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(M) #2774~ - = RARA > hE LTz, 2O0 pivotal 72BN 30 S 417z,
2H[E (77 ARV —) | Tha ik CHEHM SN 725 T EE R GRIEFE :
L —100mg/ B ¢ 587761, 7T B AR GFET8H)) OSSR, ATEHIE O il 1T ASE
BNk U CAKIRES02H . 77 BAREF469H (85 Logrank /&, iifll p=0.131), Kk
FIEREFIZX L TENZEN4T6H, 239H (Logrank fiE, Mifl] p=0.072) TH Y, #t
FHEMR A B AR bV b OORFIR GO EGFHNEN - 729,

THE CKE, 772, AFHX AFIT AR, XX — RV AXA V), 31sx T
Fifi ST B EMEER (RIERIE © U Y —)L50mg/ H #5-8£23761. 100mg/H
B 5-1£23601, 200mg/ H £ 5124461, 7 7 v RN HEE242610) OFfEF, 185 H#% b L<
ERBRITHE 0 BB T D AEFERIZAFB0mg #£55.3%. 100mg #£56.8%. 200mg #¥
57.8%. 77 EAREES0.4% THV . Mt FHRAEZITRD LRV DO DAA|I100mg
HIX7 7RI QEGFENEN -T2 (B Logrank &, Ml p=0.076), F7-.
REN DR GBEEHEEZ B DT AEFRIT566% THY ., 77 REEEOMICHE R ENR
W b (85 Logrank Mg, Wifll p=0.048) %,

TE) AHI O S FEAE A R S LR STV 2 AR OV B 100me/ B, 1H2EITH 5,

. ERARERERURHAIRE
(1) fd5 I ple Aol ol A2
BLEZWII 18 » H O I plAE A (A MM e R AERI1,613%1) 2B\ T, [FET] X
X TREURZMED LAV L= 24XV FEERLIEGEDOA X MERAER
1354.6% CTh o7z, £/, [HT) ZAXUDPEERLEGEOA NV FIERAERIT
63.2% CTh -7,
(2) Rl A A
WEANVETI — E SRR OWBRE & REORE D2 5 L L-BEHM18 s A DK
FRA CEZWMEMENT XEGHER 78141) 128 W T, L) T TREUIRZES> LAY L
—HEEE ] EARVDNEERLELGEDOA N FIERELRIL64.9% ThHhoTo, Fiz,
(BB AR hEERLIELAEDA R MERAEFILT3.6% Th o7z,
H2) T, O~@xhmic I EE
D18 LTBHUA T TH D Z &
@World Federation of Neurology ® ¥ (flD KT K o THEATIEZEME & 72 o 72
BE13br<) T, “definite” XX “probable” TH 5 = &
OMHRHIMAFERM TH D Z &
OFRAEPIAARE A LV 20 A LN OZ S HETE &2 BGR EFEO60% L L Th o Z &
OKEUIBRARFEMFITH D = &

(2) BEEREIEHE  AAMRER®

fEEE R N B4 RESHIIIC AHKI50mg. 100mg., 200mg % H[EH G-, F£7-. MR A B 519
FNZAHKI50mg, 100mg. 200mg/ H Z K EHS L, BMTER., AFEFERmE (h)E, Ik
B, RIBEBXOMKE) ., DEXBRESEZIT-o7-, TOME. RAOHBIE 5 K O KE#R 52



ARICET 5IEHE

(4)
1)

W, BHJE. AL, OFWVIEREORIWERNR D bz, Frlo, EERERITERD i
Sz, Flo, BEBRHIE T, K ERIEE 72 AR TIIRIA L 20 o T,
(T =8k il : BRIREIE 12(5) : 795-807, 1996)
(T %8k fil : ERRIESK 12(5) : 809-827, 1996)
) ARH O ZER I SRR LAE 1 6 LR ST 2 AV R OV RE100mg/ B, 1H2EThH 5,

BRRURR - AERCERAR
2H[E (77 VARV F—) | Thigk CHEME SN2 8 TH _HEE R GRIEFE : Vv
—/L100mg/ H & G-HETTH, 77 B AR ERET8M]) OfE R, AWM O BT RIEFNT R L
TAAKIRES02H, 77 ARREIZ469H (&5 Logrank Fi7E, Wil p=0.131) . ERFIERVEHIC
*LTENZEN4T6H, 239H (Logrank fE. Wifll p=0.072) TH Y, HiFHRAEE
ERE O B AR S O DORAN GHEDO L FHH RN E D> T2,

(Bensimon G. et al. : N. Engl. J. Med. 330(9) : 585-591, 1994)

BRITORER

R AL L TRERIGHR
BB L

P8 ERY

BROK B 1UME % C 3 fi S AL 72 5 TIAH BB el (eI %K« U L —/150mg/ H # 5-#£ 23741,
100mg/ A ¢ 5-8£236/1, 200mg/ A £ 5824461, 77 2 R GHE242061) OfER. #5546
125 Atk OAFFIIAFI50mg #£70.5%. 100mg #£73.7%. 200mg £E72.5% K N7 T &R
#62.8% THYH ., VLY — 1K 5100mg #E&U200mg FECTT 7 BREE L LLAHFFHFERIICH
BRENRED b= (J83] Logrank #iE. p=0.019, p=0.021),

Fo, BEE5HB1I8y A% S LITRBRITHU Y BIZK I 2 EFERIT Y VY — L 50mg B
55.3%. 100mg #£56.8%. 200mg #£57.8%. 7' 7 AREE50.4% TH V. Mt FHIRA B
ERO LNV EDODOARA100mg BEIZ T 7B RBEL D AGFEERELS o7 (BRI
Logrank #&. Ml p=0.076), 2. AFOEEGER LAY EHFRITE6.6%THY .
7T REE ORICHEERENRD bz (B4 Logrank M7E, Mifll p=0.048),

(Lacomblez L. et al. : Lancet 347(9013) : 1425-1431, 1996)

VE) ARH O ZERE M SR BEALIE IS0 LARER ST 2 AR O &HE100mg /B, 1H2EICh 5,

REMHR
LRk L

BE - RERIEER
ZAE R L

k=111



V.

ARICET 5IEHE

(5) AERHIEF
1) EARERE - AR - MIRERERREER
L. fEH Rk A
A e

IR S 41722,34261 D 5 B 34561 & BRSO L 71,9976 & fighrxt g & LTz,

Bl VE 1 %6 BLIE 1] 3212 28.39% (5676411) TH 0, AREE £ T o gEIE M % BUE #i] 3
68.37% & LL XTI o 72,
ENREMORBER X, TEKERE 13.52% (2706]) Kb EL<RBH LI, L
. [HEEE] 8.01% (160%1) . [EHEEL LIORERITHKE] 4.21% (84
) DIETH -7, £/, BEH OB TIE, FIT ALT ¥N6.91% (138fF) .
AST #4N6.61% (1327F) . y-GTP ¥hn & ELD%38.76% (751F) . AAKEES.56%
(711F) . Hb A 2.8% (56fF) . RBC #iid2.756% (551F) | MEJj5E2.60% (52
) J O Ht 802.55% (511F) TH -7z,

AN

LA NERRAT R GG & 484851 2 BR\ N 72 1,5 1361 & fiffr ki G & L7,

187 AR DA R NIEFRARIZ54.6% Th - 7o, ERRKEE TORER (LT, BN
FUFEFRER) CTlX, 181 ARFR DA Ry FIEFHAFIT50.0% TH V. AREIZBIT S
A Ry R IERAERIIENE AR & FRETH -T2,

T EIFREUR ALY LAY L — 2 %%

- FREGE R A (RRRR A

RRCK CHEME L 7= st 5 AR AR 0 (BB e 2 3 D & kF AT A 2tk & 22k % 7
L7,
KB EBIRERIRE, ARFNOBGIZOWTRERIAN (b L IEREEE) ORERG S,
FHAEBHAARE AU CLL T OBEIZAET 5 ALS OJEFIT, v ULy —l k%
TR IE AN T2\ OME B,
D18~T5i A FTHDH Z &
@World Federation of Neurology M #¥#E (DRI & > THEFT MR, ZEHE & 72
ST5AEIERLS) T, [definite] 721X probable] THSH Z &
OREFHHMNERETH D Z &
@OFRAEBHLARER L0 20 A LANOES T PERTE B2 Bl EFED60% L L Th 5 = &
OREUIFAEREITHDH Z L
rae el s
INEE S 4L721,09361D 5 6, 26THIZ RS L 72826451 2 fiftr ki g & LTz,
BIlVE & BUE 128 13228.09% (232%1) TH -7z,
EAMRSEOORWER X, TEHKRBRAE] 15.13% (1256]) &b Z<RBO LI,
IR, THEREE] 9.08% (7561) . HHRIEE] 3.63% (30fl) DIETH -7,
F7o. BWEAOMEY T, i ALT #N10.77% (89F) . AST #4/19.56% (79
) . y-GTP ¥4/N4.36% (36fF) . H:4.24% (351F) . BAEGIE2.66% (221F) .
FEMES Fuv & Hb B 0452.54% (2114) . RBC i) 2.42% (2014) K OF Ht

12.06% (171F) ThH-o7=,



V.

