaHHsA, CHIIA JIii

Tectouii nikapcepkuit 3aci6 (T): EKCUB, TabneTku, BKpUTI IIIBKOBOIO)
060510HKO!O, 110 120 MT

Bupobnuk: IIpAT «®apmareBruana dipma «lapauips» (Yipaina)
MHH: eTopukokcu®

Croci6 3acTocyBaHHs: nepopaibHO OfHOpasoBo 1 Tabmerka (120 mr)
HaTIIe

14. IIpenapat
[IOPIBHSIHHS, 1038, CIIocio
3aCTOCYBaHHS, CHJIa Jii

Pedepentnnii nikapcpkuit 3acid (R): Apkokcis, TaGneTkd, BKpHTI
MJIIBKOBOIO 000JI0HKOIO, 110 120 Mr

Bupobuuk: Merck Sharp&Dohme B.V.
MHH: eTopuxokcu®

Crocib 3acTocyBaHHSs: I€pOpalibHO 0HOpa30B0 1 TabneTka (120 Mr)
HaTIIe

15. CynyTHs Tepanis

3acTocoBYBaINCh Taki 0OMEKEHHS 11010 BUKOPHCTAHHS JIIKiB:

* npuiioM Oyab-akux mojudikoaHux ¢opM (epMeHTHHX Hperaparip
(BKyIrO4atouM CHIBHI iHTIOITOpH (Pepmenti nuroxpomy P450 (CYP) 14
cunbHI iHyKkTOopH (hepmentiB CYP) He mo3Bonsees nporarom 30 auis 10|
NEepIIOro NPUHOMY JOCIIIKYBAaHOTO JiKapcebkoro 3acody (J1J13);

* npuiioM OyAb-AKHMX JIKiB, L0 BiJIyCKAIOTHCA 3a peuentoM abo 6e3
perienta  (BKJIKOYAKOYM — Npenapard  Big  3acTyad, IIpenapaTtH
aleTHIICATILMI0BOT KHCJIOTH, IpUPOAHi IPOIYKTH, 110
BHKOPHCTOBYIOTBCSL Ul TEpaneBTUYHHX eQeKTiB, Ta aHTaIlM/IHi
npenapaTi) He A03BonsBes nporsroM 30 ta 7 JHIB BiANOBIAHO, 10
nepiuoro npuitomy J1J13;

* 3aCTOCYBAHHs 1H €KUIHHUX PO3YHMHIB 3 TEPIOJOM HalliBBHBEJACHHS > |
THIK. HE JI03BOJIAIIOCS MPOTATOM 6 MicsniB 10 nepimoro npuiiomy J1J13;

* IpUIOM Ipenapary, sKuil BUcTynas y BunpoOyBaHHi y sikocti JIJI3 He
1103BOJISIBCS IIPOTAroM 60 nHiB 10 nepumoro npuiiomy 1J13.
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[IporsiroM y4acti y KB 106poBoibLsiM He 103BOJIsIIOCS IIpUiiMATH Gy /Tb-
SIKi JTIKH (BKIIOYI0UH Oe3penienTypHi), KpiM J0C/Ti Ky BaHOTO IIpenapary.
Skmo mobpososens npuitMa Oy/ab-AKi JIKH IIiC/IS NEPIIOro BBEJCHHS
JIJI3, To Bin moBunen 6yB iHdopmyBaTh KocTiaHMKa Mpo nei GakT, a Toil
Y CBOIO Yepry MOBHHEH OYB BUPILIMTH, Y MiT' JOOPOBOJIEIb 3aJMIIIHTHCS]
B JIOCII/DKEHH], 3aJle)KHO BiJl BHKOPHCTAHOTO Mpenapary, 4yacy HOro
[IpHHOMY, TOIIO.

Bripomosik 1ocimkeHHs OyJI0 1Ba BHIIAIKH OJHOPA30BOI0 3aCTOCY BAHHS
napaneramorny B 11031 500 mr (mo6poBomsisvu Ne006 i Ne009) y 38’ s13Ky]
i3 rogoBHMM Gonem. B pamkax mociimkenHs Oyjno JOBENEHO, IO
rapaeTamMol He BIUIMBAac Ha KiIbKICHE BH3HAYEHHS €TOPHKOKCHOY B
11J1a3M1 KPOBi J0OPOBOJIBLIIB.

16. Kpurepii orinku
edexTrBHOCTI

OcnoBHi kputepii: Cmax i AUCo-721

Skio mpotsrom 72 ropdH Michas BBEAEHHS 03 OyJM KOHIEHTpAILl
Hik4ye LLOQ npuHaiiMHi y ogHoro cy6’exra, Tomi 3amicte AUCo.72n 115
BCIX J0OPOBOINBINEB po3paxoByeThes AUCq+ .

CropoyenHs: Cpax — MakCHMajbHa KOHUEHTpauis anamity; AUCo, — mioma mif
KPHBOK «KOHIIEHTpALif/4acy 3 MOMEHTY BBEeIEHHs JIIKAPCHKOro 3acofy /10 OCTAHHBO]
TOYKH, 10 Bu3HayaeThes (t); AUCy7n — mumoma mif KpHBOK KOHIEHTpallis/dac 3
MOMEHTY NpHifoMy Jikapcbkoro 3acofy 10 4acoBoi TOYKH 4epe3 72 romunm; LLOQ —
HIKHS MeKa KiTbKICHOTO BH3HAYEHHS aHAITY.

