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#1 100mg #EO Fofk et EE OwESR ([t LLEDO=R) 1X77.9% (67/86 f5l) Th o7, EIIEH
1Z/%y 7 Al 100mg #C 18.8% (16/85 fil) IZ#8H B AL, ERRBIER L. EEHATE 5.9% (5/85 i) |
THI. Z DFEIENE 3.6% (3/85 ) Th o727,
QEMFE MEER
ERIEERFERE 235 & LIcIFEM - BIERAERBICHS N T, 7 b7 7 = VA4l 60mg,/ H
AL LTy a7 =) MU U LKW Ny 7H 100mg,/ H % 4 BEEG LI2fER, 2%V
Fu 7zt b U AR Sy FH] 100mg BT OB EMRUERE OtER (T UL EDHR) |
72.8% (107/147 f5l) TH > 7= BWEMIZn XY 77 =5 U 7 LAY S~ 7 #| 100mg BET 10.0%
(15/150 f5il) (23D B, ERENWERIZ, #AhEE %, y-GTP #MNA 2.7% (4/150 1) . ALT 40
2.0% (8/150 ) ThH o729,
<HAE>
@ENFE MR
BRREBEZ R L HERRRICBWT, oY a7 = 0F M 7 A 180mg,/ H % % HE%E &
LCuexy a7t MY oLk Sy 7H 100mg,/ H % 2 @S LR, 23y 7 Al 100mg
FECTORKERUEEEOSGER ( [8E] PLEOWHE) 12 75.2% (82/109 f5l) Thotz, BHWEMIZ/ Sy
77 100mg #£ T 9.4% (10/106 #il) (TR Hav, EZREWEMIX. £ O FEiE 3.8% (4/106 #i) | L&
Ji 2.8% (3/106 f5l) Tod o729,
GEMNFE MBI
AR BT Zxtg e LI2IEEM - BAELEIERERIZIB W T, 4 v RAZ U U AEAHS 140mg,” B % % PR
LlTuexyrarorF N LKW Sy 7H 100mg,/ HZ 2 MG LR ey 7mn 7o
YR U T LOKF Ry T H] 100mg BECO RS SRUERE OSGESR ( THGE) DL EORE) 1T 85.7%
(102119 1)) TH - Tz BIEAIZu XY 77 = ) N U o LK S~ 7H| 100mg BT 5.0% (6/120
f) RO B, ERRIEMIZ. £ 28E 1.7% (2/120 ffil) TH -7z 10,
<NEEDEK - BFE>
@ENE MR
NME#XDIER - IR EFE ERHRE L _EHEmARICBWT, nx Y 7e 7o+ MU 7 A 180mg,”
Aaxfse LTrxy a7 N o L/KMY Sy 7/ 100mg,/ B4 7 HE&E G LTRSSy
7 100mg B TORALBMBGEE DR ( Tt LLEDOkF) 13 98.1% (101/103 ) TH -7z,
RIVERIE X > 774l 100mg #C 7.8% (8/102 ) 1238 Hav, FEARBENWEMIZ. & 5 HEIE 2.9% (3/102 #1)
ThHoiz 1,
2) REMHER
EVEMBEERE 2 x4 & L —REERRBRICEB W T, aXx Y a7t U o LK Sy 7Hl
100mg, H % 12~24 WA G U7 R, Bl M UGEE o= (18] L ED ) 13, 73.3% (22/30
Bl) Thoiz, BWEMIX 10.0% (3/30 ) (27D AL, FEBLU-RIERIT BRI B, ALBE, B2 T HifL,
Z D FEIE, BB 3.8% (1/30 ) TH o7z 12,
(5)EHE - RAERIFER
AR L



V. BICEE 5 HHE

(6);BEAfE A
1) ERABERE (—REARERE. HEEARERE. FARBERAT) | HERTERT —I~N—XH
E. HERTRERDBRONS
@RFYFATzoF b oLk Y THI 100mg EARERE 19
XY 77 MYy LAKIY Ry THRIOMRAERT COZEN, WA R 5 BB TR
FEFHA N FEfi STz, 1,838 Bl DA ZEDSINAR S 41, MRS 1,427 B, AR5 1,374 51
THRE S 7,
RITEARBLEIT 2.10% (30 $11/1,427 ) T, EREIWERIX, MBI RBL U 7o Bl B 28 . ALBE,
ZIOFIETH o7, ARMEICE LTI, ZBRMHBEETE, FiWE. MEZOMEIR - BRIZx LT, 96.56%
~98.5% CHERBERRS) OFFEEZED, +oRIBESIER S L EEZZ N, UELY, mxy T
27zt M)LK Ry TN, BEZETICRT 2RI TEEE L OE MR HER SN
77
@BXxvyFOTzoF b LKW Y THI 100mg ¥ E EARERE
XY Tu T N UKy TRIOMHERE T TOERBEEERF IR 2ZeM, A8
P2 fERR T 5 B B CHREOEM R FRA 2 Fl S 7z, 709 BIOFHEZE RS EIN S v, ZatEaHhixt% 624
Bil, ANERFAxI S 614 Il TRE S vz,
RIVERFEBIRIT 3.69% (23 #11/624 #i]) T, EZRENWERIL, RFHEALICHREL L 7z B Gk, 392, =
IFEIETH o7, ARMEICEIL TIX, AL, 95.5% CHIERRERRLS) Thv ., ERMEMEEEICK L
THEITHDZ ENTRBEN, Lk, axy 7oy ) ok Sy 7ENL, ##HERE
T COEFEIEBHEIEBE BT D HEHICB W TEZ MR G IEDNHER ST,
@BFYTAT xS ) LKMYT—TH 50mg - 100mg ¥ iEEARERZE 19
BxY7u7=rF MU LK T —TRIOMERERT TORENE, A2 ERT 2 BB TRIERE
FARGRE R A N S fiE S ALz, 1,283 Bl OFHAZEAUNE Sdv, ZRMEFMATS 987 fil, A2 x5 955
Bl CRE S Tz,
RIVERFEBLERIT 3.44% (34 $51/987 Bi) T, FAeIfERIL, AEAHIALICREL Lo e G, & O F¢
JE. BB Th oo, ARMEICE L TiT, ZIBMEREEE. FHRE, sMEROIER - WISk 2 G513,
95.0%~98.9% CHIEARFERL) THY, uxyrurz=rF b vaKm Ay 7HERETHD Z
W ENTz, UbEXD, vnx v T ur o N ULKIMT —7HNL. BEZETICBT AHH
RN TRZEM R OERMEP R S T,

