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2. B2 (RDBE(CIFZE LB &) 6. iERURE
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2.1 KHIDRLGIN UBBHRE D BHERE D & 2 B#FH
22 IRIIFIRL TV B RN D H 2 XM [9.5 &

23 (LB, MK LY X, HILEZLOEHE
ERPEILT 2 BENDH 5]

24 707 F O TNEEEE (0T F ) —
V)DEEFRNRIVERICEY US55
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3. #ERE - MK
3.1 #A%
HR7E4 F ) »$E5 F ) V$E10
o |1BEFRER R RY FY[15ERHR RV RY K
IR |51 Jome
AINFooNar, BEEKT A B, BEFY. A
TTYI VBT R TT L, FUREKII. NLA T3
WAl |57, e Fuxu—R(BH#EY A 7 1 2910).
RYEZ VTN I—=NL(EFTFANRYE) ., v 7uT—
L6000
3.2 HEIDOMIR
HR7E4 F ) 2 $ES F£ ) L$E10
E1%(mm) 6.1 7.1
JE & (mm) 3.2 3.4
HE(g) 0.08 0.11
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4. WBEN FFHR
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MR, IESRRE. EREESIURR. BER. v, HdLk)
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O 12MBR. B THIE. BUIREGIERE

O MBHEREIFEIE LR R/ VEEIRSE

JINR

O EEMIRIHE. EXUERREE

O MEBRUEEAIRSE

A :

BEHE. FoXRY M ELTLEITIOMg% 1 H3E&ERNIRED
B59 5, 72720, LR RSEARGRICIE R RY R
L LT1lES5~10mg# 1 H3EIAFNIIZEOKE T 5,

B, F5. ERICKDEEERT 5.

N

BHE. FXRY FELTIHLO~2.0mg/kgx 1 H3EA
ANCA T CROBE9 5,

B, FE AE, O ERICKDEEBRT 5.

22U, IHERERBIZFORY R &L T30mg=#E A &
nwZé&,

T/, 6F U LEDOBAEIRORY RV ELTIHBREHE
131.0mg/kgEREET B &,

8. BERLEFHER

8.1 MO N IR BT R . SMEAIEIRE D S 5 DN
BHIENWHBHDT, KRIDHGITEL T AMEER
22 +HEROS AEMTH L, [97. 1112 2
]

82T, VEV - 55DEHBHOLNETEHHDHDT,
AREBEGHOBE IS BB HEOEIRELRRZ M S iR
fRICERSED 2 &,
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9.2 BikfeEEEE
BEWERD B H6bNBEBENNDH 5,
9.3 fFieEEERE
BIERAP B HO5ONIBENDNDH 5,
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1R AR U C W A EREE D b 2 I HEICIE G L7 »
&, BMIER (S Y M) TEE. NBEESEOESE
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HWELOARERUOBARBOEREEZZEE L. BAO
M ER k2 a5 2 &, 5T AIEASIIAERE
BT B &, BMER(S Y b)) THITTRARBITT A
EPMESNTWVS, [16.3.4 1]
9.7 INR
BICIF U ToOILRICIZHBRICEE L., 3FUTOIY
WICR 7N FOER 2T 52 &, 77, BiACKREE,
KBS TIIRFICREROBEOREBICEET S &,
NRIZBOTHANBER, BEERE, EBEIRHATS
ZEDHBH, [8.1. 11.1.2, 11.1.3 2]
SERE
BWETHRETEET S &, —RITEEE TI3ETEHAE
PEFRLTWS, [15.1 2]
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CYP3A4RHEFH]
A hS5aFV—)
IYAuvA U
[16.7.1, 16.7.2 &
1]

AF O I EE A L
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2a<vA4 Ty EDH
RicBwTid. QT
EEFHESA T
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CYP3A4RHEEMHIC
& O KA ORH A TE
EIhs,

11. BIER
WOBWERNH 65bNBZERHHD T, BEEHHITT
W, BENSEDSN-EEICIIBEE LT Sk O %
WMEZITH T &,
11.1 EXFEIER
1111 Y3vd, PFI4S5FV— (TR HEERH)
vavg, TFI745F— (B, FBFK, WRIRREH,
PREVEIE., OFFES) 2T ENH 5,
11.1.2 S$HASESAEIX (0.1%K5)
BIETE. EREREDSHE. EROME. R, HEES
DHEBNBIERTP D S5 bNB I EFHLHDT. TD&X

