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14.

AR LEENDECERICHET H1E4
LR L

Zott
LR L



V.

1.

AEICEY 5IER

MEER TR
TROR RIS BT 2 Il O S RE T
Bk, B - FORBRE, BR, REPERIGERRE, oS - JERE, R AE

RERUVAE
FHRIULRAME LT, WHEANLES5~10mg Z 1 H 3EFEA&KET 5. 22k, Fim, TEIR
(2R EEERET D,

B PR B

(1) BRERT—4%/8v 47— (2009 & 4 AR SE)
YL

(2) ERER%NE
CEHE IG5 T kGRINF T I8 1T 2 A R MR B 11T 1, 363 I TH 1, £ DERIKAK
FEIZLL T oMY ThoTz.

TR 4 geER (TEEUEL L)
EES 378 51 th 260 1] (68.8%)
B -+ IR 275 Bl 173 B (62. 9%)
(ZES 55 T 34 51 (61.8%)
W RCE R R E 220 51+ 145 f51 (65.9%)
fHO 5 -« JHE ¥ E 99 filrh 50 1 (50.5%)
PR HEAAE 336 il 239 B (71.1%)

() FRREIERE  AAMRER
fRER ISRkt L CARA) 10mg, 20mg, 30mg, 40mg %45 3 Bl HLaIB 5 L7k, /BB
AL K O RS IS B 33RO e o T2, £ 7, BERER AT L CAHAI 10mg, 20mg,
30mg 24 3T 1 A 3[E 5 ARG L7-fE5%, 20mg THYE, 30mg THE, ABANEDH
N, Wb O ER LD ThHo7-
) AFNOERENTLAD 1 BT 5~10mg TH 5.

(4) FHRHHRR . AERGHER
Bk, B - IR, MYt SMEE RERERE, AHo 5 - JHIEGE Y
fE % TR e T2 EBE RIS, 1 A5, 10, 20mgE 1 A 3\, 7 ARG LAMEE, =
WG EIZ1E10mgE ZEX 5N, 1 E gk 5 THLHDICHEITH D EEZ LN,
PREEHEAE
RE\CHFE A2 AT 2 BE CRFEAE £ e T2 BE ARG, 1310, 20 ng% 1 H 3 [,
T G U758, A, Z2atEicou T 10 mehf, 20 mglf TEITRD i -7z,
E) AANOERBENIZRAD 1 [EIFARIL 5~10mg TH 5.




(5) HREIAIEAER

1) \|EALATHERGHR
Bk, B -+ HRIEE, 2%, BBUERIGEGERE, o 5 - RIEEE Y
M8 % Eak & T 5 BE 2RI, 1E 5, 10, 20 mgDIERFITHT HEALEZ 7T 2R
(0.5 me) ZHLE L7z “HEMIEIC CTHEBMEF LZHR, snell EOH&ETT T ®ARLY
BTN R A R LT,
PR B A iE
BRI L

2) LLEREAER
Bk, B -+ IR, B, BBUERGERERE, Ao 5 - HEHEE Y
H bR R BRI T 2 MR K OV Do B RAERIC R T 220 2, filcEz e Lz
T HERIEIC TIHRT LA R, ARFIO 5 mg OV 10 me DA NN RO BT,
PREEHE AT
PREEAEANZ IS IR 280 7 %2, M2 xR & Lz “HEMIEIC THBRET L
ToAE S, ARAIOH RN HER S L.

3) HEMHER
2R L

4) BE - fREERIGER
MR L

(6) SAEAIER

1) FEARERE - BEFERARERE FHRE) - WERTREBRAER (TMIREERKHER
£ JH Rl A A
FT7 AT ESmg, FT BT T 10 mg D G EA 1T, 1984 4F 10 A 7> 5 1990
10 A £ To 6 FMIC, 2F 1,569 figk (E~) K YRAER 15, 891 FIAERE I 7.
AR UL 13,863 B Td 0, Ah= T &R SEL b 11, 279 41 (81.4%) ,
BREESELL | 13,592 451 (98.0%) Thoi-.
F7 b EERL 2% O AR TIAT X, 1992 4 12 A 7205 1994 4E 12 H £ T 2 ERICEEH
162 fiigx (E~) K FIER] 1, 046 ISR S L7z, A RMERHAL S 61503 1, 009 1T
bV, FRITPERESEL L 844 B (83.6%) , #EEEkELLE 988 ] (97.9%) Th

27z,




HRAERNREE (PFEHRELL)