2) RRFHLELTEBFPENPABRIEIERL-AE - HBROME
&Y LR
(1) Dt
R EE R L



VI. SREHERPRC B4 2 H

VI. E3EEICEHY 5IER

1. EEPMICEEH HILEMXITILEHEE
FEAT A REHERERA (NSAIDs)

EE  BEOH 2B OMREITDREL, BHOETRIESRT DI L,

2. EEER
(D)YERBRL - 1EFBR 1510
nXxy a7 ORI e X277 o D U AERIHER T, EOERRIEY s et RS —8
T D 19,
m¥Y 77 M) U AKIIEREN RIS -, T RAX 7T Y S EEHIER ORI OTE
PERGH) trans-OH (£ (SRS Bifr) (CEH S 10, SERIE - (BYERIE, KIRITx LT, BRI PIRIE - 84
JRIER %77,



VI. SREHERPRC B4 2 H

Q)EMEEf 1T HHERAE
PIF, 0.5, 1, 2, 4% XY 7ua 7 MU sk Sy 7ANX, 18 (BIR 10g/140cm?2) Fizm %
Ju7zrF Ak E L TENEN 50, 100, 200, 400mg &A1 5 AfHEIE S,

1) RIEER
SMREETIL
DT v FBENS T = VRBICKT ZFEMGIER 1719

J5ik © Wistar-Imamichi 7 > & (HEME) OERBUEBI TIZ 0.6% 0 7 7 = AP EHKERK 0.1mL
ZIHEA LU CE OISR 2 & T b A 2 SN 5 RFRIRR &G L7z, 3AIER S 1, 2, 3, 4
OB RERI R BIEARE 2 I E L, RO R EARNIC 28N (FRESR) 2Rk,

FER 05, 1, 2, 4% XY 7Tz F MU U LK Sy THITTHEAIR S, ARG E L bIC
ISR ZR I 2A, ZOHRIZT1%TT T b—IZEL T (BIIRE R0 17,
1%rXxy7ra7zrF YU LKWy 7 HNTEEEE & R 5 2 W L2 L B oV IE S E
HAzR LT,

Flo. 1%ueXyY T 7 M ULAKMY Ny THRITR XY T T ) U U LK
H 5 & R ORIEMGIER 277 Lz (IR S 720 18,

60 4
W AR
—— YT L AR Ay 7
—h— 7Ty
B0 == rh7urar
== 7ty
+
ir 10_
E A
}E s
30
£ | :
%
=~ 20 i
10 <
A [ n=10, AR EARFER 2
0 T T T T ]
0 1 2 3 4 3

B 5 H M G

Sy hREASTFZUREICRTHIAXYTOT T UF M LKIW/SY TRRY

FEZRESROM DL

Dunnett DL EIERE GEAIFERGHE L O L)

* :p<0.05, %%k :p<0.01

BRI (AEMHAD 1%y 7a 7 =) U oK > 7#| (2.5mg/body) .
Zaner a7 (1.0mghody) . 7 a7y
(0.75mg/body) . 7 =/ ¥} (1.76mg/body) . £ > KA X >
(1.75mg/body)



VI. SREHERPRC B4 2 H

BEREETIL
@7y r7oany FEMRICHT HBEHDE 17
i Lewis 7 v b (MEME) ORIEHENIZT ¥ 2Ny MNEKR (Mycobacterium butyricum
6mg/mL) 0.1mL #f#%, #BR3EA AR PIEALIC 1 B 18] 24 REEEEICAE 0 B2 TRIER L
b Uiz, G 2 AL, GHREREEEZHIEL., 72y MEREFTORE S L HRL
7o
TR 11, 2, 4% YT a7 =) b U T LK Sy THIOSRE TEAIFER GRS L THE R
RIERMMER Z R L, 1 ZFE 1% TEOEMRITT T b —IlZEL e (KiTrms2n) |
1%y 7nu7xrF b YT LK Sy 7 HNEEE & R O R IERNE MER 278 Lz,

)
%
53
]
?é_.'
i
%
e O] il FoeE
=@ 1snEy I n TR AR Ay T )
—— DT T
(L) 0.2 - == 177
' =O— 72i247
=D Ay =8, LR — s
0 T T T T T T v !
0 2 4 5 8

Eo S R =
Sy hT7oaNy FEFRICHTEZOXYTOT T oF D LKWy THRIRD

FEZERESROM DL

Dunnett L EILEHRE GEAIFERGHE L O LER)

* :p<0.05, %% :p<0.01

W) A RAZ VOS2 ALK n="T

WeBREE (ARAHAD 1% rXy a7 0 b Y o LK R 7Al (2.5mg/body) |
e re 7y (1.0mghody) . 7 h7a 7=
(0.75mg/body) . 7 =/ EF 7 (1.75mg/body) . £ > KA X
(1.75mg/body)



VI. SREHERPRC B4 2 H

2) fEfRiER
Dy FREA —RX FEFRERBICIHT IEEER (SUFLEY Y ME) 1D

J5ik - Wistar-Imamichi 7 v b (FEME) OEBBEBIE T 20% A4 — A NMEEK 0.1mL 27 EA L TH
SEA A S, 2 FEIRICFR 2 ME LIRS (b2 E) M HEEBRIEARE Lz, £0k%,
PRERSE A [R] & FERIC 4 RERERREC IR G- L, #8510 2, 3 KON 4 RIS [RIAR O 515 C & im B fiE 2 1
EL., AL OISR ERZ MG L,

FER 105, 1, 2, 4% XY T a7 = b U LKW Ry THITIE 1%L L TRAFER GRS L
THEBERERBMEO G2 R L (BUIRERY) , 1%uXY Fu7=rF b ook
v TRNTHEEIZH LRRED 2 WIZENU EoEEI R 2R LT,

= EEER s
- LT T M A R R e
2.5 7 —h— T T ok
- -
. _O— M s
27 D (VAR

n=8, LI = R

£ Lo H R (e

Sy hREASA—RNFRERICHITA0XYT0OT7 0+ M)LKy TEIRD

HREBERIESROM DL

Dunnett L EILEHRE GEAIFERGHE L O LER)

k% p<0.01

BRI (BEMAD - 1%ux Y 7a 7z b U U Ak R 74l (2.5mg/hbody) |
a7z (1.0mghody) . 7 h a7 =y
(0.75mg/body) . 7 =/LEF 7 (1.75mg/body) . A > KA X >
(1.75mg/body)



VI. SREHERPRC B4 2 H

@7y b7 oany FEMRERBIIRT HEFER 19

J5k  Lewis 7 v b (BEME) OFABEEBEENIZT ¥ a3 MNAKR (Mycobacterium butyricum
2mg/mL) 0.05mL A Heft% 18 H BN 2 0 RIRICE B4 4~5 BT 5 BT 0 i
TH OIS U7 B & VI BOSBE & Uiz, 2D OFETEF R ICHERIE A 4 Reflik e 5 L, 38
FlFh 1, 2, 4 Bl i& (26 & FERO B - ENEA b BT WA REROWT AT 1 [E S KR L 727>
ST-E SR ERBIE S HIE Lz, WKL LC1%uexy a7z U 7 Ak Sy
ZHl (2.5mg/body) DIEFNZ7AAETE T = (1.0mghbody) . 7 77z
(0.75mg/body) . A > KA % v (1.75mg/hbody) ALfIHIZ HN =,

fEd 1% m XY 7T a7 = F MU U LKy THRNT. 7Y a8 b EEIRIEIEIC L TR IR
BB 580 AL, B L RREOERZ R LT,

Sy hT7oanNy FEEREREICHTEAXY TOT o MY LKIY Y TERIRY

FBEONE
B ( BT S0 T P A B 1 PR B 5
mg/body)