DLIERD D 5 bhiHEICIE, &EG2HIET2 I &,

BB, INSOERDPBOGEEITIE, FIS-—F V>
AR5 22 CEYBAEZTO L. [8.1, 9.7
28]
11.1.3 ZHESE.
[9.7 2]
11.1.4 FFHEERES. BB (WIS HEARH)
AST. ALT. v-GTPD LREZ M5 i eERE. &
EHRHSDNEIEND B,
11.2 Z Dt DEIERA
0.1 ~5%K i

T (TN SHEA)

0.1%H: it
JF#% 8 B ¥
(AST, ALT, v-
GTP, Y LY
>, Al-P, LDH
575%)
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asr7F >y ER,
itz HE
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L. BENE. FE[JEMARER. I8
EEEER. 8. |15, IEes
Moy, Eib,
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J&
DETLE
CARE. FIB.
O
ONodHn.,
. RE. B
B, HFWV -5
50X
H)FRBEEIE T 7Y U8 MIKEO RS A v ay ToMER
BREZ ST,

14. @RALEDIE

14.1 BERIRZMFOER
PTPEREDOHAZPTPY — bWV LTIRAT %
EH1EETH L, PTPY— FOBEKICKD ., WL
AERP BB EAFIA U, BICIZZELE B 2 LU THERER
REQDEELGOMERMHT LI ENH 5,

15. ZDfDEE

15.1 BRERERICE D B
SHENC BV TARRNC & 2 EE 2 DB MWEAEAR KL OZLRGE
PRESNTVS, FICEHERZES L TWHEHEL
BBOBRET. ThHDY AZPENLEZEOREDSH
%, [9.8 2]

16. EYENRE
16.1 M9EE
R LOBNCAA1Omg 2 & N HEEREOHRE L & 2ol
SRR R O BRE/ ST XA — T IR0 LB TH -7,
(ng/mL)
144

S

[SP3 gl

T

QTER

Z DAt

a6 8 5% B

S ——
e PAC )

QT T T T T T

ovih 1 2 4 6 8
BEFROHRE U7z & & o miEdh i i (Pl £ e mE,
n=10)

BEREORE Lic & EOEMBEIST X —%

a)
tmax Cmax AUCo-24 tl(/l,f)
(h) (ng/mL) (ng » h/mL) P 3
0.5 #11 35.5+7.9 0.89+0.40 | 10.3+2.2
a)ti2i 3 FERE L 0 FIREH P fE AR
16.2 DRI

16210 NAFZT7RASEUT ¢
SAENERERRA 7B K >R R 2 60mg % fifr N B a5
BL7zEEDNAFTTRATEY T4 1X12.7%TH > 722,

16.3 9

16.3.1 FHEB~D DM
F v MIMC- KR K 22.5mg/kg % O K% OFIRN S
Lz &, WENBIBEME. . RS CEBEICOh
L7t BANORHEEIBD TEP o 72 F/o. BRELRD
SN o7zd,

16.3.2 IM&-MEIPTEE M
Sy MIMC-RY XY F22.5mg/kg % fEOHE L& &,
T PN i E T R 13 #2 5420.25 ~ 1IERI TS & 2 D . 2%
TEFIRABICIE U 7R TR RERE O /5T H - 723,



16.3.3 MR-AEAZEIFTE@E %
RS v MCC- R > RY R 2.5mg/kg % #IRN A0
BELIEE, RBABERERE RS IRBRZRICRREE X
0. BN ST RER B I ERNBR RN 5 TR 2.765, 4%
A%ETlE2BETH > 723,

16.3.4 BEHADBITHE
#BH. T v MZMUC-F Y Fr2.5mg/kg % #IRAIXIZFZEO
BE Lz & &, AU REIRE IR 543053 #5001
BeE#%]1 ~ 20 TREIGELY, [9.6 ]