PR FR FTrATENENg, FT ATV 1008 F7 b~ RERL 2%
B & 6, 499 fit 5, 226 151 (80. 4%) 511 5l 416 $i] (81. 4%)
(SRR it =} hi=y) 3,219 il 2, 668 £l (82. 9%) 121 i 106 14 (87. 6%)
W % 1, 391 491 1, 246 4 (89. 6%) 162 51t 150 41 (92. 6%)
W ACME R R E e 1, 360 5t 1, 069 151 (78. 6%) 117 5 90 $1] (76. 9%)
RED 5 -« JHIE % & 421 5119 310 41 (73. 6%) 23 5l 12 511 (52. 2%)
PR A1 E 973 {5+ 760 41 (78. 1%) 75 5 70 4511 (93. 3%)
& 3 13, 863 fil 1 11, 279 151 (81. 4%) 1, 009 {5l 844 151 (83. 6%)

Tl AL - iR R i

KRR

AR L

2) RRBEHLELTERTEDREX TR L -HERDOHE

MR L




VI. EEE(ICEI HIER

1.

REZHICEEHHILEYMRITILEYE
| A2 AR JHE D 241

TFILAART I B

FAEY T LR

IR
(1) YERSEML - 1EFF Y
TEREL - B - IR, BHO S - JHIE OB R K& O O o Bl A2 frhig S2hE T 00 45 fik
FHIXE LA AS ARl W E 2~ d .
TERBET - 7% 20 L BT, fHEARKR OERALIZB W TR D 27 e Fra ) Ak
HEA L, MRREHERER 212 A LRI RN 0D, BIAEAMR AR ThL
LABV AN EH DT EBEZLND.
(2) EMZEEA T HHEBRBIE
1) BiEEEER
OF, B, oo - [ESWEERIER (in vitro: 7w &, F/AEY ) W
FX T LABAWE, FHERZHW T BT e a Y AR IS U TR MEELR
EMZ R L, TOEMETFALRAIRT IV RAMMROF AL T LBMAMED b
NS T

SEEMBERDOLE (/invitro: Sy kb, EILEY L)

7 eF ) AEHORF T LR (pA*)

PP = + ¥ Bl Feil B 5
(v N (v h) (ENMEY I (Fvh) (ENEYH)

1 1 1 1 1
FrI0 LRI (8.81) (8. 96) (9. 05) (8. 89) (8. 55)
N NN 0.02 0.01 0.02 0.01 0. 02
TFNAIETIN | (7 0g) (7. 06) (7. 23) (7. 06) (6. 92)
ous 0.17 0.15 0. 06 0. 15 0.14
FAETY AR (8.03) | (8.15) (7. 85) (8. 08) (7. 69)

*phy 1 TR F L= Y GO B — BOS R 2 2 5 B~ TATR B S8 5 fon

FED T VR DA E




@F, W, o5 - ESHEERIERN (85N Rk X, BN~ T A, iy
JREReA ) 101
FX VT ARBWE, BN - +EBAEGICE O TRWE - IBEEREEMIER 2R
L,%®W%ﬁ7%wx:ﬁ§iV%M%&@%fﬁyﬁA%m%iD%%#ok
F7o, FIRNEE (10w g/kg) (ZBWTHEIEEA XOIERD 5 - JHIERICK L, FEH 5
W EETHZ 7L, HoH, 0ddi fl iz < w7z

@ﬁ%%ﬁﬁ@%ﬁ

) :EDgo(mg/ke) () :EDy(mg/kg)
10 10
(1.9) (14.5)
10 ¢ 10 ¢ 081
)
A 05
e
B F5oYLRED 0o L I
B JFrzaksso8i RS R R f5 EEmL A
[ FAESYHLERY B B 5 B 1A

(+ZEBA, FREAX) (p.o., ¥2X)

ORERMERMIER (1.v. B X) 12
A X DPRE BB 2 O TZHEHNI BN T, T30 L2 (300 1 g/ke, i.v.) 1%
PRAE OIFENEENGENEN 2R L, ZOERIET FARaRT I B E D o7z,

FRE DIRENEENHNHI 15 A

FXROOLEEY 300ug/kg

554 ]s00uv

TFLRARSIVRIEYW  300ug/kg
15

Frrrrryrrryr1ryyryrr o rrryrvrrrrT

B5A ——————————————t

354 '

-——
-

57 — f——F—+—] s00uv




@FIFENEB L ONY T AP T 2 (poo. s B K) W

fEFERAN (n=5) IZAH (FFI U LB ML LT 10mg) ZfA#&KE L, BiGEhES)
J O o AP R T DB A RE LT & 2 A, FEREGIE & il LT3 LS
HIER 28 L7223, XU 07 AOYEIBERIE TR SR -7z,
OFFEAEMEMHEIER  (+ 485N R x) 10

FHTU LR (Cmg/ke) %+ FRIBAE G L7cir o B EHEMmEIE N IX 4 B2 L
Zbh7eb, ZOERIETFALRAIRT I VR (dmg/kg) ROTF AT T LRAY)

(4mg/kg) LV bEMNoT.