HENFERE G- 0 0/5
1% %Y 7n 701 V?L U 7 AKFIY) 95 U5

X A
e ra s o 1.0 1/5
rrraz ey 0.75 2/5
Sy RAB Y 1.75 1/5

()ERRISM - Bk
AR L



VIL_HEAdEhielZ B4 2 H H

VII. ZEMEREICEET 51EH

1. mpREDHD
Q)BRELAEDGMARE
ZEERR L
(QFERRHBRCHRE SN -IPRE
1) EEKE 2
1%nxY7a7 T BT LKIY Sy 7H 4 8 (400mg) Z EFHERL A BE 6 Bl ERIZ 12 RFfEIFE S
G LI o Mg TR E 2 GC/MS ETHIE L7, @M HRE Cuax 1EIREBEORF Y 707 =
v, trans-OH (& (EMEREHY) | cissOH (A TEI £ 89.2, 42.0, 18.9ng/mL (WU & fll # DR
D Cmax DFEEHE) ThH o7z,

150 7
P bR

- e
= trans -OH{k
—h—  cis —OHf{&

" 100 n=6, Mean * S.E.

e

h

i

E

50
(ng/mL)

B [ (hr)
BERAIC1%OXY 7072 YD LKY/ Y TH 44 (400mg)
HORERSHOMBEFEEHKTS



VIL_HEAdEhielZ B4 2 H H

2) RiE®RE 20

1%rxyY7u7zrF )T LKMY Ry 7H 2 8 (200mg) RSB 14 FIOFEIZ 1 A 1 [E])
5 HMRERE R G 21T 1=, BERE% O Y 7 a7 22 KO trans-OH K GEEAEY) ol

I % LC/MS/MS £ THIE Lz, FERIZLUITOMD B0 5% 4 H
[A]) (SR QARG & I UARWDIRE TERRRE L 720 | G TRITH

(95 BEfE]) ~5 H (119 B
LMZHEE L, 168 B2

ZE A EDPRE TERRARKIN & RoTo, o, BYBBATA—ZBUTOROLEBY TH D,

100 7

90 7

80

70

60

' B E

50 7

sy
FE

40

B

(ng/mL) 30

207

—— uX/7'n7xy
—f— trans —-OH{K
—t—  cis ~OH{K

n=14, Mean*+S.D.

72 96
g (hr)

T
120 144 168

BERAIZ1%OFY JO7 o+ M)LKk Sy THE 2 # (200mg) %
18 1[E5BERERERSHOMFREEHE

1%8FyTO7 x4 b LkiY/ Sy TH 2 (200mg) % 1 8 1[E 5 BFHE
REREBZREFHODEYFE/NS A -4

BHRE | BEAHEWE | Css (ng/ml) AUCo~ (ng- MRT (hr)
hr/mL)
SN A= h 54.9+19.3 5,281-1,704 72.2+4.8
trans-OH &
1A1 ! ” 23.5+9. 2,278+ 1-+4.
B 10 (L Fat) 3.5+9.5 ,278+863 73 9
cis-OH 1K 10.5+3.7 1,022£333 71.8+£4.8

n=14, Mean+S.D. Css : 95 Efli] & 119 BE[EIZ331T B M A i EE O LI ME
MRT : Mean Residence Time. ¥4 5

() E s
AR L

HEE - HREORE

AR L

2. BYRFERE)/NT A =4

(LR E
UERR L



VIL_EYyEhielc B4 5 HH

(2) R R IR E 7€ 3K
R L
QRPHEREEH
MR e L
HOIVFTIUR
MR e L
B)RTBTE
AR L
(6)Z Dth
AR L

3. B&EM (REaL—>3v) @i
(LR AE
ZUERR L
RQINFA—EEBER
ZUERR L

4. % IR
ErEIHRRBRT—4
HEEL (1%e Xy 7 a7 N oKk Sy 78 % 12 R & G) %, "AFICEFL T e X
y7ra7 et WU T AKPII KBS & LT 88.8~92.5% (F 5% MAIF O EB‘RNOGHEH) &, AN
~OBATIIR G- BEOK) 10% & & 2 b,

5. 9%

(1) M 5% — Fizi BE P @ a8 14
MR L
<BE Y @OKLE) 74>
7 v MZ 2mglkg #& O H-RE, NI EIXMAED 1/30 T, IM~OBATIIED > 72,

(2% — e B EA P A 1%
MR L
<BE:BY BOKLE) 74>
1HESIEDIFE 19 AED T v Mo UC-ux Y Fu 7 =) b 7oAk z 2mgke OG5 L, #5 15
Oy. 3 M ON 24 BRI G (MAE, AEZ. Ek. MR ORI OMmE, O i, FF. B iR K OV AR
FaWE LTI LuE, &5 15 0% TR R E (8.82ug/mL) % 100 & L7z & &, 68k 18, fh
12, FAK 2 T, JRIEHRE 9~15, &5 3 KefHtE (RMARMAEFIRE 1.86pg/mL) TIIHME 41, KR 32,
K 20 T, JRIRAMERIE 23~39 Th o7z, 5 24 ReZITITR VR OUR VAR IZ WO 370 b Bed IR E O 9% LA
TR L7,

QR)FET~DFBITHE
AR L
<BE:  BORSHORE>
b MZBW TR ARG TIEHIT T ~DOBATITRD b TR0 20,
<BE . Y @OKRLE) F—4>
St 14 BEOWE T T v b 3ILIC UC-uXx Y Fu 7 =7 b U o LKW E 2mglke SO #5 L, 5%



VIL_ S Ehie I c B 5 I H

304y, 2. 4. 6, 24 KON 48 R HIT & MR ZBRE L, FUHREA HIE L7z,
FLIT R B 1T 5% 4 RIS RemiR . (1.15pg/mL) 2/ L, #&54% 6 BRI B mIRE D 84%, 24 Rz
1T 11% LR L. 48 IFfE IR IR LL T & 7e o 72, RIRHCHIE L7z Mg il BE & Hefe 92 & gLk iRl
Bt 4 BT (4.314%) . 6 BEM (3.9f%) TmEoTz,
DB~ DBATH
M EE R L
(5)Z D DR~ DIATHE

