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HH :0.3mgx3[E, 2 HH :04mgx3 [, 3 HH : 0.3, 0.4 25\ % 0.5mgx3 [A])
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QWA RIERT BT 2 —EHERERR (1) ¢
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P 5111 9 LI 16.3% (101 fi)
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NRURT I REEEY - ALY RE
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DT RENT 4 AMNEHT
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VDK B6E, ¥ T ARZBITLHHLT RNENT 4 L EATIMERIZ N2 XY R—/L DK 10
mTh s,
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4) B VTR
Ty MIBF LA Z VT —HEEMI A A2 R=1rOR 4508 1HRL, v U
2B NTEAERY F=AL L0 AT, S HITAF YL B2 — LR R E
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H5,
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6) TN = AR EH ©
T > MRS, M, BRAEEI O D, S8R R OFTEERE O 5-HT, ARk 280
PEZ S H- AU R—L & OFREGIZRT 2PUERIC K D RRTER, FIXe X
D, SR E OBIFMERIRNZ ERRO LN, £Z2OBMNIFE v XY R—LiZk
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(1) B A R MR
AR L

(2) ERIREBR CRERR S NI MAFRE -
1) Hi[alge 5
A KMIEBREIZT I 6mg # BB B ORE L25GE, WERE TR G%
3.3 M Tl (5.9ng/mL) (2L, T O%, HEFE 5.9 FE CHCMITIE T
L7z, 72k, ARFIOIM A6 OVERITITIR Z 2B NZEDFE D BT,

(ng/mL)
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14-.,3» ——a A
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FI] 6, vV
(-3 [
g0 .4.‘5“‘\\
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HEREARESICETAFIROVDEYHENF A -4

toax () 3.286+0.561
C,e (ng/mL) 5.947+1.873
tyy (h) 5.906+2.664
AUC (ng - h/mL) 39.321+13.855
(mean=S.E.. n=17)
2) @R G-
M ERR L

<BESEHTOT —5 10
Z v MZHUC-F I 0.5mg/kg 2. 1 H 1[0 21 HMEEF &S L-5E. 2k
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P

(4) BE - GHRAEDEE -
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AR L

A DIVTFISUR:
MM ERR L
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MMERR L
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AR L

3. B&EH (REaL—>3ay) @

(1) BB H 3 -
MR L

(2) 185 A — S EHBER -
AR L

4. IR
BB L

5 9o

(1) & — X BEPS R @ -
HUERR L
<BEB>ETOT—H W
Z v RO ClREiE T 5,
VIL 5. (5) ZDOOFMER~OBITHE &2

(2) M%— R AR BAPT BB
G L
<BESHPTOT— 4
FHRS » M HC-F S RE v AR LA, RIR~OBAT IR 5% 4 B TH 5 &
? 0.62%, 48 FFfH T 0.16% Th 7=,
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(3) it ~DFITH -
U ER R L
<BB>SEYTOT—H 12
DEHDOT v M UC-F I a2k O&kG5 L-GA . it PiRE & 5% 2~48 i ©
MmAEED 6.6~11.5FTH -7,

(4) BERA~NDRBATIE -
REER L
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BRI L
<BESEHWYTOT —H 11
HEZ v MZHUC-F 21 0.5mglkg ZfE N EH L2356, SMEMNIRE 1L 4~12 KT
REREIZE L, EAHMBNERE & b PR & R 2R L, BRI S s 2
IRTHREHIRE D bl o Tz, REB. T v MERER TRV T o MR B W T H D 5 A
FIRETHHHEADNRD LI TND 13,
F7o. Ty b, AT, YWC-F I 2RO 5 E/mWVEMBITHEZ R L, JUk
P VE RS BLIC B L 72 R/X X 2 BN RTET 2 I SEIRIC @R I oA L7z W,
% Il R
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MC-FIROVEEBROHRSEOMBBNEEHR
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o
o
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o

(6) MBFEAKEESE Y .
UC-F I X1 > ® in vitro COE MIAEE AR 5 /6 R 13 O BEE T 95% L L,
SEHERBEHTIE TR 90~96% ., 7 /VIEIETE TII 77T~79% CTh -7, 7B, “C-F I
L MIUEEA & OESIEA W TH -7z,
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6. X3