ARICET 5IEHE

B 7T A~ c = RERA NIRRT ERITRERZMEI LAY L—4
$#E,
AR
L ENERRAT R GHE B 2> D 4545 & bR\ N 78141 & ATkt G & L 7=,
185 AR CTOA Ny FIEFRAERIT64.9% TH 7o, ARHEETORER (LT, [H
W IAHRBR) TIX, 185 ARS DA X2 FIERAERITF0.0%TH Y . AFEICE
J B AR MIERARIIENGIIFERBRIC XS WERETH - 72,
3. TR AR R
H A A K OV A AERERR A B 1% 5t G SR EhRE & Lt L 7=,
x5 AARANKO A ANEERS 7 (AARANLI66], B AL17H)
Jiik s ARFINELEEA 1 H 2[018 H M AE &G L= RO KRB A & EEEMEAGHY RPR112512
DR ENHE & LT L7,
FEF  BARNLI6HI, A A16461 4 B RE DT x5 & Lz,
MRV L —v b T 7REIZAARAKOSMEAN & HICEG%2 8 DIBIXITIE P
ZHERS LTz, & 58H BoMmMER U — VR, BARAKRUSMEA E 12305
2D 2R Tl m Mg IR BT L7, & EG8H BHoMmMEh U vy — LV RET, A
AN EFMNENTIRIERERICHER LT,

RXV—1. YIUY—)Lb0mg RELZLOAKRSICE THEMPHENT A —4

Cmax (ng/mL) | tmax (hr) tiez (hr) | AUCo-12(hr-ng/mL) | CL/F (I/hr)

HAN 179.2%£71.5 1.0£0.6 | 51.56+20.2 733.1£273.0 75.5122.7

SAEIN | 207.9+78.3 0.9£04 |42.7£19.7 833.81+381.8 71.3£29.9

mean=+S. D.

eVt BARANLI6H, B ANLTHI 2 TR E Lz, AEFEZRRBEMRIT, BARA
75.0% (12/1661, 297F) . HA35.3% (6/17%], 141F) T, HAANTHEMN» -T2
(p=0.037),

2) RBEFHELELTERFEOHNBERIEERL -HBROBME

[A&FR 4]

1. FEEHE AL, TREFAEICBWT, EAEEE L CEEENERZHE L, AR
FHORELFELIT) 2L, o, BOKRTHIMENRE SN TS Class I O HEFH 2%t
BE LU TRBREZITV., AR OZ2MEICET 202 B/ L, mEEEREZ®
myB L, L, BEICE U CHREEFRERR 2 £+ 5 2 &,

FEHEN A
a7 AU K 26 AUE TR A & OWCK T IS RIE STV DY B A — B 5 R
HHGERBR O PR E L ARk R B E 2R & LRI 2 506 L7z, 2D OFREOHEFHE
FAZTOWTIE, 19994F9 A #RHH OB 1[E1 22 2k E M 0> b 2 M E IS E O SR H IR
IS S 21T 9 & HIOKBHFED AE LOLEM A2 RG Lz, 728, MaEfEoms



V.

ARICET 5IEHE

DR, ARFHD RIE LEFELIT O LERH D LW 5 FHITRO b Rinol,

[FRER O ]

(65) —1) FEHRGHETAE - FEplFHE - TIRREEARRAERO T1. EHMEHRA) o 2. %F
EME I RGEA A ) 22 M,

- AT I S A7 B AR R IR R IC B W T, AEOFIMENHER TS ol 2 & K

OWZEMIT18 1 A DHIRI CHRINTE DO THD Z L HEE I CEHRICHETLZ L.
Fo. AEEREGT 56 B3AREOGIMNEL NZEMEITHND 2 b DFEHIZOWNT,
BER LIEBEB ST REEOREND2DEEIIREHEE IS TadA L, AEREICH
o TORIEBEZIGETL 2L, SHIT, KEOMAITHZ - TiE, BERRPEY TH
528 KOFEENBFESNTVWD ZLEZHRTLZ L,

S Ik

WA SCEO TERRAGRE ) (CENFE IR OG22 50l d 2 & & b2, AAOKREIZHT-
ST, EMIC K 2 BBERREAME L7z, £lo, AAZERT BRI, @72 RHE =R
Z L7z ETHANCEE b L UIREEE SRR O A2 V2 2R 5 FEHICOW T4y
A Z AT ST 2 REZ G L 2T R 6 R0W T & x THREGTEBE R
FOCHRE L, ARURICE ) Uiz, ORETL MIASES L0 ERBEBIICAA 23 dn S D
BRid, MASRAETS DIB g BuEiE 5 2 FAX (IS TEEIDEEWZZS 2 & & L, B2,
ERRIERE 5 FAX Shvic MG PE gl (S TREBISOA L EHE EROEY)
PEZRERR Lotk WIASER IS TRERRSE THMEE ] (ICTHMmZ T 2 FIHE L (B
FEIASHISIIARE)

. MEFMT BT DIBBRIG HCHES N S OATBIZ 1S D AL F RWE S Oz 2 B9 2 i &

RMMICEEBIGI IR T D 2 &,

KN

il R AR A O IR SE 51 23500151 & #8 % 7= B 5 RIZ2 M E S CPR14E3 A #EH) XV
LMK OHNECBE T 2R a s L, 122 et e f@md CER20F3 A2 %
T, FF8ENZL- Y MZliFHm e it L7,

Fro, BEL LEMGEE ~OREBERGICEL T, 5% bk T 20 ERH D EE X,
R EOFEELSREITHZ L LT,

4. HARANEBANL OHEOARID KW EE 2 L9~ 5 72O O T IRZ KRR 21TV FE R 2

EIH L,

KN

HARANK OV A NEFR AT 725502, AFIEI1EEZ 1 H 28 H MK EK 5 L 7=FF D RZAE
eIk & EEGEMEEY RPR112512 O ENE 2 T3 5 72 0 O R Bk % FE 5 Ikt
SEER L U CHEM LT,

[FRER DA 2L ]

(5) —1) (AR - Fernlfid - kR EEARRER D [ 3. MR 22,



VI. EMEBICEHI HIEE

1. ZEZFHNICEESH S LEVMXITILEHE
L

2. REEA
(1) YEFAEAL - FERRRF
AENONE I ERITITER SN TR\ KFE in vitro, in vivo ODRERIZEBNT, 7
IS PRI | AE@Y R L OB RILE . BAKFNE NatTF v xov
DOREFEEOIEMZALTEBY, ZROXAEME L WITES L THRRMRAEEN 2 R80T 5
LOLEZ LD,

(2) EEZRMTITHRERAE
(1) ALS JfB I B L 7= 35k
DiFgE=a—nm % ALS BEOMERIKE A % 2 X— N2 LAPRHIRIEDN TR O i,
C ORHEER TN ER) = = — v AN ST 2 AR BN 7235 £ D ATREMEA R
BIXNTWD, 7y hRIMEE=2—a %, ALS BHOMERIKIZ Y V) —VIFE T
C24NFHNERE L7 in vitro WBRIZB W T, VLY — VIR GREL e i asE 4 H
SN L7,
m%%ﬁzmswﬁl BT D12E LT, A—X—FF v RURALZ—F (SOD1) D%
RERNFEEIN TS, VLY —LFZERe b SODIEE FZBEIRBE SE N7
AV =y 7~ AOAETFHIE Z TR LY,

(2) e 0% 00 e P S 1

ALS Cl3ES = 2 —nm Ik LEEMNET X VOSSN RBR I TS, JVX I Uik
T, PR RICB O CHEBMEMRGEDE E L B BEET I VBO—2>Th D08,

B D SN T CIIARR ARG O B 2 25k U, AL 2 i3 2 B Bk &0 O Big
FHELTWDZERMBNTWND, £ T, Hx DM THEE L7 EBRWNIEFE ISR
% UV — L ORI AR R & e Lz

DE®ET v NEES =2 — v v &2 W in vitro RERIZE W T, YUY —LiE /L4
VROV VE L BRI AR EANC X D AR IR AE & B L 721010,

2) 7 v MMER AT A A& W2 in vitro REBRIZEB W T, VLY — ViZBEMNET I ) B
BIKT T=Z F® NMDA (N-RXFIL-D-7 AT X W) LB NAKENE NarF v %
NT T=A RORT R Y DT K DAL SE & ] L7212,



VIL EMEREICET SEE

1.

I iR E D HERE - R
AR LA IR
S ER L

(1

(2)

B I R BE B Ry

B G5 A1RER (fEEE R A B+ RESHI D 50~200mg 22 I I B [A1#% 1 & 5-)

Q) BERAETOMmMPEE
1. fEEERRCA

(1) Himl 53R

A B S RESHIICAKI5S0mg, 100mg, 200mg Z ZEEMRFHA IR &5 Lz & &
B MAEFEE (Cmax) MOV AUCo~w I &5 B AR L= (HPLC 2 X v

€)Y,

(ng/mL)
700+
"
600 \
)
s00-| | Ti [
m \
5% \
?}z 400+ \ —e— . 50mg mean+S.D.
z \ )
1t | <o--M--o 1100 mg meanxS.D.
ﬁ 300 : 200 mg mean=+S.D.
; :
200 -
100+
0_| — T — '. = T = l.-'.:::'T:I-'T--_'-?-T-’--'_-l-j T T T T T
0 4 8 12 1) 20 24 28 32 36
X5 % E5E (hr) (E8FEF : 5ng/mL)
BVI— 1. A&#|50mg, 100mg, 200mg ZZREREEE S L 1-ED
Mg ) LY —ILREHR
AUCo~w
#58 (mg) | Tmax (hr) | Cmax (ng/mL) Ty (hr) (ng.h;hnL)
50mg 0.81+0.26 149.46+63.37 5.64+2.23 613.12+263.52
100mg 1.25+0.60 285.16+66.75 5.760.94 1330.19+409.54
200mg 1.19+0.46 663.08+144.79 5.98+1.17 3011.91+655.77

mean=tS. D.