AXy a7z F MY LKW T—TRIEOXY TOT o MY D LKy TRIOABFA~DFHE
T (EEHEENE) 22
nXxy a7z ) Ak T —THEax Y Ta T rF b T LKy THEIO A R %
PEORGEZ BEY & L, TJRET R F A O 4 38 E FE 5 O 7= 60 DB ARSI T 4 K74 > (k15
BT H T BEAFEEFRE 0707001 5) | IZED X J IRy EhRE IR A Sk L7,
R AN 20 Al m Xy T a7 2o B U LK T —THIL00* K 1%r ¥ Y Fa T = R
LOKF Sy TH % 24 BEE R SEEAS OB Re XY a7 2V BEERE L, WA O ARSI
ONWTHHIE L7z, ZOFEE, ABTHRe XY 707 =V BOMBEHRE O FEEDZED 90% 5 #EH X M,
log(0.8250)~10g(1.0081) T, M FHI[R Z D] E HHE 10g(0.80)~1og(1.25) DEPANTH 7=, L-T, =H
FV 0T 2P M) T LKIT —TA(100) L 1% XY T T =) b U Y LKFY Sy TN
AR SE &fE LTz,

XonxyrurzzrF )UK T —7 A 100mg YT 5, 1%eXY7a 7 Y oaKngoRy 7

HEARE, 14 (K 2g/140em?) Hica¥ Y 7u 7 xF kU & A8k E LT 100mg G415 7 —7#l,

AMFHRIFEOMETENER BERAK 24 B

TR e XY T a7 e R | REERED | R B BRAE O I E O D

FEH (AT - ) SEEE O 0% EHXH (BHFER) ™
(ug/3.14cm?2) (FHEoR) ¥ TR R

u¥xy a7z F MU A
KFni s — 7#1(100)
1%axy a7z F MY
T LIKF X T H

24.51093
0.9120 0.8250 1.0081

26.87716

*  cfETRE XY T n T e B CHEEIRE) DRy TREEOEE BEROK & L TERIR
¥k AETRE XY T u T o R CHEHE) DRy T RPEDED 90%[FHXH 2 FK L L TRR

<#MT—42>
- KRk (=) BATHES

Wistar-Imamichi 7 v + (HEM:) OYHEEIC “C-ux Y a7 rF MU o ARy THH

(2.5mg/body) % 24 RfflfRE &G L, &5 1~72 Kfi] CEAIBRER 48 FffH) 024 — 7 V47T A
AER LT,

¥ 0 18 (K 10g/140cm2) Hiz UC-ux Y Fu 7 F MU v AR EEAS E LT 1% &6 575,

B 5 8 REMZITITREMENIR . BBNEMIT @ OGRS, DWW TG, BNAEY. B, M8, s <,
FORAR, Wi, FZd. ~——fR, FE ER, BEEHITmE L FL~UL, & L THE, DIk, FTHIR, 5%
iy, IRERIT IR DIRE L VIRV L~ Th o7, &5 24 FFf TlIi b 8 Kefd] & IRIF AR O /A 2538
DAL, #5572 R T GALRE . BNEY . K OWERENIRIZ O B EHETEDRFR D & iz,

F7o, BH 1~72 B OSKRRNEGHE 2 JE U, BN RS I3 TEWVIRE CHER L, T ol
D2 < O TITAIHEMEI X MAEF OB & [FERIC G 8 R I el BT 2 L 72 03 B ig s OVl L4t
R R L VAR HER LT,



VIL_HEAdEhielZ B4 2 H H

B G-EALE T OB 2 & OFESHEE O RITE < . #h5- 48 R LARE T M Pl BE 1L 0 & < FRfe IS FAE
L7z, BEENLIE T OB O BEHEMEITR S 1~48 FERICB W CIEBR GEAE R 26 LT 3.6~24
% CHER U trans-OH 18 (JEMHERHHY) DA% sl L7z,
TSNS — X EEANLERE .  OE T RSB DIREHRE ZBRTIER 0 AEGER O X Y 7
n7 = N U LKA OKEER) & O£ REOBFTEEHER (7% Y = 2 ®8F 60mg « KL 10% 1 > ¥
Ea—74—A5HR) LEETHST,

« B G IE T AR A

[VIL6.(1) X BIE L R U R BIRRER DHEAE S

()R EAREESE

HMERR L

<£%E:  BOREREORE>

v~ (5%, 60mg ROEER) CTHEAKEFRLMFI LA, B 1RHZEORFY TR T 20

trans-OH KDOFEERIZENEN 97.0%., 92.8% CThH -7,

6. £
()R BEBLL R R B
K&, B TOHA., il
<zgMT—4%>
Fef. I ONE T OIS RET 2 VAR = VEe#ERIC LV trans-OH (£ (EVERHT) O cis-OH {KI121%
s (MM .

BORE /D

EE YAy = B <g:l =E il = N N NYEN @ IL Y S8 s
S\ =i
cis ~OH{& | [trans —~-OH{&

i) I
oXy a7z
n¥y Ty <5 -

| / \ |7U/I/7ﬁ:/l/3§f:@%$
cis “OHff  trans ~OH{& cis ~OHff  trans 7OHMS|

g — '52&|7ﬂﬁmyﬁﬁé%$
| - [

=
;

‘ﬂ

RSNV

A%y 707z rF b LKNYERRSHORBEME O REESR
ZHZE XY e FTHREBREGRFERRNHEZZ T, TOOBLI\ERM PICBAT, # 0 RGRHIEE L7332
X HEEZLND,



VIL_EYyEhielc B4 5 HH

B GELIE TR BT 2RBHZOW I FTOFEN & 5 16,

Wistar-Imamichi 7 v b (BEME) O EELEIZ 4C-rnx Y 7' a7 =) U o LK< > 7 Al (2.5mg/body)
% 24 WRE AR e HRF O G- 4, 8, 24 Fffi7e HONT 1 [7] 24 R 9 IR IERR % 5-1% 8 iRl 31T 5§
HELIE FORJE, Ffh, BRIcBiTsuxy 7n 7 2 trans-OH K, cis-OH R (idHENE) 2 3
E LT,

FERITTROLBY T, &EkﬁﬁfilﬁT@%ﬂf’ﬁﬁqﬂﬁ%%‘ X, &, BERf. SR & R S IR e D b D
O, KR trans-OH 1K, cis-OH KO TN G ITRE AR E EHIMMEMICH YV | HERE & KERE & TR
Z— NIRRT,