16.3.5 MRELRESE
b MFEEAKSRIILTOEBD TH - 722 (in vitro. 4+

BEAT—%),
RHEEE (ng/mL) 10 100
MAEEAREEE (%) 91.8 93.0
16.4 X

16.4.1 in vitrogdBiICB VT, RADOHRHICIE, FFFru—L4
P450(CYP3A4) HI50%E 59 5 Z Lamahniz4, [10.
]

16.4.2 S ENERERAFNICHEC- K2R Fr40mgzRO#5 L7z
L&, RPOFERBMIEIN-FE7 L F KL Zotasik, #Ep
OERBIKBILIETD 5725,

16.5 #Ett

HHERFRRLASFNCIAC- R >R R 40mg a2 RO#E Lz &
&, AHDINICR IS RED RIS % HEt S iz, B, JRp &
HRADOHMOEEIIHZ 1 7TTH > oo IRFICITIR G240
FIDINICRER A AR S . 24B5R% O IR ERIER IS5 B D
205%THo7z. —FH. ERIZIIBESEON66% P HRE%4H
DINIcHEt S iz RE(LAO Rkt R K% O # gkt R i,
FhENEREED0.39% K UK10%TH - 722,

16.7 EYHEEER

16.7.1 4 c>3FV =L

SHELBERR LSBIC AR (RO, 20mg®), H[EES) &

A4 +Z3FV—=)L(200mg/H. SHEKE®RS) %2 tRAKS

L7z & &, RFNDCrnax X PAUCwld FNEFN2.7(5 K% 03.2

REHEA L 720, [10.2 RIE]

TUROYAYY

AVE AR 326 AF (R OA. 10mg/[el, 1 HA[D®),

SHERERE) &Y 2u~ A 2> (500mg/H. 1H3MEL 5

El Fﬂﬁ’i@&g‘) %Gﬂzﬁ&g L& &, Zkﬁja)Cmax&UrAUC

(AUC R U'AUC120,55) 13 ZFNZENHKI142% K ORI 167 %0

L7z,

FRERICBWT, QTEESRD 5. T ORKME(95%FHH

X ) I EAH B % 5 T 137.52ms (0.602-14.435) . TYU A

0w A ¥ B EST139.19ms(1.678-16.706) . ftH&ZS

T1314.26ms(8.014-20.505) TH - 7z, [10.2 ZE]

AR OBRAICBIT BARESN-HE - ARIZ1E10mg. 1H3

ETH %,

17. ERPRAHE

17.1 BHERURLEICET 555

17.1.1 EREERER (RA)
(BMEBER. BTHEE. SYIRRIERE
HILSRRBICHES NERF 2 6 DBEOISH 2RI, &
AILH15, 30Kk U60mg#7~ 154HEROKG Liz& &, A
MEBIBHEER67.4%(277/41161) . B REE74.2%
(23/3161) K OB YIBRRAEMRESS. 7% (6/7H]) Td > 727,
BRI RIS 13 1.1% (8/7448) TH - 7=, B8 5 NI-EIfE

16.7.2

FlE BEERIZEIE. TR, T - BB, R 98

Hgso1F. MBI, FLITu £50.1%(1/74461) TH - 7z,
MEBHEBRIRSED
PUEEEER SIS HILBR RARERKGFE & D BE 39041
3R, AFTH10~60mg# 2~ 263 MR O#KE Lz &
X, BREIE55.4%(216/39061) TH - 728,
BIVERFBUEE 131.1%(5/43861) TH > 7z, B SNI-EIE
RiE. 35, i, RK. Bak. B £0.2% (1/4384l)
Th-olz,
(LR R/VEEIR S0
LR RSBIFE S0 S HE B R R ERTR %2 & D BRE 2384
ZRRIC, AAHS5~60mgz 1 H~ 197 ARRO#RSE Lz
L&, BHMERIZ89.1%(212/23861) TH > 729,
EIVEFAFIRSE133.7% (9/2416) TH - 7=. X2 BIERIZ.
COHN®D H10.8%(2/24141) TH - 7z,
17.1.2 EARERAREER (\R)