VI

EVMEREICEHIT HIEAE

(2) G ¥ 53R
1) HANEERERA
fEHERR A B 1A BEOBIC A HKI50mg, 100mg, 200mg/H O3 &% 1H2[E  (Fi 22,
HEH%) A TI0E MR E®RS L (%530 H~120H), ToRi#% (E51HBKED
1I3HH) CIFEGELHEERE Lz, RKAKSERTO Y VY — /Lo i iR E
(Cmin) 6, #58H BUBEHIRIEICE L2 2 &2 bARKIOMEFHE 5 X 251X
Wik EZ BN,

(ng/mL) —O—: 50mg/H
100 —4A— 1 |100mg/H
90 —O— : 200 mg/A
804
70
m -
58 60
ch 50
- _
5 40
30
20—
10—
0 T T T
[ 5 8 13 (B8)

HVI—2. AFIREGEAD ) IILY —)LIEFIRE Cnin) #%

2) B AR NAEFE R K& O A fRERE R
A AN 516440 K OFE R R A 5 1644 IZ A #I50mg %1 H 2[RI8 H [ K18
Oy (8A BIX1H1EEY) Uiz, miEh U vy —n b J 7L H AR AN KO E
ANEBIEE#H2A URRTIFIEFHICHRE Lz, B58H BOMmER U v — LRI,
HARNKLOSE AN & $123053 0> 6 2] CThem MAEHIREICE L, #58H H Ok
U LY — VIR, BHAN EAME AN TIRIERBRICHERS LT,

RVWI—1. Y)ILY—)L50mg RELOAXREIZE T52EYHEE/NT A —4

Cmax (ng/mL) | tmax (hr) tuez (hr) | AUCo-12 (hr-ng/mL) | CL,F (L/hr)

HAN 179.2+71.5 1.0+£0.6 | 51.56*£20.2 733.1£273.0 75.5£22.7

SREIN | 207.9+78.3 0.9£04 |42.7£19.7 833.81+381.8 71.3£29.9

mean=*tS. D.



}

VI. EYENEICBEAT HIEH
(ng/mL)
300
o+ HA A (MEAN=+S.D.)
o SHE A (MEAN£S.D.)
PO Rt et e 10
16 24 36 48 72 96 (H:fH)
e 5w
KVI— 3. A¥Kl50mg #REFLOKXRESL-EFEomEHR) LY —ILEEHTE
PN E R
Q) BFEOFE
R & 2 sy
AME R R B 166 A 100mg & ZE G RER K ONE MR 48 Btk 557 LA IZ H Bl
AO#&E Lo P EERE (HPLC ([CX W HIE) Z2Mat Lz 2 A, AANTEE&
IZ& Y AUC 2MEF L7=,
BRI EDORNE - I8 2 fH/ N4 —10g/ Y —&— 100g//3 > 60g/F— R 55g
FETE B L VTR
(ng/mL) Cmax AUCo~x
g350_ o Emma Tmax (hr) (ng/mL) (ng-hr/mL) Tue (hr)
—o— wmpgrs | PENE 2.0 216+136 | 1047+482 | 6.62+1.53
300 J2 0.75 387+190 | 1269+631 | 7.14+1.67
mean=*S. D.
250
il
1%
% 200
1t
i 150
B
3
100
50
0 T T T T
0 5 10 15 20
BERE (hr)
RVI— 4. AFN0Omg #XEIFS L UVESEHRBERZERIRS L BEonRhREILAREEHS




<= L -
VI. EYEEICBEAT HIEH

2. BEIZBI DM

WA X % Y

SAEIN ALS FBAE 100612 Y VT > 7 58100mg/ B & 5- U, FERLJERE & MR 2 53 1 if

BEHBEZRGI LI 2 A, BEFICT AUC O TF2ED bz, BIEL CYP1A2%

FBETHERMBNTWND,

(ng/mL) ——— FWEE (k)
3007 e mmEE k) AUC (ng-hr/mL) 7 ) 7 % (Lihr)
B W 5 P

g 7T HRIER (B0 W 710 1050 70.1 47.8
3 WEE (Bit) SR T 970 1430 51.4 35.1
%‘: 200
"
A
5

100

0 T T ]

0 4 8 12
B (hr)
HVI—5. A#F[100mg/B OmMBAREILEFREEETR
4) DPEERETHRTET SOPRE

MR L

2. RYEEREINS A—F

(M

(4)

(5)

IR LN 538 & 7 3%
Ka=5hr! (MDA ALS H#E10041) 19

NAATRASEY T4
63.1% (MES OREFERR A B 716 O HEE 5. &0 AUC/E 7 AUC) Y

HREEEH
AT L

SYFTIUR
5.9mL * min! (S OEEEERRL A B F 1641 0> B [E] £ 5.) V

NIMERE
893.5L (MEs DL A B+ 16410 H[a# 5.) V

MmPEBHFEE
v MIJEIZ in vitro THRMLT-1UC-VU LY — L OB AREESR CEERBEITE) 135997% Tl - 7219,



VI. EYE3REICEHT SEE

3. IR
MR L
<BE>
SD 7 v Ml (n=5) (ZMC-Y LY —/2mglkg % Hi[RFE G L48KEH F TO MMk &, R+
Peitt &, PP ER L ORNERF R A IE LRICEEZRFI Lz s 2 A, E&EDIZ% Th o7z,

4. o
(1) Mk — RxBEFT @B 1%
U ER R L
<BE>
SD 7 v hlEKE (% n=4) ICMC-V /LY —/12mglkg ZHEREOHG L, M~OBITMH %2 M
ALl A, BET2R % E CICE G ED5.4% (). 6% (M) BME~BIT L7,

(2) BBR~DOBITHE
FR13K% M18H H D SD T v MIMC-V L' — /L 2Tmglkg Z HEHFE L, BIE~OBITHE
ERELIZE A, IBIIZBWTHEEN B H S UARA| O @R E S RIe S vz, 4
iz)lesa H OB IR TIEREMW M E D A RE IR E 2B 2 5 m O B 28, P, B O

MR8 B A, il M OVOiE C I REED A S PO RER E & AR T - 72,

RVI—2. lRE~DBITIE

T - 45 13 H A IR 18 H A
0.5 BFRE] S EFR 24 BFR | 0.5 BE[ S HFR] 24 KER
igﬂf A 2.08 4.15 4.01 1.85 2.04 2.92
BIR | &hRIR 2.43 3.99 3.31 4.39 4.06 5.69
(n=6) JiE] ND ND ND 4.80 5.01 8.87
Dol ND ND ND 5.14 4.53 5.50
fiti ND ND ND 4.32 4.14 5.29
JHhik ND ND ND 7.71 5.22 6.74
5 ik ND ND ND 5.13 4.35 6.29

D : BHRALLT BT @ pg eq./mL & 5N idpg eq./g

Q) Eit~DFBITHE
U ER e L
<BE>
S%EL10H 5 WIF1IIE HORAHOZ v b (% n=1) [ZMC-Y /)L —/L15mglkg % H[A|
&ﬁb\ﬂﬁ¢“@%ﬁ¢zowfﬁﬁbkk*é AR O BTN RIE ST,
L OB REIR B IR I i R 0 i <L AR b T B -0 5 R 2 121X 1.7, 6RER %
ﬁﬁw1k@oto%®&ﬁwbﬁﬁmﬁ%& 1X1.8TH - 7213,



Y EIREICREH T 5IEH

(4)

®)

BB~ OB
R L

Z Dt DB~ DFEITIE

U ERR L

<BE>

SD 7 v MEEIZMC-V v — v 2mglkg Z1H1EISHARME H A& O£ 5 L, KEK 5% Ol
PR ICOWTHE L, 138 A DN - MRk oM HEIZTH B LRI & 272
FRIFRO N ol MIREDOHKEENTED bLloDld, ~N—2—g, BB, T,
B, B, NGEER ORI Th o7z, KRG HOBSERIZ, 12E A LDl - kT
THGHIFFFEICRKEZ R L, ZOBEEICHED Lz,

RVI—3. HEHESy M- IILY—)L2mg/kg REFREORSRIZEITS

figds - PR RRREE

HERR - fdas 0.5 IFfE 3 B 24 WA 48 A 168 MR
k73 0.823+£0.079 | 1.159%0.163 | 0.322+0.005 | 0.251*£0.006 | 0.118£0.007
A 0.545+0.036 | 0.710£0.094 | 0.208+0.004 | 0.128+£0.017 | 0.016%+0.002
KK 1.587+0.293 | 2.173+0.392 | 0.276+0.018 | 0.173%+0.034 | 0.057£0.003
G 2.221+0.449 | 38.120+0.533 | 0.416%+0.032 | 0.249+0.053 | 0.081*+0.001