> “J ’%%BBNE’L “C-0x v 70Tz rF MU LKy TEIRERORSEMLE THEBN

y BoE AERES- 9 B H
R S e £y
M | WERSIE T 8 1 o ] 8 W5 TH]
Cxvsmo .. | 6121728904 | 6010046459 | 61239+ 10941 | 219427+ 106210
(80.5+ 3.3) (82.8+0.4) (76.2+4.1) (82.6+0.8)
4012+ 232 3944 + 305 3636+ 70 8004 + 1892
B | transOH {k (5.5+0.8) (5.5+0.4) (4.7+0.6) (4.1+1.6)
is-OF & 495+ 34 470+ 45 433+ 18 1394+ 445
(0.7+0.1) (0.7+0.0) (0.6+0.1) (0.7+0.2)
BN 947+ 59 2297 + 296 387+ 144 1033+ 683
(78.0+0.6) (79.8+ 0.6) (71.1+1.8) (67.2+3.3)
» ] 207+ 9 459+ 75 117+ 45 309+ 178
B | trans-OH & (17.1+ 0.6) (15.8+ 0.5) (21.6+ 1.2) (22.8+ 1.4)
. 14+ 3 90+ 13 22+ 8 63+ 32
cis"OH {& (3.6+0.0) (3.1+0.2) (4.1+0.4) (5.3+0.7)
N . 27+ 6 36+ 2 29+ 6 32
RESTHT =L (491415) (431+1.7) (41.4+4.9) (38.2)
21+5 28+ 1 26+ 5 31%®
S, o -
RS | transOH & (31.7+0.8) (33.7+ 1.8) (37.2+ 3.9) (37.0)
) 11+2 13+ 0 9+2 13
cisOH & (16.2+0.3) (15.3+0.2) (12.1+1.7) (15.6)
n=3, MeanzS.E.. ( ) : RiGHERE T 2EIE

#) n=2

QKB5S 5EE (CYP%) OAFED, FE5E

Xy rurertb ) vaKiEe NFR 7 v Y — A&z in vitro (REILERERICEB VT, 1% 17 %
vyruZ ey M)LK Sy 7H 1A 1 B BREO R @ A o 1,000 {520 EORRE (200uM)
THF b7 m—L P450 %50 7 (CYP1A1/2, 2A6, 2B6, 2C8/9, 2C19, 2D6, 2E1 U 3A4) DILE L
72 HRE 2 S OGN L CEREL 52 72 o7,

RYEBEMROEERVZDEE

AR L

GRBVOEEDERRVEMLL, FELE

R trans-OH R EMEZ AT D,
1) IEEREI ORI T A —H
trans-OH & :
Css  :23.5+£9.5ng/mL
AUCp-» :2278+863ng*hr/mL
MRT : 73.1%£4.9hr
(1%wvxY7u7=rF bU T LK Sy TH 24 (200mg) Z 1 A 118 5 HERAER S & 5-KF)
VI.1.(2) 2)REH’RE | DHEESR



VIL_EYyEhielc B4 5 HH

<B% :invitro T—4%>

Z v MR E BT 2F MR O (1n vitro)

Wistar-Imamichi 7 v & (FfE) O L 0 Lo ZEoAEREH~ 1% e XY 7a 7 2 U o AKH
WXy 7HKl (HifE 0.785cm2, =X Y77 = b ULAHEAKY) L LT 0.561mg fHY4) Z@EHH L. in vitro
TOREZEMELE 24 BERICOEZVRFL, 2X Y 7o 720 25 NCZFOREM trans- KO cis-OH K%
HPLC & CHIE L 7=,

(a) ICRT 2L, axy 7o 7z, trans- K cis-OH KO E K BM~DFB BN R S, 24 BEfEIC
BT OMBREMEIIEFHEPED 82% Thole, F. K M) IZnT2&<.vn¥ Y77 = kN trans-
OH 1R ? K i a1 35w 1.5 R R OV 8 Refic 2N E i K & 72 0 . Z D% b RIS ER LT,

W 24 K% £ TORBEGEE IS 2 BEEERRIT. nx Y 70 7 = 08 83.5%% 59, trans-OH 14K,
cissfOH RixZ N2 14.9, 1.6% (n=5, FHfH) ThHh-oT-,

() BREE@ B g %Y 7° 072 % 6 /em?) (b) B (u g v%Y7" 072 24 B/ cm?/hr)
70 r
60
50
40
30
20
10

0 o —— !
0 4 8 12 16 20 24 0 4 8 12 16 20 24

g [ (hr) g [ (hr)

Sy MEHEEIZ1%0XY 7O 7 oF oLk Ny TEERED
REFBEE (a) LFHBEEHEE (b)
B %E O:uexy7eryzr, O: transOH K, @ : cis-OH {k
n=>5, Mean+S.E.

7. B
HEH ARG B UNR B
Rz, K nnsxy 7n 7z Xittrans-OHKD 7L 7 b ek E LTS D,
et
(b N 1T MRBRT — %) 220
HEE 2 (58T IVL1IQMRERRBR CHERE SN -OPRE] OHELSM)
1%uXxy a7 xrF MU LKy THIE 12 RS- Lz L &0, &5 72 ] CEAIRE#
60 FE[H]) £ ToBG BRI D RBPEIER WA HaaE) Tnx Yy e 7 = trans-OH (A TH 1.4%
THY . cissOH KIFK 0.7% Th -7,
RAE#HE- 20 (584 VILLQRERRABRTHER SN -OFEREE] OHESHR)
1%rXy7a7xrF M) ULKIW Ry 7HZ 1 H 1E S B, KEKRGLZEZA ¥y rT7
>, trans-OH &, cis-OH £ 1 HIRHF R &I 55046 24 FRILIRIZIE —E Th o7z, & G5HENG
B G T 1% 48 FFfH £ TOR G EITKH T 28R QFREHA +HHE1K) (Tr%Y 7m 7 = trans-OH £
T 1%, cis-OH K TH) 0.56% T, #BAFIHIERIT 2.67% TH o7,

8. FTVAR—E—IZEAT BIEHR
B R L



VIL_HEAdEhielZ B4 2 H H

0. EMHICLHREE
LR L

0BEOEREATEE
g L

11.Z Dt
MUER e L



VI Zzett (B EoiEgss) (B3 5HA

VIIl. &% (FERLDEESE) T 51ERB

ERNBEFNDER
EIN Ty

Tomg

2. ERABRLZTNDER

2. B (ROBHIZIEEELEWNI L)

2.1 AHNOSIx LMBUE OREEE O & 5 B3

22 7TAEY UBEE GEAT B A RUEHREURAIEIC X 20 BRIEOHER) XL OBAERED H 5 BE (W
BREZFHRTDHLZENDD, 1 [9.1.1 1]

5% . NSAIDs O—fiEEFHE S L TRE LT,

2.1 ARFIORSZH LT, BBEUEDBEERE D & 5 BE MR L2554, EERBEUERZ R Z 3RS 5 7=
O, TOLHREFICH L TUIEAZRT AMLERDH B,

22 TAEY UERIE WEFRIEE TR E T M LVIREENFHER SN D 2 E AR E THAREIWMED 1o
Thd, TACI ORRLT, 1FEAETXTORRME NSAIDs ([Z/6 L T BRIEZEZT, Zhbo
NSAIDs O4@ L7EKBEIEA TH D7 7% Koy s ut x4/ —+1 (COX) EEM (Fuxx s
VO UARRERR) DBESISO54IC7e D 20, Lo T, BEROH 5 BEEEOERICHE L,
( VIL.6.1)EHE - BMERZFDHLHEE) 0HEESHR)