(1) HXBHEPAL R U R R
T
<BE>SEWYTOT —H 10113
T b, A XKV ZET HME, IRECFEFORBY ., 26N T v b OB
e UTREREDH 3 O (A, B, C) BFEIEINLTND,
Flo, IRHOMIZ B BIEDORFENBH BB ST 5,
Z7v T, FINa NI NRTAFULETTFa 7z VABEOBZETICE VRS, 3
ORI Z LT 5 Z ENHERINTWD, Ty M TR, I, &R OHARNICRZ L
K FEE LT, IRPICEERBY & LT 2,3-dihydro—1-(4-piperidinyl)-2-thioxo—1H~
benzimidazole 23 F7E L 7=,

(AR ERRER]
F Efl)-(‘Hg-CH;-CH,iI\' N)§\NH
/ -O- \\‘“x,:?imipérg@ \ HVQ_I@H

S
1
F-O—CI[ CI[ CII —CH. NQ-NA\III

B

B - (p—fluorobenzoyl)
propionic acid

AR Q
F-O—C-CH;-CH;-C-OH

- ;
H 2
F-@-(JH-CHZ-(JHZ-(‘-()H

i —H.0
1

i
F-O—C] 1=CH=-CH,=C-0OH

p—fluorophenylisocrotonic acid
' +H:20

o
F-@-(TH;-(JH-(THJ-C-()H

i

PR
F-@-CHV-C =CH,-C-0H

[+Oranteon |

i p—fluorophenylacetic acid
i +glycine

¥
(0] (@)
n n
F-O—CHJ-(I-\H =CH,-C-0OH

( p—fluorophenylacetylglycine)

A 4-[4-(2, 3-dihydro-2-thioxo-1//-benzimidazol-1-yl) -1-piperidinyl] -1~ (4-fluorophenyl) -1 -butanol
B2, 3-dihydro-1- (4-piperidinyl) ~2-thioxo-1//-benzimidazole

() KBICEA5 I 58K (CYPE) OAFE. HF5E
REER L
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(3) DEEBHROERRUEZDHE -
AR L

4) REYMOFEDEERWEML., FAELE .
EUERR L
<BE>EYTOT—X O
R AITIIAZ 7 22 I AEA. LT ARELT 0 AERK O X L7 o —EEERA %
HT 20, FIXa TIN5, £, 3 B, Clz oW TUIE<EHBED
NN ENDT I COERRBBICREHMITIZEALEFGE LTV RNLDEEZX D
o, Flo, ZOZEIFREBI D R U ZFIREAMEDRRD THHNZ LN b b RSN
TS, HRME RS SRR BT 2 ERIC K 0 | F I e o OFUREHRERH R
BOTEEARBIIREARTH D Z ERHER STV D,

- Rt

MEE e L

<BZB>EYTOT—H

1) H[E#E 5

DR, FEHyE

7w MTMC-F I 0.5mglkg R O& 5 L7cHa, IRPPRIRITER 5% 24 K§E] T
58 DK 34%., 72 FEE TR 36% CTh o7z, Tz, PRI 5% 24 B TH
23%., 72 B THKI B3% TH Y . T2 FEM E TICAFHI 89% Pt &Nz, T v kT,
PRANC EERFHY & L T 2,3-dihydro—1-(4-piperidinyl)-2-thioxo—1 H-benzimidazole
PIFAE LT,
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PR B, 24 FEE K TN 48 K[ £ TITHR G E O 15.3% K TN 22.0% 23 JEtt <7z 9,
Flo, UC-F I UEETE T v MIROEE L, #5% 24 K E COMRH %2 Ha
ENREREZ v Fo+ EBENICRE L, B X OURPPEZ R Lz, 5% 24 1
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2.1 JIERREDORE DERNELLTI2B8ZNRH D, ]

2.2 7L e — VTR BRSO XA R IR O RV T & 5 BE ARSI
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6. RENDERZEAT HBEHICHT HER

(1) BHHE - BEEFDHHEE -
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RIEINTWRW
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9.6 1RFLIF
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