Ji R RN 1.173+0.164 | 1.603+0.313 | 0.340+0.029 | 0.228+0.034 | N.T
R ER 0.549+0.063 | 0.813%=0.154 | 0.205*+0.013 | 0.130=0.018 | 0.03620.005
N — iR 3.897+0.215 | 4.559+0.621 | 1.753+0.053 | 0.886*=0.137 | 0.199+0.041
A TR 1.326+0.277 | 1.718+0.334 | 0.298+0.021 | 0.211£0.0834 | 0.059£0.003
IR ] 1.120+0.131 | 1.483+0.183 | 0.327=0.072 | 0.209+0.043 | 0.089+0.005
R R 1.930+0.563 | 1.313%+0.261 | 1.351=0.822 | 0.396%+0.039 | 0.403+0.166
it fi 0.810+0.175 | 1.0220.192 | 0.228+0.023 | 0.165=0.038 | 0.07720.002
JEEE Rk 1.347+0.321 2.136+0.470 | 0.417+0.098 | 0.386+0.015 | 0.126+0.023
e fisk 0.962+0.099 | 1.253+0.157 | 0.339+0.037 | 0.268+0.039 | 0.163+0.010
Lofik 1.3194+0.207 | 1.786+0.293 | 0.304*0.015 | 0.217%+0.040 | 0.063£0.006
fidi 1.355+0.192 | 1.758+0.227 | 0.508+0.044 | 0.412+0.098 | 0.159+0.005
I 3.053+0.518 | 3.744+0.508 | 0.775+0.233 | 0.789+0.199 | 0.416+0.040
5 ik 3.048+0.294 | 4.055=0.533 | 0.989+0.031 | 0.670=0.051 | 0.215%+0.006
JFfik 3.130+0.212 | 4.387+0.722 1.225+0.072 | 0.816+0.108 | 0.380+0.145
B 11.8314+1.314 | 3.885+0.414 | 0.631£0.241 | 0.382%+0.074 | 0.074£0.002
/INRE 3.423+0.277 | 4.611+1.391 | 0.897+0.161 | 0.369£0.008 | 0.089+0.005
KGEE 1.144+0.094 | 1.839+0.532 | 0.485*0.090 | 0.295+0.012 | 0.063£0.007
[ ot 1.818+1.079 | 4.910+3.660 | 0.662=0.028 | 0.289+0.025 | 0.082%+0.010
e ENEs 1.984+0.628 | 2.636+0.512 | 0.432+0.054 | 0.339%+0.087 | 0.179+0.012
=RV} 1.103%=0.080 | 2.596%+0.582 | 0.201=0.027 | 0.198%+0.063 | 0.088*0.016
D 0.825+0.222 | 1.041+0.156 | 0.395+0.047 | 0.281+0.092 | 0.101+0.016
IR 1.234+0.383 | 1.538+0.329 | 0.371*£0.008 | 0.255+0.060 | 0.129+0.008
B 0.830+0.124 | 1.045+£0.273 | 0.234%+0.016 | 0.157%£0.046 | 0.059%0.002
500 0.756+0.203 | 1.247+0.215 | 0.551%+0.057 | 0.386=0.136 | 0.122+0.013
DL N 0.884+0.034 | 1.428+0.115 | 0.368%+0.045 | 0.2190.014 | 0.069%+0.013
IR 1.976Y 3.931+0.738 | 0.361+0.063 | 0.198+0.031 | 0.056+0.005
dE] 1.261+0.096 | 1.963+0.116 | 1.055+0.144 | 0.957+0.041 | 0.325+0.033

mean=*S. D. (n=3)
1) n=20#

Bf7 : ug eq./mL & %5\ idug eq./g N.T.: #EEd




VIL EMEREICET SEE

5. KB
(1) XA R MK SR R
VA —VOREITFEELTF F 7 r b P-4502 0T 5L DRENLRD EBZX BN,
WA ORERERR A B F-64I214C-Y vy — )L 150mg Z HEfkO#& 5 L, miEh, RPNREYw %
HPLC (2 XV WIE L, 5 1RM% TR ED57% ., 6% T44% B REIKTH
. VY —dH 50T RPR 1125120 7 /v 7 v VBRI AIEN EEARH TH - 7219,

F 0 S F 0] S
oo Jnrar
minan ¢ F>1F/ \@ >_NH* F%H >_NHZ > miman
N OH N
OH
(2%) (5%)

RP 65077 \ /

F
F
2O
F NH;
>

Y=

RP 65110

(10%) (2%) (4%)

/ l (40%) \
Jnrnor s OH s I =%
Biaa >r° ° 2| or’ > > s
F NH F NH+OH F NH,
F /> ‘< F Vi F V4
N NH, N N

RPR 112512 RP 65331
in vivo THRFEER

|

TN aVERER () ROBTENBME TORPICE TS5BS ETT

RP 69597

HVI—6. JIY—IDE MEERBRE

(2) KEFIZEE5 T 5B % (CYPAS0%E) D FiE
<HBE>

~ A (n=12) KXTU7 v b (n=8) HEKEIZ Y LY — /L2103 1EL30mg/kg % 1H 1[EI3H ]
RAKE L, IHEMABMEBERRICHT 2EELHmET Lz, AH (7 =Y KB IENE) |
APD (72 BV Y N-AFALIEMSE), P-4500 95 6, mHEICBWT AH OKTF,
ru Y —LEARD EAPEO LN, 4 X (30mg/kg/H X3H) 2B\ Tk AH, APD,
P-450, UDGT (VU YUV PHRARI NI a=L sT A7 =T —FBiE) OLnt e
I3RS Loz,

A4 —ARM@EIZE b CYP1ALl, 1A2K UBA4Z Bl E-RIZHB VT, CYP1IA2TIE RPR
1125120 A 23 &4, CYP1A1TiX RPR 112512, RP 65110, RPR 1097927237 % 5 41

7= (in vitro)'®

/)

Q) PEBEENROEERUVZDEIE
t b OR P RIT90.9%., FEFHEMRIT4.7%, XA AT XA TEY T £1363.1%E VDT

— 26, PIENEENRITH D EEXOND,



VI. EYBREICEYT HEE
() RBEMOFELOERRULLE

KRVI— 4. BMEERABFICHSFTHMEFREPOEE (%) (h=6)""

SR | 0.5MFM] | 0.750¢f | 1MFR | 1.5MFM] | 2WFM] | 2.5M¢f] | 3Fef] | 4FFR] | 6RF(H
Yy —n 72 58 57 25 36 36 30 27 44
RP 65077 ND ND ND ND ND ND 8 ND ND
RP 65331 9 9 9 13 5 ND 6 7 8
RP 65110 ND ND ND 14 ND 6 4 6 ND

ND : BRHIBRALLF
<BE>
in vitro DX7 F U P UER [PH] - K32 VilEEELEER TIX3 oG (RP 65077,
RP 65110, RPR 112512) 2MEMEZ <L, D9 52> (RP 65110, RPR 112512) X in
vivo D7)V L UEEFHREBIMEIER (SD 7 v k) 1I2BWTH UL — b b [E%% o 3K
EEE R LT,

(5) EHERBMDEERM/ T 4 — 4
AT L

6. et
(1) HEft &R
E LR Ak

(2) Heiitse
PREPHEIEER © 90.9% (MEsMEEE R A B F-66] D 5168 £ ToF — &) 19

(3) HEMEE

R L

7. BINFICKDBRERE
(1) BEREEH
MR L

(2) mEEH
MR L

(3) EELRER
MR L



I. £ (FRALOEESF) ICEI HIEE

1. BERNBRLEZTDER
ESH TV AN

Re

2. ERRNRELETDHEE

222 (ROBHIZIEIHBELAEWI L)

2.1 EERITHREREEDH LEE (8.2, 9.3.1, 11.1.4 ]
2.2 ARENUTARFN Oz xt LiBUE OBEFERE O & % B
2.3 fEIm SUTHEIR LTV D ATREMED B 2 8 [9.5 B

(fian)
2.1 AFNFEE LTI TRE# S, IEREZ B LS D PEELAH Y | EEEWET 5 M
W% EHZTHR LT,

AT ALS BETITH Zx5 & L2 RBRY Tix, ALT (GPT) 1225\ TRIS% I IEH il
RO3RELLE, $I2%ICIEFHME EROSEU Lo LR AA LR, EAN2ICBWTEH, AST
(GOT) EH23245% (F7®HR17.5%). ALT (GPT) LEH2329.6% (77 &4R20.6%)
W BTz,

2.2 FRIRERBR TR W CRBFRBUER O EF N H D Z & LV Fid L7,

2.3 BUEE CORKRBRICEBW T, IERICEE SRR 2 < BRENHENL L TnRn s
ENBECHEL LT,

3. ek - MRICEET SEALOIE LT DER
V. WHRICET A 2885 L,

4. Ri% - AEICEET SEALDIE L TDER

BRIE STV

5. BEELGEARWIE L TDERA
8. EELEARNMIE
8.1 RAZ #5758 XARKNOFINE R LMD LT OFEHIZOWT, HBE LE

FIZADBREORIND L VESIIREFICHA L, KRG IChHT->TORELXBS Z

&

- [EWNFEINE CEERARRICE T 5L eMIT18y Ao TR S, [17.1.1 BR]

- ERNESMH _ESHRARICBWNT, 94~ s U FRA L N THD [—EDNEHE
B Xt T3] £ TOHMICONWT, 77 BRICRT 2 ARKF OB NEIIMREES Lo
T=o 7o, BIEHM18H A O FHAGERAICB T 2 4EFERIT, ERNE3H _HEEHmRER L
FfEETH-o7-, [17.1.1, 17.2.15H]




. &2t (ERELEDIEEF) ICEHI HIEE

8.2 RANIMEROBEAED 2 NEBETHIE N7 v A7 I —€% (AST, ALT. y-GTP,
EUAEVE) B EASELZENHLDOT, RAOREICEEL T, #ISEE OFIREH
YNzATH 2 b, ek, AREGRIR OB S HIE ALT 25880 b7 027 2 —E &2 EHMIC
MEFTHZENLEELL, £72, ALT O EARALNTZHAEICE, LV HEENZ ALT % HIE
L. 2B oiX, 5P IEaRitds2 L,

WA T ALS HBERIB00H 2 xf5 & L7caBi L v . ALT IZ DWW TIERI8%IZIEHE LIRD3
FLL b K2%ICIEFE EROSELL Eo EAE R A G-, [2.1, 9.3.1, 9.3.2, 11.14 &
]

8.3 RMERI DA N BIND Z LMD DT, ARANFG-FI K OB G- IT AR MERE A JE T 5
ZEMEE LYY,

8.4 WAE L CHLRROWMIIMFACTE T, ELENEHOHE X ORENHRTIB8ZLnH 5
DT, EDONTHEEZTH L,

8.5 AFNDEHEHFIZ, DFW RGN EZ L2 083550 T, AFIREGEHOBEITITAEHE
DFEERZLE IR % F D B O BB I FE S VWL S ICEETH 2 &,

(fi#a)