3. BEEXIEHRICEET HFE L ZDERH
BREINTWN

4. BZERUAEICEET T8 L ZTNDER
BREESN TV

5. EELEARNFE L ZFDER

8. ERLGERIERE
8.1 YHRBFEANC & DIRITRERRE TR HERIETH DL Z EITHEBETH 2 L,
8.2 1@MEFRE (BWMBEIES) (28 LA Z AW 2 58 I3 WRIELUA DRRE L BB T D 2 L,

5
8.1 NSAIDs 0 —AAt ik 1 4
FRBRRUE & 1370 0 8720 b I, MR, RS & A ISR B RSB S,
8.2 NSAIDs 72 &0 & 5 SMHRET 1T T/ < | MBI O M R A TR L7278 HIBAR L HUH L7205 | E 72451
BRI DR 3+ ] 5.



VI Z2axte (] EovEES) ([T 53 H
6. BRENEREHIHBEICEHT IR

(L)EHHE - MEEFDOH L ESE

9.1 EHHE - IERZEDHLHEE

911 REXMENEE (FAEY VMEXRIFDOBREERDHHEEZRKR)
JREEEEAL ST 20N H D, [2.25H]

912 KEREEDHDHEE
JEYLT K D RIEITKR L THW D GEITITET 25l A SUIMEE A Z P L, B84 +01T W EEIC
AT L2 L, REORIYELX RBEME T 2800 H 5,

fRss

9.1.1 NSAIDs O — &)k 5 FIH
BN S EBE DK 10%13 7 A U UEEDO I & -5 NSAIDs OWNARCTESR . RAN O REEZ 25 1 FE
FEEE TOMICHERIELE Z 7, RICEMEEZEIZTEDORBEIEL 2D | FETHIH H D, NSAIDs &
G ATEAEATA, BAAL IR LD REIL, — AT < | ERFEBL L BV, KUE S B BE T
EEICHEHT 5 0ERH D 29,

9.1.2 NSAIDs O 5 CRYYEIC L D RE, KRR EORERMN —REICR L, JEYUENME Shi- X 5 ik
ZD0, MIE, VA NAEOREEZIET S 2 LI TE ARV, BYEL SRS S TS Z LT T
720N, L72A o> T, NSAIDs #8920 TldZe < JRREEE U CHEAS 2 &G LR s, #idh
MICHWS Z &2 FAIE T 5,

QEBMEEETRE

BRE SAL TR0

QR FHaelEEERE

BRE SAL TR0
DEIEREE R T HE

BRIE ATV
(5)4E 4%

9.5 1w
BEI SAFIEHR LT D ATREME D & D I MEIZITTER O AN a4 BRl 2 &HEr S 258180
2 2 &, 7 udx 27T —BER 2R T AR O I AN U I BRI 03 & 72 &
DHREND D, i, 7 uAx 7T —BHER BOAL BA) 2Em AL, RO BEERERSE
K OPRED . ZHUTHE D FABDIEDNE & 72 &L DWMERH D,

fREn
T8 B AR C do 2 AN EIGER M A~DOBAT IS TH7e < | RFMEORIWEH A K Z 3 Al thidiRv & & 2
bNLN, uxYTuT G MU U LKy T HID I KGRI £ T I S A7 R RFRER T o R
D722, B Y =8 60mg « 1 Y = UOHAL 10% 2B Hit#i 2 2B IR E LT,
V7 aF s —BIER A R I AR OIS L. RIEEIIREDRESNE & 72 L OREDRH D, Fiz,
vratX s —RBHER RO, LD ZAEmIcER L, RIROBERERS K OUR &R, EiUctE o
KBENEE 72 L ORENRHDZ LD, BEEEWETLZ &L L,
(6)1=ELIm

RE SN TR



VIL.

2l (I EOEES) (ST SHEHA

(7)/MNREFE

9.7 INRZ
INREEZ G b U T BE RIS L TR u,

fiREn

mX%y a7 e F T LK S TR O SR S AKFRIRE E T S S 7 [EN O RR R T, /N At
HL LRI L T 69, 2% Y =08 60mg + 73 Y = Ok 10%I2 BT At 2 BB ICHRE LT,
B, axy7ar7 et MY LAWYy 7H 100mg DEFEELE XY a7 = U v LK T
— 77 50mg - 100mg D% i D RERFTEH ATV T, NRESOFERIL 796 - 7228, BHWERIZRD 5
Nizinoiz,

B)=tE

9.8 BH#E
65 LA Lo @ E IEH T 2 581%, Mo oREBICEET 2 2 L,
n¥y a7zt YLK Ry 7H 100mg K OT — 7 Al 50mg + 100mg D RLIE IR FE A O
R, 65 Ll Lo GE TORWEH OFRBLFR (3.7%. 1,738 1 65 ) 1%, 65 Al (1.7%. 1,300
22 ) LR L CHERICE L. EREIERSMARO K EER TH - T,

SR
nXy a7z F YLK Ry 7H 100mg DR L e XY a7 =) N U U LKW T — 7 H
50mg + 100mg DY I3 1T 5 RERTFTEHE T OREFRICESERE LT,

HE%ER

LV)HHAZEZ EZTDER
RE I TV

QptREFE L ZTDER
BRIE ATV

Bl{EA

11. BIfEA
ROBIWER D B b D Z LMD D DT, &L I TV, REHR
7o EEUVRIEETT O 2 &

v

LNV g Wik e hall = ¥ 3 s Rl T R4

DEXGEIER & DHAER

—~

11.1 EX%EEIER
1111 avy BEHERH) (. 7F745F 20— HEERH)
vav g, TF 74 7% — (MWERT., EFEWRE, MEEZE, FERRES) 2Hobhb 2 endb b,




VI Z24E (] EoiEESs) (9 5HEH
QZFnithnEER
11.2 =Dt EIERA
1~3% A 0.5~ 1% Al 0.5% A N