£z, TOREO B/ EREIHIER & R R M IR TR Z R L.

HEMBRHIC & 5 5 EMEHNH1ERH
245
10emp ©

FHRIDLRLY &OLLLLIJJ”LLLJAJ”&~*Agd.iw*_¥~L444“LLL
(2mg/kg) 1

TFILRARS I
i LU.MT.J gl

(4mg/kg)

FAE DY LRI liJ“L%LJJJ.lJJ.Lll_LLL

(4mg/kg)

L L 1 i 1L I} i | i ]
58 &5 30 60 90 120 150 180 210 2404
WERIE20Hz, 1V, 2msec @ 5 BERIEC £ D EL

BEHEHER & R E bR EPIRE & OB (ean+S. E., n=7)

(ng/mL) (%)

100 { 100
x g
P
t f}ﬁ
@ a1
ﬂ 50 | 15 4
$ A
E (=)
(o)

0 : : . : 0

0 1 2 3 4 5 ()
B %R



2) WERFINFIER
OEBE, X7 WImHER (.o @ 7y b)) W
Blg, X7V pWINCRT AER Z et LI2ER, T30 0 AR b3 En 7= imif1E

HERLZ.
B B 5y i 45 BB RT oo R
N ok
*kxk
’— ok 637+83 ‘ [~ * _| 11,3409
(4 Eq/mL) T (mg/mL) T
ool 54798 i ‘0"_:—:0‘5 s510s
8 T s 43246 /7\5 107 6808 71203
Bt 327459 - -
- 401 v
= tﬁ 5]
-4 20 'f
2,
04 0-
10 30 30 100 30 100
WhE- FEUYHLRLY FAEVILRLEY M- FHEOHLRIY FAED I LEREY
B EEmyke B5 2= (me/ke)

24 Wefiie i, WAPIZRERR L, 4 FRRIZICHIRAZBRE LHIE Uiz, #RBREE, WP hs
2L 30 RN 05 L7-. (mean=£S.E.,n=7~8) 3 :p<0.05 , sk %k :p<0.01 (Student
D t RE)

3) BhiHIAFiE5a1E A
DFEBRIYE &Ik D 1EM (Cytoprotective fEM)  (p.o. : 7w ) ¥
0. 6NHi e K OV 0. 2N KER{b T b U o7 A K 5 2B E RICHT T D0 R 2 Wit L7 AR,
F XU L BACITEN T IHEIER 2R LTz,

0.6N B BRI GIC T 5 URE 0. 2N JKERIEF b U LBHIREFICHT 58
(mm | | I *k i
20y "BOE160 yoinii6s () 1097+129
T o T 991156
18 1] i
=1 &
gl 765104 s ﬁ’* 801 50611.0
8033
0- o =]
100
AL ?#WAE{E#% AL %#/7/.&1!:%
52 (ke 52 (ke

24 Wyfa %, 0.6N Hfe 1L 0. 2N KfRfbF U o a2 &5 L, 1 RiE%ICE 2/ LIE
L7, B3I, 0. 6N AR 1T 0. 2N KER(LT R U o A 5.0 30 3Rk e 5 L7z,
(mean=®S.E.,n=8~13) sk :p<0.01 (Student ® t fA%E)



@Bk, 7AYo UMEEEA (Mucus-bicarbonate barrier HE5&E{EH)

(p.o. : 7w k) ¥

KGN DA 2 AT LTCER, 7% 0 7 & RAL B 7 BRI & R R
TT D SR UAIT D AR & Bt L 72

NDIVER K OFEE A IMER 27~ L7z,
R, BRI WMEEER 2R Lz,

B ALRR {75 B N 1E A

24 FERFE B1%, L RE- L, T

=V T NA—EICEVIE L. A

b L AL 2 R O ZKIZ I & 0 Afef L7z,
(mean=*S. E., n=10~15) 3k %k, ##:p<0. 01
(Student ? t F7E)