8.1 « K Z2HET HHADBRE UINGEE ~DORFEIHICE L Tix, ARRSIEHIERSE b ik

HWENS DT DB LT,
C FEBSC ST o T, ENFEIEREBRE R 20 < ARt I I8 L 7oA
DAL RERORME S EE - O TR RAERL 2B LT,

8.3 ARIOEHFERBRICBNT, RPN T T B RBICH_RTHEICEMEEICHEEL TY
52 ENLEMNZRRMERONEZFEMT 5 ENBELNEEXFH LT,

8.4 WEshCEE S - I ERERBICB VT, AN 5172 100mg/ H # & 200mg/ H #
TITHERICHE I PR OBERIIRBDO DN -T2 2 8, RORWEROHEE R OREN EFT 25
BNnd 5 Enbit# Lz,

8.5 A K S O FEMAHFER TH 11 439.6%., EIRN2.3%ICRED LN b, o
A R SRAN U U CRifik L 7=,

6. HRENERZHEIHERBICEHTLHIE

(1) EHHE - BEEFEOHLEE

9.1 BHHE - MEEZEOHHEE

9.1.1 #BEZHL., BREENRDODNLIEE
HHERBO RS b Z RN D, [11.1.2 2]

(fifEsn)

9. 1.1 EIYEN GO L BHEIZIBN T, KA G TOLFHEREAIZ X0 EYIED AL 5 A
BEMEDN B D720, Fi#k L7,
WAL Tl K94,00001 o 3B B 22 47 R ERIED (B00/mmBAT) 23 HiL7e & D|E N H
%, [11.1.2 ]




)

(4)

(6)

M

TWAHHBREZNRE UBRRRBRILHER L Tuhgu,

(g a)
9.2 BHpEREERETE 2R E LEBIKRBRIIITOL T\, BN SN TV RWND
EMBEE LT,

FHeeEfEEEE
9.3 FrigRefEERE
9.3.1 EELIFHEREEDOHLIEE
&ﬁiij:k [2.1, 8.2, 11.1.4 &[]
9.3.2 HEEREDHMEIEDHIBEBXIIHKEREETOHSEE (EELHEERETDH D
%%§@<)
R EZ B I BZENDRH S, AFIZELE LOUFCREcnD, [8.2, 11.1.4 ]

(i)
2. o 0EEMH

HIEREE BT HE
RIEI LTV

bE4m

9.5 447
I SR U CW A RTEEME DO & B L EICIT R G L2 &, T v MENRET R IR 9]
B H5RBRICB VT, mﬁi&ﬁﬁ(wmw@a) ZHRROFALEIENS, £2, T v PEO
U X OB GRSV T, IR IICEREE D443 K O\ S A F B FE R AT
wOLNTEDORENH D, [2.3 ZH]

RELIF

9.6 BELIF
BHL LW ENZEE LY, BIWER (7> ) TIHFICBITT L Z EngsEshTwn
ZDO

INR

9.7 /MNR
/J‘ ici’)d‘%k L7z uu}_bui%ﬁ i;%ﬁﬂj Lfl/\fcﬁl/\

m

=Y e

9.8 BH#nE
BEHORBICIET 25 2 &, RICAEPIKE (IHERES) BETLTVWD Z ERE0,




. = (FRALDEE

7. HEEH
(1) AR

e

AxX &

%) ICEH9 5IEH

EZDER
LTV

(2) HRFELZEDEH

10.2 BtAEFE (BHHEICSEET S &)
A4 GEARIEAR - FEE 1A
CYP1A2 FHEEHAI THE &S
TET7 4V, BT A

e - falRIk
EMFIZ7ay—2a%HN-
In vitro BERIZBWTTF M7

L. EITT I, TR
NUZFFU o AI7T3
. vrsuagdJ=Frr, ==

o —2. P-450 O45FFETH 5
CYP1A2 13V v — L DL,
MR A S FERFERETH

-
—

—X /nrREHOT ) F HIENREINTEY,

WA LY/ o OEAFNT, AAIOHEZ
PEAE S5 ATREEN D D,
(Fi#a)

in vitro DRERFKE R HES T L 7=,

Bl{ER

1. 8ER
ROBWERRH DML Z ERHDDOT, BELT3ITITV. REPRD ONTHEITITR
Gtk 572 Sy LEz TH 2 L,

(1) EXGEMER & MHERK

N1 7F2745%2— (BHERH)

M8 VA, PR IR Wi, FETFEORE LR b GA TG 2F 1k L, @l
BEEITH &,

11.1.2 fFehBRiE D

BERAFERED (0.1%KT) OWMENRDH 20T, BEANRD LRIZEAIC
A AWE L, HFERBD SR b Haiciifk 52 R ibd o2 b,
11.1.3 FEE MM % (0.1%)

FEEN, IZHK, PR E O RFREER D3 B & b e 5 AT,
Fehn L Ol e AE AT H 2 &
11.1.4 FF#EERES (0.2%) . FE (0.1%)

ESERZY =Nk
[9.1.1 ]

RS X R DA %

AST, ALT. y-GTP, Al'P OF L\ EFHZEZ M4 IFEREREE, BERL bbb Z &0
H5, [2.1., 8.2, 9.3.1, 9.3.2 W]




. 2% (FALEOIESE) ICETSIEH
- 1. ERREIER L MPER

BERAEIEN HIHIRE SR
TFT7 4 7% — |MREEE, I2H BH, WmiT
A r R R FEEN, WHERTR
Fd L i FEEN . ULk, R A
JTREREMEE . BUH | RS BR&, BRAIR, ELARNEALRD

(2) ZoihDFEIEA

11.2 ZothoEIER

5%Lh E*D 1~5% Al 0.1~1%AK i 0.1% Al BB
JiT ik AST E&H . |y-GTP EH., Al-P |
ALT b5 . e yirer BH
EEless B - WM RACR | RS, BERTY. T
R, (ERL, T, I8 | S 9 — B LA
FEHPRE R BHEN O« &0 LUK, | R
BHR, RHRIE. 9 2,
P s PRI TE 2w . AR
SRITHE
1 RMLEREA . ~F 7|
e, N~ b2 Y
> MEED
5 ik BUN L&, REAL
=
B g b ¥
TE B A BANR
B - B R st IR FSIIPN
T Ofth 1 )k IR, BEURR. BN, RUR. BHE |{FEED
TR

TED) FEBUBE 1 JKGRRF & CORARGAER, HAGERE, KOREZabE TRELIZLDTH D,
T2 RPN HODND L DREDNDHD DT, FROWMLWERR S b oM HE I ITEMEEO BRI EET
LT L,




I. &£ (FRALOEESF) ICEI HIER

BIERRBFHE—ERF

RW—2. EERADOEENREREE—F

TKARIRFZ fifi F AR AR AT st
iSEs DRI D RE H
A e R 48 662 710
AR5k 98 1,997 2,095
BIVEHZE O R BUEFIEK 67 567 634
BIVEHZE O3B 215 1,255 1,470
BILVE T 55 o0 FE BUE ] 2R 68.37% 28.39% 30.26%
Bl AZENIELE BlE AZEDIEEBIFRIRAER (HE) E (%)
JRRYER LOFAERE 10 (0.50) | 10 (0.48) |
kR - 1 (0.05) 1 (0.05)
kYL - 1 (0.05) 1 (0.05)
* gk - 6 (0.30) 6 (0.29)
ko fEERYL - 1 (0.05) 1 (0.05)
* OB - 1 (0.05) 1 (0.05)
B, B X ORI O F A 1 (0.05) 1 (0.05)
_ERB IO —TEEt) ]
*  ZRIEEBEE - 1 (0.05) 1 (0.05)
MRS LY oSl 2 (0.10) | 15_(0.72) |
k QFRRERIDIE 1 (1.02) - 1 (0.05)
k  IFERERIEIE - 1 (0.05) 1 (0.05)
% [ EREEINE 3 (3.06) - 3 (0.14)
9 ifn BR I8 IE 4 (4.08) - 4 (0.19
kU USRI E 3 (3.06) - 3 (0.14)
k  BABRHINGE 1 (1.02) - 1 (0.05)
IR E - 1 (0.05) 1 (0.05)
kR ERBEIE 1 (1.02) - 1 (0.05)
Ny A 105 | 1 (.05 |
k  BURIPERVE AR A5 W - 1 (0.05) 1 (0.05)
R SRS S 1 R R 81 (4.06) | 84 (4.01) |
kR 1 (1.02) - 1 (0.05)
ko E IR - 1 (0.05) 1 (0.05)
% B Y U AIME - 1 (0.05) 1 (0.05)
* & REEIIE - 1 (0.05) 1 (0.05)
* RV v — VIfE - 1 (0.05) 1 (0.05)
% AXH U v AIMAE - 2 (0.10) 2 (0.10)
kAR R U U AME - 4 (0.20) 4 (0.19)
* (KA A mE - 1 (0.05) 1 (0.05)
BRRHER 2 (2.04) 71 (3.56) 73 (3.48)
* &R ME - 1 (0.05) 1 (0.05)
=57 37— IE - 1 (0.05) 1 (0.05)
R N e 15 (0.75) | . 15_(0.72) |
* = - 1 (0.05) 1 (0.05)
Mo oK 5y - 1 (0.05) 1 (0.05)
RSl - 6 (0.30) 6 (0.29)
AHRAE - 6 (0.30) 6 (0.29)
BhBEEDRE - 1 (0.05) 1 (0.05)
MeEREEE ] 64 (3200 | 79 B.77) |
¥ RANEHIRFERIE - 1 (0.05) 1 (0.05)
ki Hf - 1 (0.05) 1 (0.05)
* B ULOET - 1 (0.05) 1 (0.05)
FEMED W 3 (3.06) 36 (1.80) 39 (1.86)
TRATIE D F U - 1 (0.05) 1 (0.05)
MR SR - 4 (0.20) 4 (0.19)
*  AEEREE - 3 (0.15) 3 (0.14)
*  BHERAPR - 1 (0.05) 1 (0.05)
FIEIN R - 1 (0.05) 1 (0.05)
EIEbE 8 (8.16) 5 (0.25) 13 (0.62)
iy BRAE U 1 (1.02) 1 (0.05) 2 (0.10)
*  JEREHR - 6 (0.30) 6 (0.29)
IR el - 1 (0.05) 1 (0.05)
*  HEEE 1 (1.02) - 1 (0.05)




z2H (ERLEOEIESF) ICEHISIEAE

RM—2. BMEAOREHNRREE—ER (ODDF)