b Z PR, KLBE, Bl BT I, R A

JER. K% BRRE, AR, FEIR
1k fe EENISES EREERE. RR - dE
iR AST b5 ALT L5 v

-GTP L5

DAt VI

aXy a7z MU U LK Ry 7 100mg DGR E TORKRBRAE RE b SICBEEZF L L,

EHEMNEMERARREERVERREERE—K

LITIZ,

#l 50mg *+ 100mg D7 — X Z7nd, 7ok, LUFORIWEMICITBRRAER T 235 Eh 5,

BIfFRRBEHEE-—EXR

nXy a7zt Y ULaKY Ry A 100mg K Ou kY a7 2 Y g AR T — 7

R TH T —7Hl
\ SRR [ IO SR SR D
Wi R RRERA | R O R A | R R AR A
FRAE B 1,075 f5 1,427 {5 624 f 987 14l
RIVE R DR BUEBIEL 91 44l 30 15l 23 {4l 34 il
RIVEA D3 B4 123 {1 34 1 27 14 35 {4
BIVEH O FEBLR 8.47% 2.10% 3.69% 3.44%
EIVER OfERE BWEH OFERIRBUES (F80 = (%)
B2 B OVRE T LB 53 (4.93) 27 (1.89) 22 (3.53) 32 (3.24)
BEAlM: B R S 15 (1.40) 18 (1.26) 8 (1.28) 18 (1.82)
HiTEZ> - — 2 (0.32) 3 (0.30)
FLBE 16 (1.49) 7 (0.49) 3 (0.48) 2 (0.20)
B2 R Hin 1 (0.09) - 2 (0.32) 2 (0.20)
ity IR 1 (0.09) - - -
f & O PEIE 23 (2.14) 5 (0.35) 4 (0.64) 5 (0.51)
;ﬁ 3% 11 (1.02) 1 (0.07) 5 (0.80) 1 (0.10)
B I 2 (0.19) - — 1 (0.10)
47 BE - - — 1 (0.10)
BRI EE - - 1 (0.16) -
—f% - REFEE R OGN OREE — 1 (0.07) — —
/NI | - 1 (0.07) — -




VI 24t

WEH EoEES) (CR4 5T

3 T 7 —7 Al
SEFEKRIEED | MO S8 > SEFE O
N MRS IRA | R R AR A | R R A A

Bl 18 (1.67) — — 1 (0.10)
JIE AN PR 6 (0.56) — - -
R A 2 (0.19) — - -
EREEE 4 (0.37) - - -

TSR - - - 1 (0.10)
T 3 (0.28) - - -
HIER R 1 (0.09) - - -
fj W%k 1 (0.09) = - =
# A EPNTEES Ak 1 (0.09) - - -
(AT Y 1 (0.09) — - -
ﬁ HN% 1 (0.09) — - -
B B ONBE T ALk B 7 — 1 (0.07) 1 (0.16) —
Z D FEIE - - 1 (0.16) —
W#9% — 1 (0.07) - —
ERiR2 - — 1 (0.16) -
— i - AR & O G Ok RE 1 (0.09) 1 (0.07) - -
SR - 1 (0.07) - -
AP 1 (0.09) — - -

RRIR I A 22 (2.05) - - 1 (0.10)
7720 T3 NV AT 271 BN 6 (0.56) — - -
TAN TXVEET ) VIV AT 25—t BRI 5 (0.47) — - -
A e Y e 2 (0.19) - - —
A7 v = 88 2 (0.19) - - —
gh| RSN 2 (0.19) - - -
1 Al EkE sy R 1 (0.09) - - -
Ei Y -1 MBI AT 25— B 6 (0.56) —~ - -

2L JRHT R o WG 1 (0.09) — — 1 (0.10)
LN AN 7, 1 (0.09) — — -
RSN 1 (0.09) — - -
1 R AN 2 (0.19) - - —
PR AR H 1 (0.09) - - -
M ATV HAT74=1 BN 2 (0.19) — - -
R if B 1 (0.09) - - -

EIVEA OfidE . [ICH HEHESEZEA

Ean
AX

FE4E H AGER (MedDRA/J Version 14.1) | (22X s BRHIKRSHE (SOC) 1[5 L,

SHIz, HAGE (PT) ZiddiLiz, F—EF - F—PTZ1HF% (1) LLTHv LK
SOC IZFEBUERIEL, PT 13FB M A5

9. MARBRERRICRIZTITEE
FEEN TN

10.8E%5
BE SN TV




VI Zzett (B EoiEgss) (B3 5HA

11 EALEDEE

14. BRLDEE

14.1 EXIREROIE

14.1.1 HIERRE R ORI L2 &y
14.1.2 2 T RBOFALIHEH L2 &,

fiRER -

TRE R & M OB B2 FE RN & A2 U0~ < {98 XU EBALICAE 42 SIEIR AN S B[ REME N B 5, F 72,
HBEREIHER LI25E . AFIOREWINAE R L, Aok, ZeMICEEE2 5255 Z b, —HNEES
THE L CHRE L,

12.ZDHOEE
(VEGRERIZE D < 1E#HR
BE SAUTWV 720
(2)FEBEFREAERICE D  1E#R
BE SAUTWV 720



IX. JERRAREAER(CBE9 5T H

IX. JEERPREERICRII S 1HE

1. FEHER

(1) E AR
VIL.ESEECET HEEB] 0HASR
QREMFEEAR

MR L

<$%E . 0xvY7JA7zoF b)Y LKNYORORSEORKE>

1) —HATE) - PIRMEHIER - EBRERICRIZITEE
—ATE) (v R) . AREIE (U RX) | BRBHETRIER (7 R) | JUKEER (w7 R) | fotEE
ER (v U R) | SREEREEEE (w0 X)) | BEME (¥, xa) | T (x3) | fivkre
ER (o A) HLRLEY UAEH (U A) 12k LT 100mg/kg (p.o.) E TEH® 2 W EITERD
LR oTo, MR—MisiE (7 v MERESE —HIEA) (23 L 100pg/mL F TEEIIFRD bR -
77
PUEoEiEL Yy 7a7 ) b U SRR PR, EESAERIC R LR A RIF S 2 &
Ez b,

2) IR - RIRSBR - BEMERICRIEITEE
MR - E - DR - DB OREER) . 7T ol CRBIE - SEBIREIESRE OFREER) | B (=
7 A) 2k L 100mg/kg (i.d.. p.o.) FTEETRDNR-T-, LFE BTy MEHLE) 23 L
100pg/mL & TEEITFRD LR o7,
My s OREER) . /A7 LU U R/E GRIER) | BRIRGHE  (OFRFER =) 1213 100mg/kg (i.d.) T
BRAH LT, B THY ., F72 10mgkg TIHEEITTR DO N7,
DEo#EL Y axy a7 F Y U LKMPIEIEE - fEERER. BEMRERIC LIZE AL EEL
FiEERnEBZz bR,

3) FEM - HILBRRICRIZTTEE
K[EM (EAEy ) LR (DX B0 (v ) | BRIEH OvFral s exF I
777 4% =, BaCle, Er b= /7 KLU Y) (2L, 100pg/mL F TEH® 2 W IXEITRR
DHNRMNo T, B (Z v 8 | BE@wERE (w7 X) I8 L 100mg/kg (.d.. p.o.) £ CTEEITR
OB T,
—J. & (7v MiHTE) T lpg/mL 2L ETRE (AEESHOEIE) 23O Lh, FEOHENE
2T PG OG5 RRENVZ ENMONTEY, 2o Inx Yy a7z M) o AKMmO PG 4
BRMEEERICE A bDOEEZ NS,
PUEOEFEL Y ey 7 a7 F b o LK 5 ZBRE IR, HEaRRICEREL RIF S E
Ez bz,