MEOEMER

24 WrfElfG s, #BEARE L, 30
IERICBREY I LHIE L.
(mean=*S.E., n=10) 3k :p<0.05
(Student @ t FRE)

24 FFfEH R 1%, B b- L, WM
B L 30 RICHIE L.
(mean=S.E., n=14~15) * 3 :p<0.01
(Student @ t FRTE)

*7,

(mg/g wet issue)

i = SR I8

I— S A — N

2.0 -

1.0 1

(wg/Zvh)

[EINGHIE AN

100

50

(¢ Eq/30min)

EIESEE NG B0 30

10 4

it

*x
‘ , | _I 1.59=+0.06
1.43£007

+
1252006 151007
I
10

EERE avbO—)L FEOOLELEY
(RRL R BT B) (RRL 2 BB

5 Eme/ke)

* |

99.4+21.9

444+£55
35.1£6.5

T

avka—ib FEIOYLERILY

B 5 Eme/ke)

*k

10110

*x%

70x11

avko—iL FEFOOLRIEY
5 Emyke)



@ R MEBRUCEER (v, © T HF) 19
FAAF T IS E DU Y X0 BRI MEBR LT EI 2T 5 1EH 2 Bt L 7R
R, FHRUU LRI EN BRI MERSGEIEH 2 m LT,

miRE1EH
FX T LRY)
®B s (
XXX%? /
(50ug/ke)

%%/WAQM% -
(S0ug/ke) 15

TE T LN NAA A o A A
T 5

f 4
F XUy LAY AFAFTI Y
(50ug/ke) (50ug/ke)

18Rl R R, RXBENECLDMEL 2,

4) REEBICHT SR
@R FLREBIHEER (p.o. : Sy k) ¥
BEEGET VL TH DA b L ABBIIN T 2R EMET LR, T2 AR Y
@ﬂkm%ﬁﬁ%mbt.

A FLRBEIZRT R

k%

*
| | kk
(mm) *
50 1 385+47
_ I 32.7+28
8 40 1 248+32
=3
; 30 1 19857 T 14430
# 207 5424 T
10
0 i
20 40
. _ ?#/7A§ﬁ% FAEDI LR
AvkA—L BER (oo

24 ReffE B, AKIZICKV A MLV RAEARIL, 7ReRHIBZICH 2/ LIEDE L7z, #kBk
L, A MU ZARTO 30 s3ANIRE A G- L7z, (mean®S.E., n=10~14) 3k :p<0. 05,
% % :p<0.01 (Student @ t FiTE)



QEWEBIMFIMER (p.o. : Ty k) ™
FTAEY Y, AV RAZVUROLEILE NS L D ERIIEEICST 282 K3t L
TR, U0 AR AWIIENT-MEER 2R LT

kk

TFRAEY VBEEIZHT 5%E

() ‘ — *
24 WML, T A Y LA R 00 } s
T T
51, 5 FrE%ICE 2R H LH
Z7
BRI, 7T A Y UEEO 30 g{ 50+ 321480
Ry T
OYRINCHE A8 G LTe, 251 10.8+3.7
(mean=*S.E., n=8~10) ﬁ
0_
% 1p<0. 05, % % :1p<0. 01 100 30 100
(Student ® t ¥ 7€) avka—IL  FETHLELY FAESH LB
B5 Eme/ke
AU RAS L BEEICHT R *
| ——
24 REfifa e, 4 > KA X Vv (m) | 36464 31.3+95
EBA L, T RERIRIC 2 fi of T T
LHAIEL7-. . 30
@30@\@ RO LT £ T
(mean=S.E., n=10) 107
%k 1p<0. 05, =k *k :p<0.01 0- > "
(Student @ t FR7E) SvkO—L FESOLRR  FAESILRED
?Q%—E(mg/kg)
LEILEVBEGICHT H20R *
*k
—-
24 BFffa 2, LA B 2 E (nm) 38555
33.2+3.8
U, 18 BRI e L 40 L o ;
L. 1 30 21142
W%%@,vtway&5®m)§ 107831 T
% 20-
OYRTICRR DS L7, = 65414
(mean=S.E., n=10~12) 104 -
% 1p<0. 05, % % :1p<0. 01 0 — —
(Student O t BE) avbA—L ?#/ﬁAEﬁ% FAETH LRI

BE5E (mg/ke



5 MARNY VERADERE (iv. : 22, Sy k)
Fx T LB, ERNEES S OER (B 8EMIMHIER) (ZEe, B BEIsE 6
TER R OBHEE 2355 <, ZOIEERIEL, 7F AR aRT I VBRI TF ALY
VAR D bERL TV,