ElEAEDIESE BElE AE DRI RIS (50 2 (%)
*  ERIRIKT - 1 (0.05) 1 (0.05)
R B - 1 (0.05) 1 (0.05)
% EIEAEE - 1 (0.05) 1 (0.05)
TR 1 (1.02) 5 (0.25) 6 (0.29)
* IR 1 (1.02) - 1 (0.05)
HBLOREEE 2_(0.10) | 2_(0.10)
k  HE 1 (0.05) 1 (0.05)
AN PEE LR D F - 1 (0.05) 1 (0.05)
L R . 735 | 7 (033
% AREEfR - 1 (0.05) 1 (0.05)
% DEANE - 1 (0.05) 1 (0.05)
X DS - 1 (0.05) 1 (0.05)
*  #iE - 2 (0.10) 2 (0.10)
LR - 2 (0.10) 2 (0.10)
AR 6._(0.30) | 7 (033
% BT - 1 (0.05) 1 (0.05)
k  AetEFRRSR - 1 (0.05) 1 (0.05)
k |FTY 1 (1.02) 4 (0.20) 5 (0.24)
PRy, Ml L OwERREE ] 11 (055 | 14 (0.67)
A - 1 (0.05) 1 (0.05)
kW E - 1 (0.05) 1 (0.05)
kMK - 1 (0.05) 1 (0.05)
ko IR PR 1 (1.02 1 (0.05) 2 (0.10)
R it 1 (1.02 2 (0.10) 3 (0.14)
*  WETMEMZE - 1 (0.05) 1 (0.05)
x T 1 (1.02) - 1 (0.05)
*  PEIR L - 1 (0.05) 1 (0.05)
k  FPRMET OV R— R - 1 (0.05) 1 (0.05)
%  EREORIE - 1 (0.05) 1 (0.05)
% O JEnHgER - 1 (0.05) 1 (0.05)
CEMREE ] 160 (8.01) |162 (7.73)
A - 5 (0.25) 5 (0.24)
JE T I - 5 (0.25) 5 (0.24)
TR - 19 (0.95) 19 (0.91)
LREER - 3 (0.15) 3 (0.14)
{5 - 26 (1.30) 26 (1.24)
T - 20 (1.00) 20 (0.95)
*  HIEARER - 6 (0.30) 6 (0.29)
kTR 1 (1.02) 3 (0.15) 4 (0.19)
*  HIEE - 1 (0.05) 1 (0.05)
*  HEK - 6 (0.30) 6 (0.29)
*  ER - 1 (0.05) 1 (0.05)
kIR - 1 (0.05) 1 (0.05)
*  FRELPEA LR - 1 (0.05) 1 (0.05)
VT 1 (1.02) 75 (3.76) 76 (3.63)
AMEIEESE - 2 (0.10) 2 (0.10)
* Y )E PR - 1 (0.05) 1 (0.05)
*  ARNE - 3 (0.15) 3 (0.14)
M- - 15 (0.75) 15 (0.72)
¥ THLEIEEERE - 1 (0.05) 1 (0.05)
IR AN R - 1 (0.05) 1 (0.05)
H O SR - 12 (0.60) 12 (0.57)
H OFHRE - 1 (0.05) 1 (0.05)
MR 5 (025 | 5 (024
JHSRE LW - 2 (0.10) 2 (0.10)
HH - 1 (0.05) 1 (0.05)
REY 5 o W SE - 1 (0.05) 1 (0.05)
Tk - 2 (0.10) 2 (0.10)
BB L OB AT ] 30 (1.50) | 32 (1.53)
* XA - 1 (0.05) 1 (0.05)
s - 1 (0.05) 1 (0.05)
* R - 1 (0.05) 1 (0.05)
5 - 2 (0.10) 2 (0.10)
*  ALEE - 1 (0.05) 1 (0.05)
*  FEEPERTBE - 1 (0.05) 1 (0.05)




T4 (FRELDOEESF) CEJ HIEHR

RUM—2. BMERADEENIRERE—ER (DD0F)

Bl AZENIELE BEEREDTEFE R FHIRAERS (B30 2 (%)
*  ZITHE - 1 (0.05) 1 (0.05)
) FEE - 7 (0.35) 7 (0.33)
ko B REAE - 1 (0.05) 1 (0.05)
5 2 (2.04) 12 (0.60) 14 (0.67)
E 7537 - 2 (0.10) 2 (0.10)
EHHLBE - 1 (0.05) 1 (0.05)
L Z 9 FRIE - 2 (0.10) 2 (0.10)
mERRB L O e MRS 9 (045) | 13 (0.62) |
*  BAHEVE - 1 (0.05) 1 (0.05)
IR - 1 (0.05) 1 (0.05)
FoRE A 3 (3.06) 1 (0.05) 4 (0.19)
KT - 1 (0.05) 1 (0.05)
* AR 1 (1.02) 2 (0.10) 3 (0.14)
TR - 1 (0.05) 1 (0.05)
ko DU - 1 (0.05) 1 (0.05)
* B RRAEIE - 1 (0.05) 1 (0.05)
EREOREESE 9 (045 | 18 (0.86) |
* TATI VR 6 (6.12) - 6 (0.29)
*  FEfR - 2 (0.10) 2 (0.10)
*  PESR IR B - 1 (0.05) 1 (0.05)
ko OfESR 3 (3.06) - 3 (0.14)
xR - 1 (0.05) 1 (0.05)
* FRRRIRIA: I I - 1 (0.05) 1 (0.05)
*  BER - 1 (0.05) 1 (0.05)
EHR - 2 (0.10) 2 (0.10)
* EHREREE - 1 (0.05) 1 (0.05)
ERRB L OEREE 1 (05 | 1 (.05 |
% BRI IR KSE - 1 (0.05) 1 (0.05)
*  BISEARZE - 1 (0.05) 1 (0.05)
EEERBLORERARE ] 84 (421) | 92 (4.39) |
WETIE 5 (5.10) 52 (2.60) 57 (2.72)
* HE AR 1 (1.02) 1 (0.05) 2 (0.10)
% fadm - 1 (0.05) 1 (0.05)
P A - 5 (0.25) 5 (0.24)
kAP - 1 (0.05) 1 (0.05)
BRI {7 - 1 (0.05) 1 (0.05)
* BRI - 2 (0.10) 2 (0.10)
JRPTIENR - 1 (0.05) 1 (0.05)
iR - 9 (0.45) 9 (0.43)
ERiLeEAl 1 (1.02) 1 (0.05) 2 (0.10)
I - 1 (0.05) 1 (0.05)
* FEEL 1 (1.02) 7 (0.35) 8 (0.38)
*  ZEIRIE - 1 (0.05) 1 (0.05)
x O - 4 (0.20) 4 (0.19)
*  JRERETT - 4 (0.20) 4 (0.19)
R L1270 (13.52) |425 (20.29) |
TI=r T NIRRT =T —BHN 29 (29.59) [138 (6.91) 167 (7.97)
TANRGEUET I ) F T AT =T —EHIN 24 (24.49) | 132 (6.61) 156 (7.45)
7 25 —E8n - 2 (0.10) 2 (0.10)
M e Y L e 88 7 (7.14) 32 (1.60) 39 (1.86)
% HE AT AR 1 (1.02) 1 (0.05) 2 (0.10)
* Y v— b 2 (2.04) 3 (0.15) 5 (0.24)
k(s m— LB 2 (2.04) 1 (0.05) 3 (0.14)
x M=)z F 5 —EHn - 1 (0.05) 1 (0.05)
* Y LT F R AR F— BRI 2 (2.04) 14 (0.70) 16 (0.76)
Mo v F= R 3 (3.06) 5 (0.25) 8 (0.38)
ks LT F =8 1 (1.02) 1 (0.05) 2 (0.10)
kw7 R pERE N 3 (3.06) - 3 (0.14)
koI FPELER LK SREESE AN - 13 (0.65) 13 (0.62)
x I U v AR - 3 (0.15) 3 (0.14)
EN I RNy 2 (2.04) 3 (0.15) 5 (0.24)
|l N RN - % 1 (1.02) 2 (0.10) 3 (0.14)
kMg b U o AHN - 1 (0.05) 1 (0.05)




I. £ (FRALOEESF) ICEI HIEE

R—2. BEAOEENREREE—EX (02F)

Bl AZENELE Bl AEDEEAIF RS (50 2 (%)

1A PR SR AN 6 (6.12) 9 (0.45) 15 (0.72)

* I A RERR D 2 (2.04) - 2 (0.10)
kI FRPREREE N 2 (2.04) - 2 (0.10)
*  C—USMEEASEM 1 (1.02 5 (0.25) 6 (0.29)
% IFERERECE - 1 (0.05) 1 (0.05)
Xy —INEINETURT =T —BRD - 1 (0.05) 1 (0.05)
y =T NEINKTF AT =T —BHI 15 (15.31) 75 (3.76) 90 (4.30)