4) HRBRICKIFTHE

JRiE - BE (7 v M) 13 Imgkg (p.o.) TIIEZENRRO LN -7, 10mg/kg LL ETREOHED .,
EAREIRE, REEDN LA LT,
ZOREWDERICOWTHOEEE E OBERBR AT o722, v¥ Y e 7 ) ) U LK OEH
TA Y RAZ Y, ruaTdaF 7 F NI A S a7 b5hot,

B, A XKL OH AN, BEEERBR CRRE, PSPRE, 7L 7F=2 -7 V77 ARBEE
L 7= BE IO N7,



IX. JERRAREAER(CBE9 5T H

5) TOHMDER
MikEEE (7 > &) IR (7 > &) g (7 > b exvivo) | MUHEE (7 > B) (2% L 100mg/kg
(p.o.) EFTHEITRD N7, REFTKEHMER (EA4EY b - IR) 13 1% KR THR DD >T,
() Z Db FEIREKER
NERR L

2. SRR
(V)EREEEHHEHR
Wistar-Imamichi 7 > b (FHEMELES 5 8) 120, 2. 4% DXy a7z F ) o LKY Sy 7Hl (4
Xbem) (R¥YFu7xzrF MU UKy ELTENLEI O, 28.6, 57.1mg/body) ZXIFEKXOEE L 72
W T 24 REEIPAZE (BRI 5 Lo, ZOREER, WL THITERD T, —BIRE, KE, Hik
AW TR GICE 2B b e h o Tz,

<BE . .OxXVJ7O0T7zF Y LKINYOBE>
1) vXxyrarcrF N oLAKRIZOWTHEEZNE 1 HEICSE 10 ILoE 2 v 2 B OB
% . Litchfield-Wilcoxon 1512 L W R 7= LDsoflIL FECISTRT & B0 TH 5D 20,

BT PGk | M | LDsofE (95%[5#EHX ) : mg/kg

I 3030 (2705 ~3394 )

PO g 3150 (2739 ~3623 )

. 1 1130 (983 ~1300 )

- » 2 P e 1020 (895 ~1163 )
(RFVL %) e 1070 (973 ~1177 )

SC 1080 (982 ~1188 )

. I 740 (644 ~ 851 )

LV e 795 (691 ~ 914 )

e 150 (114 ~ 198 )

PO e 145 (109 ~ 193 )

. I 245 (191 ~ 314 )

5 v MM 275 (190 ~ 399 )
(WI %) I 330 (258 ~ 422 )

S e 285 (208 ~ 391 )

. I 168 (112 ~ 252 )

Y g 155 (121 ~ 198 )

i 480 (410 ~ 562 )

PO g 490 ( 408 ~ 588 )

. I 385 (308 ~ 481 )

7 > k VP g 440 (330 ~ 574 )
(F %) e 590 (480 ~ 726 )

SC g 500 (410 ~ 610 )

. I 400 (333 ~ 488 )

LV e 345 (295 ~ 404 )

7F7m1f/'7’ bo. | 26.7 | ( 23.0~ 310
W1 e 30.2 ( 254~ 35.9)
7F7B1f/'7’ bo. | 482 | ( 416~ 55.9)
F ) e 70.0 ( 631~ 77.7)




IX. JERRAREAER(CBE9 5T H

2) EFEMn XY S a7 =) Y AKIEE 60mg & [FlG SO RH A V7 BEER O # 5 3rEaR BR AR 1

UToELEBYThHD,
B FE BeEREE | | LDsofE (95%1E#HIX ) : mg/kg
5 v K 1 555.0 (473.3~783.9)
(WI %) PO e 481.6 (409.7~616.5)

D LDso fEIE 555.0mg/kg (473.3~783.9mg/kg) . M TI% 481.6mg/kg (409.7~616.5mg/kg) ThH -7z,
QREEGHEMEHR
1) Sv bk
Wistar-Imamichi 7 v b (ZHEMERES 10 JC) (20, 0.5, 1, 2% XY a7 =) b U oAk <
vy 7 HlE 1 H1E3 » HiE, REELE Lz, BEEEIrXY Tr 7z N oAk LE L TERE
0. 10, 20, 40mg/kg ThH 5, KBIcexFY a7+ MY ARy E LTO, 5. 10, 20mg/kg
OFEEETIH 1B, 35 AM, 05 L, TR, BILETEEICRIT 2N HETIE 1%8 1
B, METIX 0.5, 1%RECHE 2 61, 2%HEIC 3 BIRRD BTz, BITH T 2B UITEE T oMl idHKkm A &
THH LR\ RIIRO o7z, itoTux Y a7t N o LKF Ry 7H O EEE
B3 0.5% (10mg/kg (Zi%Y) | MET<0.5% (10mgkg) LHEEIND,
2) YL
=7 AP (BREMERES 3 61) 120, 1, 2, 4%u¥Y a7 F N ULKFI/ Ny THE 1 H 1
Bl (21~26 IKefH) . 3 » A (13 38) [, PHZE (RBJZ) #b5 L7, TORER, —MIRiE, KE, B,
MR PR, MR, HERE CIIELIEERO o7, o TrX Y In T2 F )Y
LIKF) N TR O BN ST & HI2 4% EEEZ B,
Q)EmH AR
ZMERR L
(DDA TR ER
ZMERR L
G)ERBRESMHRER
M ER R L
(6) 5 T il i 14 B BR
1) E b+
aXxy a7zt U U LKW Sy TRIONy FT A NRONNy FT A MK DEGLEEMEOR
gqt 27)
BERER N M 10 Bl ARG FE M LTc Xy FT AN, Xy FTAMORERIE, 1. 2 k4% F Y 7o
7 MU T AKF Sy THIO R RERNEMER OV T LR — M OREAEME) 13380 b, KBSk
TOHREMIIRIFTHDL EEZ LT,
B 1,2, 4% XY T a7 2 MU v AKIS Yy TANE, 14 (BIK 10g/140cm2) Hilzm Y 7
07y R U LKy E L TEREI 100, 200, 400mg &FH T D U2 X7,
2) OH¥
MX.2.(7) DEFRIRME] OBEESHR
1. 2 KO 4% Xy 7ra 7=z N o LK Sy THEIO T Y R — IR MRS, KOV Y 2
BRI R CILEH B R . RGOS (BUEA M L7 b 0) [TV THRIBIMED 720 & HE STz,



IX. JERRAREAER(CBE9 5T H

(N Z DD YRS
BXxY7uT =y YUK Sy TRIORA, £721, 2, 4%uX YT a7 =T )T LKy
THITUTORBREZIT 7208, WTNORERTH BT RITRO b hienoiz,
1) BRETRIEE
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