17. Kpurepii oninku
Oesnexn

Owinky Oe3mekd U1 KOXHOIO JO0OPOBOJBLS HPOBEIEHO HAa OCHOBI
aHaJi3y OCHOBHHX (i3ionoriunHux (BiTIbHHX) IMOKA3HHUKIB, Pe3yJIbTaTiB
(pisuxanpHOrO, NabOpaTOPHHUX OOCTEXEHb Ta eJieKTpokapmiorpadii, a
TaKOXX aHaTi3y MOOIYHHX SBMIIL.

18. Cratuctuuni MeToau

CraTucTiuHui  aHani3 (GapMakOKiHETHYHHMX [JaHUX [POBEJEHO 3
BHKOPHUCTAHHSAM BaJIi/IOBAHOTO IPOTPAMHOTO 3abe3MeYeHHs.

Bukxonano 6araroakTopHHH JucnepciiHAN aHam3 s JorapugMigHo
epeTBOpeHUX MOKa3HUKIB Cmax, AUCo.t i AUCo.c, IPYHTYIOUHCH HA)
MoJenl 3 HacTynHuMH (ikcoBaHuMH (akTopamu: «Cy0’exkTH B
nocaigoBHOCTI mpuitfomy», «IlocninoBHicTs npmitomy», «Jlikapcekui]
3aciO» 1 «[lepiomy.

19. lemorpadiuni
MOKa3HHKH
ITOCITi DKy BaHOT
nomyJisii (cTarh, BiK,
paca, TOIIO)

Bci BKro4eHi 106poBoIIbIli OyH 4OIOBIUO cTaTi, €BPOINEOIHOT pacH i
BikoM Bixt 20 10 51 poky (B cepenubomy 35,8+8,56 pokn).

20. Pe3ynpTaTi OLIHKH
e eKTHBHOCTI

DapMaKOKiHETHYHHA Ta CTATHCTHYHHH aHAN3 MMPOBEJCHO HA OCHOBI
JaHuxX 28 100poBOJIBIIB, SKI MOBHICTIO 3aBEpUIMIH Y4acTh ¥y
JOCIIJDKEHHI 3T1IHO IPOTOKOIY Ta MPHHHSIH JOCIiKYBaHi Ipenapara
B 2-x nepionax (TectoBuii Ta pedepeHTHHH JTiKapchKi 3acobm). Takum
9HHOM, oLiHeHo 28 nmap aanux (N=28).

Y3arajbHEH1 pe3yJbTaTd OLIHKH OiOEKBIBaJIEHTHOCTI TECTOBOTO
JNiKapchKoro 3aco0y ped)epeHTHOMY Mpe/CcTaBjIeHi B TaOIHIl HEKYE.
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Ouinka GioeKBiBaeHTHOCTI BHyTpinbo-
INapamerp ®K s e : cy0’eKTHHH
o oedilieHT Bapiauil
TR (%) 90% Il (%) | K eq"m?:/{. : piauit
AUCo. (rom*Mxr/mi) 99,23 96,97, 101,54 5,05
Crax (MKT/Mi) | 102,15 94,54; 110,37 17,10

Cropouenns: T — TecToBuii npenapat; R — pedepentuit npenapar; [ — JOBipunii
iHTEpBaJL.

Yepes Te, mo y aBox j00poBosbIiB KOHIEHTpamil Oyiu Hixge LLOQ
4epe3 72 roAuHM micns npuiioMy npemnaparty, 3amictb AUC(.72n 114 Beix
imobpososbIiB Oyi0 po3paxoBano AUC..

CKOpOYEHHA: IHB. MYHKT 16.

21. PesynmbTaTil OLliHKH

Oe3nexku

B xoai pocnmimkenHs Oyno 3adikcoBaHo 5 moOiYHMX SBHIL 3 3 AKHX
(IiBMILEHHS pIBHS TIMIOKO3W KPOBI, TOJIOBHHHA Oillb, 3amaMopoueHHs)
BHHHK/IM IT1 ] 9ac IpHHOMY T€CTOBOI'0 Ipenapary ta 2 (IiJBHINEHHS PiBHS
IJIIOKO3H KpOBi, TOJIOBHHH 6inbk) — mix wac mpuitomy pedepeHTHOro
npenapary. JKoxme 3 HuHX He Oyno CepHO3HMM Ta He 3aBaguiio
MPOJOBKEHHIO YYacTi Y JIOCII/DKEHHI.

22. BricHoBOK

(3aKJIFOUEHHS )

Pesynbrati  miaTBepiuKyroTh, 1m0 90% moBipui iHTepBamu |
CITiBBiZHOLIIEHHS! CEpeIHIX TeOMETPUYHHX 3HAYEHb (apMaKOKiHETHUHHX
napaMeTpiB  Cmax Ta AUCpt 3HaxXo[msThess B MeXKax IHTEpBaiy
NpHHHATHOCTI 010€KBIBJICHTHOCTI, IO JOBOAMTH OiOEKBIBAJICHTHICTH
po3pobnieHoro nikapcekoro 3acoby EKCHDB, Tabmerku, BKpuTi
m1iBKoBOI0 06GonoHKo0, o 120 mMr (IIpAT «®apmauestuyna Qipma
«Jlapauia») Ta peepeHTHOro JTiKapchKoro 3aco0y ApKoKcis, TabJIeTKH,

BKPHTI IUTIBKOBOO 000710HKOI0, 10 120 Mr (Merck Sharp&Dohme B.V.).

3asBHHK (BIIACHHK

peecTparifHoro nocBiAYeHHs)

-, N (nimmc)
%M%% Al
(I.1.B.)
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