% R R o E - 5 (0.25) 5 (0.24)
% U a~ESa e - 1 (0.05) 1 (0.05)
~< h7 U MED 11 (11.22) 51 (2.55) 62 (2.96)

ko~ 7 U v M - 1 (0.05) 1 (0.05)
kR - 2 (0.10) 2 (0.10)
~NE S T v U 14 (14.29) 56 (2.80) 70 (3.34)

k  A~NTS 0L - 1 (0.05) 1 (0.05)
x mAYUT I ) NTFH—Y LR - 1 (0.05) 1 (0.05)
[FFSRE A 1 (1.02 - 1 (0.05)

kI EREE - 2 (0.10) 2 (0.10)
*  ERBAUFIEET - 1 (0.05) 1 (0.05)
*  REEH ANE ESH - 1 (0.05) 1 (0.05)
* /MR B - 3 (0.15) 3 (0.14)
*  RREARED 1 (1.02) 4 (0.20) 5 (0.24)
R M BRI D 15 (15.31) 55 (2.75) 70 (3.34)

*  JRIERERHE NN - 1 (0.05) 1 (0.05)
ko A EREOR D - 1 (0.05) 1 (0.05)
i BR sk - 9 (0.45) 9 (0.43)

% [ EREE N - 5 (0.25) 5 (0.24)
kI REREE N 2 (2.04) - 2 (0.10)
kI FERE Sy SR - 1 (0.05) 1 (0.05)
PR AR 1 - 2 (0.10) 2 (0.10)

* Rioer U ok 1 (1.02 1 (0.05) 2 (0.10)
AT H YRR T 7 &2 —B N 7 (7.14) 39 (1.95) 46 (2.20)

¥ My L7 FURRARITF—ERE - 1 (0.05) 1 (0.05)

BE, PEBLORESOE 1 (005 | 1 (0.05)

* KIS - 1 (0.05) 1 (0.05)

o MEMA EOER] O TR TE RVEIEM « BEYE
BIMEMIE TICH EESEEE M MFEE B ATEMR (MedDRA/J) Ver.13.0) (23 HE L7,

RW—3. BMEREBERE—ER FIHRE)

HERIER A O B
A it R R 307
SHATAE B 5L 826
BIVE R 5 0 58 BURE 51 B 232
BIVEA S ORI 569
BIlE 25 0D 38 BUE (51 3R 28.09%
BEREDIELE
BYER SO ARE 30036
* REEIEY 1 (0.12)
kol R 1 (0.12)
* RO 1 (0.12)
MBS LY ospmbEE 6 073
2 1 1 (0.12)
ko FERERIEINIE 1 (0.12)
ko [ EREENE 2 (0.24)
I A BRI i 1 (0.12)

%  IEAFVEIEEREE M 1 (0.12)
KAt Lovegidk T 25_(3.03)
*  EARE R 1 (0.12)
kKT AT IMNE 1 (0.12)

* XS RV U AMAE 1 (0.12)

BARIHE 22 (2.66)




I. &£ (FRALOEESF) ICEI HIER

RWI— 3. BMERAREBRKE—ER BHHRE) (03F)

e RENIELE
R R 4 (048

* B 1 (0.12)
ARERIE 2 (0.24)
FFRAE 1 (0.12)

AR ] 30 (3.63)
FEMED F W 21 (2.54)
MR B 3 (0.36)
IEpE 4 (0.48)

*  RIR 1 (0.12)

fEEAR 5 (0.61)
L R 1 (0.12)
*  REEE 1 (0.12)
R R S 3.(0.36)

% REEPLME 1 (0.12)

*  EhE 2 (0.24)
N R 3._(0.36)
% E e 1 (0.12)

X Tavy 1 (0.12)

* FTY 1 (0.12)
PP, Mot KOS ] 4 (0.48)
* R 1 (0.12)

O N U1/ 1 (0.12)

* R4 1 (0.12)

S i 1 (0.12)
AR ] 75 (9.08)
A 2 (0.24)

R AT 1 (0.12)
W& 4 (0.48)
ERE 3 (0.36)
R 9 (1.09)
T 14 (1.69)

* O PNELER 1 (0.12)

*  JHIERE 2 (0.24)

kTR 1 (0.12)

*  HIEE 1 (0.12)

* B 1 (0.12)

I S 1 (0.12)
CIOVN 35 (4.24)
SERER 1 (0.12)

¥ I PETE YRS 1 (0.12)

* gk 2 (0.24)

M - 7 (0.85)

¥ JHLEEBE T 1 (0.12)
O T SRR 6 (0.73)
OSSR 2 (0.24)

SEERREE 3_(0.36)
[t RE B 2 (0.24)
R 1 (0.12)

Al PSRN i N 12 (1.45)
$B 1 (0.12)
A2 1 (0.12)
2 1 (0.12)
% ) FERE 3 (0.36)
55 7 (0.85)

*  HEMERE 1 (0.12)
ERRB LU EMESE 3 _(0.36)
% B 1 (0.12)

% A 2 (0.24)

FHE 1 (0.12)

* YT~ h—F X 1 (0.12)




. &2t (ERELEDIEEF) ICEHI HIEE

RWI— 3. BMERAREBRKE—ER EHAE) (023F)

BElEAEDESE
BRIOmEES 2 (0.24)
k  HER K EE 1 (0.12)
*  HEJR 1 (0.12)
HEHAR 2 (0.24)
*  BRA 1 (0.12)
EaEEsLoRsRPE | 26 (3.15)
) IE 11 (1.33)
kB AR 1 (0.12)
* T 2 (0.24)
i 2 (0.24)
* HLEER 1 (0.12)
e sNR 5 (0.61)
T NE 1 (0.12)
A 1 (0.12)
FEEN 4 (0.48)
* O 1 (0.12)
WEARRRAE . |125 (15.13)
TI=y T3 RN TURT =T — BN 89 (10.77)
TANRGEUEET I ) TV AT =7 —EE 79 (9.56)
P TAT S D 1 (0.12)
g7 35— 1 (0.12)
me e Y e s 16 (1.94)
% M7 v— 1 (0.12)
s LT F AR AR R —EHIN 2 (0.24)
Iy L7 = N 2 (0.24)
ki A ELER LK SREESE RN 4 (0.48)
SR RN - % 1 (0.12)
ks U A 1 (0.12)
C s Sho N AU 2 3 (0.36)
i R SE N 5 (0.61)
*  HIERE I 1 (0.12)
y—TNEIN TG AT x5 — PN 36 (4.36)
% JRPT R B 3 (0.36)
~< +27 U M 17 (2.06)
~NE S0 e U 21 (2.54)
kU U SEREED 1 (0.12)
* i RCER A 1 (0.12)
*  REARD 4 (0.48)
*  REEBEM 1 (0.12)
R I ER i 20 (2.42)
M 1 BRE ek 3 (0.36)
k[ EREHE N 2 (0.24)
ko /RN 1 (0.12)
k  GFERER Sy RSN 1 (0.12)
kU NERE S REEAN 1 (0.12)
PR AR 11 1 (0.12)
M7 A Y RA7 7 & —PHIN 16 (1.94)

o MEMA EOER] O THTE RVEIEM « BUYE
AIPEMIT TICH [E B4 5t R4 A AGE R (MedDRA/J) Ver.13.0]
WCHESEHH L,



. &2t (ERELEDIEEF) ICEHI HIEE

RWI— 4. EXRFRIEMERREREE (BERARERE)