BEiEIIHIEA & BERAUEIIFER QLR (iLv. . +3)

BEMEIGIER | REDRNCHE B it B R *
- & EAS e eI 1 (EDs)
R0 & EDso (1 g/ke) EDso (e g/ke) /O/
B AR AR (EDsy)
FX U LR 8.3 380 45. 8
TFNAART I VR 41.3 380 9.2
F AT T LB 11.2 190 17.0
BEEEIFIERAEMEERAEOLE (i.v. : Ty k)
B AR e H g B R *
- HBE(E A (EDg,)
® 0 & EDso (1 g/ke) EDso (e g/kg) -
B AR AR (D)
Fx U LR 9.5 95 10. 0
TFNAART I VR 58. 1 210 3.6
F AT T LB 15.9 140 8.8
REED R ZVIE EIERRE T o EH (BREEmdIER)  AR&E W,

6) FRIFETERER (i.v. . ®x2) Y
PR TR 2 LS A AR S O TR BN AL D MR THRET L72RER, T3
7 AEAL OMIREHEWERIL T T AR R T I VR R RTF AT T AR LY
HITDNTH -T2,

B AR A E LI T B I

Controtl

1531

A A

FXIOHLREY
{400 pg/ke)

TFLRIARSIY

;m(r?oo i _\/\ﬁ/ e 200uv IEENVECIEEE A
0. 2Hz, 1V, Imsec THIT L
THEL, HiBBE»D
FAEDCOLELEY 20msec I EH LT~
(400 pg/ke) —_A
[—



7) HERESHZx9 H4ER (i.v. : EILEY K)
E/LE Yy FOPERFIIZH LT, 0. 1~1mg/kg OFIRNE G T3 MHER 2R S 72

Mo,

(3) YERFITER - iR ¥
THAL R BRI 3 2 MG AR 2 A 9 5 B 2 X500, RAIOTEHZ R 2 it U CRE R
BN RFE BRI 30 43 LA T 10 mg 2 5-%F 57. 9%, 5 mgf 5-8f 53. 3% ThH o 7-.
F7o, MERWMEARERIE 2 Kef LA T 10 me$ 5-8f 59. 6%, SmegdGHE51. 7% Th o7z,

SR FIR AR
30 4y 1 IR§fH] 2 IRFfH 5 REfH BhARFEBL -
LI LI LI LI SEarh )
10 mgBe 5B (57.33%) (19.1:13%) <1o.65%> 0 (12.73%> o7
5 ugbt TR (53?296) (18};96) (6.?96) 0 (21??96) o0
KONFFE BN - R OFEIEENEK G/ LY 17 7 L RdeE LR
SRR D FEE I AL
B () R T TE ARV
AR (+4)  ROATRIBTX AR
O (+) RANELRU DR
72 L (=) IRADIRD
R 9% 0H SR B
304y | LHF] | 2E§fE) | SHRM | SR | YHR - 2 IRFH]
N | BN | BN | BN | BN | B § LI (%)
10 mgfz G-# 11 12 11 1 1 21 57 59. 6
5 mef 5 10 15 6 5 2 22 60 51.7




VI. EMEREICET HEE

1.

M REDHY - BEx

(1) AELENGLPRE
R L

(2) &REMPRESERRH
Tmax : 1.40%0. 10 hr (fERERCAIZ 10mg ZENEIF B EIRE H 42 5

Q) ERRABRTHERIN-IGEE

1) HEKkE

A (n=30) IZAA] (FFT 7 LR E LT 10mg) ZZEfEREEERE NG Lz & &
D IMIE FARZEACARIR EHERS ) OB RE /ST A — & &R T,

ROKSHOMEFRE (BERHEA meantS.E.)

(ng/mL)

AN S B
ft
& I\{
B4
i3
24
" 1 o ; ] T T
0 1 2 3 4 5 6 (hr)
B HNE
EEEORSHOENHE/ 52 —4
Cmax (ng/mL) Tmax (hr) AUC, .. (ng~hr/mL) T
11.06%1.12 1.40=%0. 10 36.00£3. 57 1.26=%0. 10

(mean=®S.E., n=30)
2) RiERS
TEFERRN (n=6) [IZA A (FXT T L84 E LT 10mg) 1[0 10mgl H 3 [Fl% 4 HMKERE
AfE L& A, BEEGORERO MG IREHERITHRIEGOHB LT AL
b, REREICK 2ERETFED o,
4) HwsE
RUE R L



®) BE - ftRAEOEE

(6)

(%) HAEH

HRAZTE BRISEEI S L)

EHRE FREREIK - B R - BIRET
ZEAHS OH SERIEAR - AHIOD (£ 2 090 | M8 AR O 2 L & 0 A

T7INVTFY
AITTIVEE
T/ FTOUREH
VA=S/A=Y 2 AN
rarrua~wd
EXZ S UH
Ja)nz=73I
7k KT I U

SNDZERDD.