BREE BN OHEE SRS LB RAERFZ D
DRIE2366l2MRIC, ROFGEA. R4 ay ) %2
5 U7z ENEFRRBOZBRIIUROEY TH - 721010,

- BIESOFIZtRIC, $ERIIEL~4E (K> XY R & LT0.1
~0.9mg/kg)® % 1 ~35HMEORSE Lz & &, BHRILE

HIMENEMAED L. 7% (11/1241) . ERERESRES1.8% (9/114)
KO FUBE RS A 50560.0% (3/561) TH > 7z,
BIMEFFBUHE X 1.7% (1/5961) TH - 7z. 388 57z HIfE
. BRE1.7%(1/5961) TdH - 7.

s BR177HlZRRIC. o4 vay TRINHL~7E (K> xRY
R & LT0.1~1.1mg/kg) ) % 1 ~33AREORSE L &
. BRRIZEHHEIRMAES0.9% (38/47H1) . & EBIBYYIE
91.5% (43/47H) B OHL B REB A% 5.162.5% (5/8f) T
HoTs
BIEFREBSAEI31.1%(2/1770)) TH > 72, 3B 5 NI=EIfE
FiZ. T, RR %0.6%(1/17761) TH > 7z,

H)ARFO/NRICBT 2 ERHARIZIHLO~2.0mg/kg(3E/H) T

H5,

18. EFIE

18.1 fEFAER
FEELERICCTZ({L2ER ARG S &/ ICERA L, HLRY
IVERIC K DERNE KT B,
18.2 JHLEER CRIFIIER
18.2.1 BEMTEER
IRESEE R b — X AICHEBE RIS T BOREBIGES
% R (28R R L 7z (f )12,
18.2.2 B - T ielGinFAEESEER
BoBghEg ARSI 2 LHEIC, BRED-+ 1850
FEB) EFHICIE L (BT Y MEHE) 13,
BEHFHAEDIERLIER
S LIEHCERBREEZ R E LT, BHHEREEE
B (BEBAER 2 &) 120 U TIEEM T, B TUEFI
L CIHMHIICER L. BEShTw s BHHEEZERELL
7—:]4,]5)0
18.2.4 TERREIFEHIBRIE (LESP) D _LZ1ER
AFDOLESP EF/ERIEH A MY >3 B ESERIICH
NTRERREFEHRE L2 (1 X, & b)1617,
18.3 BRI HIHER
EANEIRICAE T 2CTZORMEE N L THF S N2 {HEEY
(FRELER, LRRS, BILL %) ICXBIERZ2EHET
MHEL72 (X))o B, FMFEERISEOHRMHRERICHT S
YEF DEDso & fil £ DEDso & ORI 180 TR & 72 73 EEAS
RO, B L HILIEH Z2 7R L 7218200,

18.2.3

19. BRI CRT 2 EEZHAR

—fig&
F >~ K (Domperidone)

=&
5-Chloro-1-{1-[3-(2-0x0-2,3-dihydro-1H-benzimidazol-1-
yl)propyl]piperidin-4-yl}-1,3-dihydro-2H-benzimidazol-2-
one

2FR
C22H24CINsO2

nFE
425.91

{EZEER

v

(E27N
HE~MECOKREOHRLIMETH 2 (ICBLIFEL,
DIPICEREET ),

BRI
RS (100) ICIB 1T 9 <, A% ) — UL IZTH /) —)(99.5)IC
BHIZL KL 2-7 a8 ) = VIO THTIZL L, KiiFEA
EET 0,

Al
#9243°C (53 fi)

PELRE
logP’ ocTr=3.20
(WIERE : 79 Rav x4 F 27 n-4 2% ) —)/pH7 4%
EVAR)



22. 9%
(FOEBU VEE5)
[PTP]100%E(10%Ex 10). 10008 (10$E % 100)
(FUEBUVE10)
[PTP]100%%(10%Ex 10). 10008 (10$E < 100)
[/¥Z11000%z

23. FEX@
1) #NERE 10mgse & U5Smgst D AW Z MR EIC O W T (19824
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2) Heykants J, et al.: Eur J] Drug Metab Pharmacokinet. 1981;
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) RIREE A BERER AR, 1983; 13: 2313-2317
) ARIBE R BFEEFEE 1980; 4: 665-668
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26. RSRTTHRES

26.1 S5EARFTTT

HAFV IR
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