o e . BIVER OB
R ¥ JE 15 (%) - ()
i AR R A 1,997 %1 | (100.0%) | 567 5] | (28.4%)
5 1,142 f (57.2%) | 321 # | (28.1%)
11| I LS _..854 Ml | (42.8%) | 246 {7l | (28.8%)
A - REL#L 1 4 (0.1%) 0%l | (0.0%)
40 AN 40 il (2.0%) 12 41 | (30.0%)
i 40 7Ll E 50 m AR 157 4 (7.9%) 52 1 | (33.1%)
min= 18 50 5k LL b 60 A 413 Bl (20.7%) | 1163 | (28.1%)
median= 65 60 kLA b 70 moA 687 13 (34.4%) | 207 5] | (30.1%)
max= 89 70 kLA b 80 miR 593 4 (29.7%) | 156 5 | (26.3%)
mean= 64.3 | _ 80mA L | 10241 ] (5.1%) | _ 2301 | (22.5%)_
sd= 10.90 ENVR S 5 Bl (0.3%) 141 | (20.0%)
PN 298 13| (14.9%) 74 B | (24.8%)
NEE - Sk 4ok 702 % | (35.2%) | 236 il | (33.6%)
_______ ABE -k | 970 | (48.6%) | 248 Bl | (25.6%)
AN S 27 1l (1.4%) 9% | (33.3%)
BRI 536 13 (26.8%) | 144 5] | (26.9%)
o o] i) 1,359 4 | (68.1%) | 398 4 | (29.3%)
______ B - DR | 16l | (3.8%) | _ 19l | (25.0%)
AN S 26 1l (1.3%) 6% | (23.1%)
definite 980 | (49.1%) | 266 7 | (27.1%)
probable 478 14l (23.9%) | 13241 | (27.6%)
WFEN 2 £ U possible 311 4 (15.6%) 89 Bl | (28.6%)
________ suspected | 203 | (10.2%) | _ 74 Bl | (36.5%)
B - Rii# 25 Bl (1.3%) 6% | (24.0%)
___________ TR 1324 | (6.6%) | 37H | (28.0%)
___________ 20% | 170%1 | (38.6%) | 199 | (25.8%)
FEEE e 3 774 | (38.8%) | 226 Bl | (29.2%)
MR aE T 217 | (10.9%) | 68 6 | (3L3%)
___________ 51 | B7THI]  (2.9%) | 2461 | (42.1%)
A - REC#R 47 1l (2.4%) 1341 | (27.7%)
I 1,842 {5l (92.2%) | 520 7] | (28.2%)
£ A |_B2pl| (2.6%) | _ 20 | (38.5%)
A - REL#L 103 4 (5.2%) 27 % | (26.2%)
e gps A 1 Al 613 14 (30.7%) | 1431 | (23.3%)
min= 0 14ELL [ 2 AR 597 Hi| (29.9%) | 166 7] | (27.8%)
median= 1 2 2L | 3 HEA 247 15 (12.4%) 70 B | (28.3%)
max= 34 34EL) | 5 AR 252 13l (12.6%) 79 5] | (31.3%)
mean= 2.1 R X 2 S =AN N 2420 | (12.1%) | _ 93 il | (38.4%)_
sd= 3.21 IR S 46 (2.3%) 16 5] | (34.8%)
I 1,024 15| (51.3%) | 27851 | (27.1%)
R - N I 963 il |  (48.2%) | 285 il | (29.6%)_
T 10 4 (0.5%) 4 5] | (40.0%)
fiig 1,848 {3 (92.5%) | 514 5] | (27.8%)
aOHiE AP | i _ 1396 (7.0%) | _ 49 % | (35.3%)
NS 10 %1 (0.5%) 4 5] | (40.0%)
4 1,968 4 (98.5%) | 558 i | (28.4%)
BRI | SN I XN (1.0%) | 561 | (26.3%)
T FREST 3 10 % (0.5%) 4] | (40.0%)
1,224 {3 (61.3%) | 3451 | (28.2%)
BEFEIRE ____________%T_ ___________ _.735 %1 | (36.8%) | 210 fil | (28.6%)
ANV S 38 {3l (1.9%) 12 1] | (31.6%)
) 60%LL k= 829 f5il | (41.5%) | 246 {5 | (29.7%)
YAl :
e 5 _._._._._GQ%j%;{ﬁ._.:_._‘._ _225 | (11.3%) | 70 %1 | (31.1%)
R - RPE - RELHE 943 14 (47.2%) | 25145 | (26.6%)
RI—5. SkE - FEHBERNOBRERARREFZE (FRAREHRE)
ok Uy . BIVEH D8
N Gag! JE B (%) pr— ()
5 FH R R A 1,997 %1 | (100.00%) | 567 i | (28.39%)
N i 1,059 %1 | (53.03%) | 288 #i | (27.20%)
(51, 5 W CARLI1. 1= N 933 fl | (46.72%) | 278 il | (29.80%) |
B - RFLE 5 {3 (0.25%) 141 | (20.00%)




. &2t (ERELEDIEEF) ICEHI HIEE

RI—6. ‘%%i‘:ﬂm'ﬁ’ﬁﬁﬁ%ﬁﬁf’ (##EIJuﬂE)

: e E' fEH] @%éfﬁ
FeplsA A At 826 m (100.0%) 232 [l (28.1%)
% 496 1] (60.0%) | 135 %1 | (27.2%)
el I - S B 330 %1 | (40.0%) | 97 __£2_9_4‘_’/9)_
A - ORELH 0 fil (0.0%) 0 fil
40 7% A 31 (3.8%) 14 B | (45.2%)
-t 40 Ll _E 50 i 95 Bl (11.5%) 29 # | (30.5%)
min= 27 50 kLl | 60 miA i 297 i (27.5%) 53 1l | (23.3%)
median= 61 60 LA | 70 i 347 i (42.0%) | 101 %1 | (29.1%)
max= 75 70 m LA I 80 7% A 126 B | (15.3%) 35 fil | (27.8%)
mean= 59.7 | | 80sebh b | opl | 0.0%) | ofl | - -~
sd= 9.69 NGEE S 0 i (0.0%) 0 fil -
APt 76 (9.2%) 12 1 | (15.8%)
A - Ak sk 265 61 | (32.1%) | 76 B | (28.7%)
AR AE - ok | 4741 | (57.4%) | 14341 | (30.2%) |
AR - SRRk 11 141 (1.3%) 161 9.1%)
BRI 202 B | (24.5%) | 48 fl | (23.8%)
o DU A 606 5 | (73.4%) | 178 Bl | (29.4%)
S I BRAL DU 1760 | — 21%) | 6% | (35.3%)
A KRR 11 (0.1%) 0%l | (0.0%)
definite 462 fi (55.9%) | 122 B | (26.4%)
probable 364 foil | (44.1%) | 110 f | (30.2%)
WEFN 22 5L v possible 0 11 (0.0%) 0 #1
_._._._suspected | opl| 0.0%) | ___ opl | - -
A ORELHR 0 i (0.0%) 0
___________ 1| 7B (9.1%) | 2361 [ (30.7%)
___________ 2 g __ALT B ___EQQ_Q%%_ _ 117 i _%28_-_1%§__
T IO 3E 29361 | C 35.5%) | 86 il | (29.4%)
N S 3001 | (6% | 50| (16.7%)
BB 46 0.5%) | 01 | (0.0%) |
ik ﬂ%na%z 71 (0.8%) 161 | (14.3%)
746 B | (90.3%) | 210 i | (28.2%)
B ___________ﬁ _________________ 296 | (3.5%) | _. 1161 | (37.9%) |
R - KAk 51 51 (6.2%) | 11641 | (21.6%)
s B 1 A 315 fif (38.1%) 87 Bl | (27.6%)
min= 0 1T 2 K 291 Bl | (35.2%) 7161 | (24.4%)
median= 1 2 LI b 3 AR 123 451 (14.9%) 45 5] | (36.6%)
max= 4 SELL [ 5 H K 97 Bl (11.7%) 29 # | (29.9%)
mean= 1.1 > X Y S O Bl ! 0.0%) | opl | -~ 4
sd= 1.13 N RE S 0 fil (0.0%) 0 %1
e 459 Bl | (55.6%) | 127 Bl | (27.7%)
AR N B 364 1 | (44.1%) | 103 #1 | (28.3%) |
AH] 35l (0.4%) 261 | (66.7%)
i [ 781 Al (94.6%) | 215 %1 | (27.5%)
& PHIE N =N 4261 | (5.1%) | 1561 | (35.7%) |
U R 31 (0.4%) 2 % | (66.7%)
b i 816 f¥ (98.8%) | 229 B | (28.1%)
,fag ________ =N T 0.8%) | __ 145 | (14.3%) |
- TED% Recdk 3 Bl (0.4%) 2 B [ (66.7%)
520 f] (63.0%) | 140 % | (26.9%)
BEAEIE ___________?ET ________________ 303 1 | (36.7%) | 91 % | (30.0%) |
AR - SRRk 3 B (0.4%) 1% | (33.3%)

RW—7. SdE - FebmERORERRERESE (FARE)

5 Sy ER () ﬁgg%Q%z
FERIFH A T 826 15 | (100.00%) 232 5] | (28.09%)
1= i 295 i | (35.71%) 84 i | (28.47%)
| Jmlnt | 53161 | (64.29%) | 148 il | (27.87%) |
N 0 #l) (0.00%) 0 #i
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X. FFERARFERRICET SIEHE

— R SEE
—IREEFLAE A & LTRSS R ORREAR RS, BRI ROV, PRI - 1
B, WERR, AR BB T 51 &2 R L7,

KRX—1. YILY—ILO—iEEIBKER
B Ry

AR H P R AR
(n) (mg/kg)
—MIER B OITBNCKIET | T b % F|3, 10, 30 30mg/kg : BRI
id (6) IR AR T
B TR 7 b & 1 |3, 10, 30 10mg/kg : JEBRN DT DD
(8) (BBERE : 20~49% 8

IR 183~16%IEE)
30mg/kg : BB R PEE TP
(BB © 23~98% 8

B 22~85%IER)
IR <7 6.25, 12.5, 25 |12.5 K1 25mg/kg CHREMEH %
(~NF Y LB X — L) (6~11) s (RRAREER 2 25
12.5mg/kg : 13 DiEF

|

Ha

B
O

;[; 25mg/kg : 50 SYIEE
pho | SR EA 7 bk #® 01 |5, 10, 20 ~10mg/kg : TEMZ L
| (R (8) 20mg/kg : $EEFD 7= HREA FHE
B s i R IE J vk RN 0.1, 0.3, 1. 3 |BEAL
?; (Rotarod %) (5)
[T DR ~UA AR 1030 1, 3, 10 [fEMZRL
| (IR T 3%) (6)
G N B A A A 7wk BRI [0.03, 0.3, 3 |3mglkg : DT MICHRIEL
% ® (8 D 3~T% DI
TOMRIRIC RIE TR 7 b % 0 |3, 10, 30 30mg/kg : IR ZHREIZIKT
(6) (—1.9°C)
R RREE
T PRI AV FEIRZEN 0.01~1% i : EC50=0.06%
(F MBS 5) (=24 :015%)
R E A EAEY M K W |01, 0.5, 1% |# : EC50=0.8%
G 5)) (7~10) (U RHA 2 :0.1%)
T+ AR RIE T
7T Y R 7 vk mvitro |1, 3. 10mg/L |HF2ZHH] : EDso=7.8 mg/L
(4) (7 FEEY :0.014mg/L)
Al R Y 7 BIAE 7 vk invitro |1, 3, 10mg/L |3 2z : EDso=4.4 mg/L
(3) (XY >0 1.8mg/L)

il HH G R I 2
b A& I LR 7wk mnvitro |1, 3, 10mg/L |#Z&72 L
(2)
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