T vizhi=a U AAEH &R

.

T/ 7 I UBIEBERBEESR

BRERAE IR - A O 1 23 B 5
SNLHBLTNDRDD.

HEE - MAOMEAIT 2!
VIEREBEBRIEAIBEN
N 5.

BEH (REaL—Y3r) @FICEYHBALE-EMERNESREEEHER

AR L




2. EMRERB/NTA—4
(1) aAVIR— A FETIL

(2)

©))

(4)

®)

(6)

M

R L
IRALE R 2
R L

NAFTTRLZE) T+«

kTR L
HKEE TR
kTR L
575 YR
kTR L
S

kTR L

MmiFEEHER

SEEHEATEIC LD HE L7 e MIEE AR S RIL 46.5% Th o 7-.

3. R4

LI -
KPR L

S

v 0L %
TSR

4. o

(1) m&—

(in vitro)

THILAE

LR L
EES RS

fibi B P @ 1

AR L

<BE>HYFEHR (Fv ) 7
HZ v MC C-F % Py LB 10ng/kg ZREOBES L, 1~168 FEMIH% £ COMMMNL

A & WS L7 2R,

J I BN THEWN T AL RER] T b HEHETEITRRD S ledr o 72,

Zv MMIBITE C-FXOVLRLYROKEROMBER VXA

I, FX VU LR Y E (ng/g, nl)

1 hr 3 hr 24 hr 72 hr 168 hr
I3 0.045+0. 018 | 0. 038=0. 006 | 0. 025=0. 004 N. D. N. D.
X MK N. D. N. D. N.D. N.D. N.D.

N.D. :Not detected (mean=*S.E.,n=4)




(2 ik —HEErIEBYE
LR L

<BEBE>GHYER (T ) 7
PERR 19~20 HE D Z v MZ MC-FF V7 LB 10mg/kg 045 L, 1~24 RFfH&
F COMMN A 2 fat U 7o/ R, REERO/IME & OVE OSSP i & <, DU T,
BROMETH T, £z, DT ORI T b MM 8 B TR M AT PR L FE% L
mode. —J7, PR OFEAKITIIBHEER B THOT LR by, emiEidix
EERNLD R ST,
BIRS Y MZHITD C-FF Y LR EYMBROKRSZROMBBAD A

" FXTULRCHEE(ng/g, nl)
Rk
1 hr 3 hr 24 hr
i 4 0.037+0. 003 0.027=+0. 004 0. 008=0. 001
X MK 0.011=0. 002 N. D. N. D.
H N. D. N. D. N. D.
ME {14 0.014740. 004 0.019=+0. 003 N.D.
D i 0.020=0. 003 0.014=0. 001 0. 006=0. 001
Jiti 0. 039=0. 006 0.034=0. 006 0. 007 0. 002
[T N. D. N.D. N. D.
T Mk 0. 840+0. 157 0.594+0. 030 0.405+0. 144
B sk 0.161+0. 039 0.106=+0.014 0.055+0. 016
ml B N. D. 0.048+0.016 N. D.
B e 0.002=+0. 001 0. 006+0. 002 0. 0040, 002
ek 0.0240. 002 0.020+0. 002 0.010+0. 004
JEL ik 0.0227+0. 005 0.014+0.001 0. 008=0. 003
H 14. 751+3. 248 8.802+1.576 0. 2850. 052
N 20. 763+4. 308 22.718+4. 305 0.3630. 194
N 0.0790. 057 0.07270. 041 0.301=0. 160
i A 0.007+0. 001 0.018+0. 012 0. 004=0. 002
o B 0. 020=£0. 006 0.045+0. 015 N. D.
ok 0.002=+0. 001 0.001+0. 001 N. D.
R 0.0210. 005 0.019=0. 005 0. 009=0. 001
ERNEER N.D. 0.006+0. 001 N.D.

N.D. :Not detected (mean=S.E.,n=4)

(3) Fitp~OBTE
LR L

<BE>TYER (T ) W
REZ v M MC-FF V0 LRALY) 10mg/kg A LIz & 24, LT ~OBITITT L



AMERNE D EHEER ST,
4) HERA~DBITH
YRR L
(5) ZDHDFEH~DFEITHE
YRR L

<BEZE>EMER (T > 1)
HEZ » MZ MC-F V7 ARALY) 10mg/kg /RO HEE- L, 1~168 Ktk E TOHMEEN >
i Rt U7, AR IX | ROV ez ©/ME, B, PS80 W finsgied
b, EOMAKRE, B, WERIRZ SICH MmN b, £z, 24 FH#% TIIWTHh
Dlidids & HEHEPEITK <, #5% 168 FEFE CTITAF, BT h T 032 BEHEME RO Bz o
BT, WTHNOEAIZ b IFRIEITRE O b o 7.

v MIBFEC-FX OV LREYEOREROBEBERNS A

— FXUU LY E(ng/g , ml)
1 hr 3 hr 24 hr 72 hr 168 hr
i #% | 0.045+0.018 | 0.038=+0.006 | 0.025+0. 004 N. D. N. D.
X N.D. N. D. N. D. N. D. N. D.
H 0.014=0. 005 | 0.009=+0. 002 N. D. N. D. N. D.
WERZAR | 0.055+0.042 | 0.092+0. 051 N. D. N. D. N.D.
L W | 0.008+0.002 | 0.016=0.003 N. D. N. D. N. D.
i 0.011+0.004 | 0.018+0.003 | 0.011+0.003 | 0.013+0.006 N. D.
Mo i N. D. N. D. N.D. N. D. N. D.
JF BE | 0.697+0.217 | 1.299+0.265 | 0.441+0.056 | 0.331+0.136 | 0.113+0. 011
B il | 0.10240.026 | 0.168+0.028 | 0.054+0.006 | 0.035+0.008 | 0.030=+0. 005
mlE N. D. 0.055+0.027 | 0.015+0. 008 N. D. N. D.
fE BE | 0.002%£0.001 | 0.006+0.002 | 0.004+0.002 N. D. N.D
B fi& | 0.061+0.050 | 0.022+0.005 | 0.007+0.002 N. D. N.D
W& | 0.029+0.015 | 0.071+0.056 | 0.007+0.001 N. D. N.D
H 8.011+2.545 | 8.710+2.785 | 0.100+0.020 | 0.015+0. 002 N.D
/N BB |31.030+11.368| 13.314+4. 774 | 0.017+0.002 | 0.011+0. 001 N.D
KB | 0.234%+0.097 | 1.412+1.267 | 0.162+0.078 | 0.018+0. 006 N. D.
5 B | 0.022+0.014 | 0.035+0.026 | 0.005+0. 001 N. D. N.D
RPRSSE | 0.008+0.004 | 0.078+0.052 | 0.005+0.001 N. D. N.D
BISZAR | 0.019+0.010 | 0.046+0.015 | 0.005+0.001 N. D. N.D
% JL | 0.016%+0.009 | 0.007+0.001 | 0.008+0. 002 N. D. N.D
N.D. :Not detected (mean=S.E., n=4)




5. X

(1) CEERAL R U SBHERR

R ANICAK (FX T L8 LT20mg) # 1 H 1A 2 HERO#KG L 2 A,
FRANCITREE, FTERIWE L TCF A 70 B—0—A LT =— |k, SERNOFF

Tz B-0— AT at A R ENT.

) AFIOAB ST AD 1 BEIHEIX 5~10mg ThH 5.

RERER (B H)

( H [ \
" 7
— 3[4
i s -
~ s B~
7
BibFHT A L 1
o T
\ Zon )

.
CHy s ]
Z s oM N | \|
= CH: $"0s0;
~ s
RESE Z

(2) R#I“BAET HBE% (CYPAS0 %) DHFig
M ERR L

Q) PEEBANRDEERVZDEE
MERR L

4) REMOFBHEDERERULLE
MERR L

(5) FHERBVMORER/TA—4

BN

OH
e e I 1o !
) s coo
CH
s
o
VA= H
TIPS Pl
L & s
~ s
Z
CO0 - ?



6. HEt
(1) BEMERGL R UMERR

AR L

<BESHPIER (75 b) W

BT v Mz HUC-FF 27 AR 10, 20, 50 &N 100mg/kg OG- L7-& 25, 48 I
M CICRPICHEERED 1. 1~2. 1%, #EHPIZ82.9~95. 8% NHEHt & 7-. MEITED S
Y AWAY I e Y

(2) HeiprR™

TR ACAR] (FXTP T LB E LTS5, 10 KO 20mg) % Z2fEHRFEERE O# 5 L7z
LA, REMEORFPPETIEC/TH Y, 6 Kl £ TITHRIEIED 90% 2L EA3PEIE S
AU, 24 R E CoOMRPEREIIR 58D 0.6~0.9% Th o 7-.

) AFNIOEKRBENTZHEAD 1 EHEIL5~10mg TH 5.

() HFifEE

LBk L

<BE>BWMIE (T 1) W

Uo-F 27 LEAW Z1ET »~ FIT 10, 20, 50 2 O® 100mg/kg, MEZ ~ BT 50mg/kg £
b LIcRe D 4% 168 REfH £ TORERFTHPMFIILL TO LB TH Y, MEITRDO b
oo 7.

BRPHRE (%) (Sv b, #OKRS)

30
£ 100 % [zl
VT *x
=] == + 133 228176 213
o o= vo B [ o iy
it itk
x %
B &
E
,‘:* 50 é
= 10 953[97.5/379[953] 945
’d (s
& f
El El
) )
% kJ

y " y T " y 10 20 50 100 50 mg/ky
24 48 T2 96 120 144 168 P g

Fr 5B (hr) Oes anDmO Y [N
RIE RFRERE IR

1. BNEFIZEHBRERE

(M

(2)

RGBT
AR L
mEE
AR L



©))

BT
R L



I. &€ (FALOEESF) ICREI HIEHE

1.

4

N

NE L EDHEH

H
| |
Y L

. ERRNBELZ0ER (RAEERZET)

BEZ CROEJFICIFRELEWNWI L)
(1) #kANEOBE FEKBEARS RV IRENS AL, ERE bS8 Th2nH 5. ]
(2) AZEIERIC X DHRIRIEE O H 5 BA IR Othfk, BEBERERIMm OBRIZ LY

RN Z EfL S E o8 ENH 5. ]

(3) HERLEEDHLBEHE DB EINSYE, DBIOBARZNTHBENNH 5. ]
(4) BREMEA Lo 20BE GHEEES 2 L, EREELSE28ennd 5. ]
(5) AFNIDORGI 5 LISBUEDREERE D & % B

<P >

(1)

(2)

(3)

(4)

(5)

SheE

RSN, i U AR 2 A9 2 3ANL, BARMKRE, Oz 2 L0 FEAKRHESIZ R S,
IRIED ERZRTBENNH 5. FEmAICITEEEIC L 0 RBARICHEAPZELZRZZ LTA
PERKNIEIAE 2GR R T 2 ATREMEN & 5.

i U AR A 2FHNL, — AR IR 5 O WGHE 2 3l U, EIERER ) 2 e =
DM D T2 D PR N A2 B ICE(L I 2 BZNNH 5.

DB R T 27 BF a3l A K DK EMBRIEIX T ICHEI O (negative chrono-
tropic effect) Z/RT 728, Hral ALz IH L CLAEERENSE2 X 512
<. ZTORER, DIgROMEFEENSELL, WEREZELIEIBZNANHD.

i U AR 2 A 2 HANTHIBE ORR, EE) 2 842 0T, BEONEYOBE) )
BET D EEZ LN, BRENAEYOERIC L > THIEERENRD SN D AN D 5.
KRB DRI LT BUE DBEEIE O & 2 B3 ~ O 51X HE 2R 2 3w aetEn &
5.

XIIHRICEHET SEALDOERE L T DEH

Y L7

RERUVAECEEY 2FEALOEE L TDEH
A% L7




5. BEERSAB L EDER

)

(2)
(3)
(4)
(5)
(6)
(7)

BERE (ROBEIZRKEEIIKRET S L)

ANZARIER D & 5 B3 BMEIE AT 05, BEMEER T OBRIRIZ X 0 PERIN #E % B L X
TorBENNHD. )

HOR IS RE TLEIE O BE (MBILEEOER 2B I BZNRH 5. )

) oML AREDH 5 EE LDMEEZENSE, DIRICGBARm 2T 2B8ENNH 5. )
TINRD B % HBF DA EE, DRIOBAHENT I BEARH 5. )
BBERGROBE (TEEEXEB RO b Z RS, )

EIREREEICH D HBE UFRoWAEIE L, MERESz2EESTLIBZANH 5. ]
mng [ [ElE ~0E ] OESMR)

<HH >

(1)

(2)

(3)

(4)

(5)
(6)

(7)

iU AEM 2 AT 23ANE, —MRICIEEDEHER 5 O WGHE 2 301 L, BEDEFEF A 22 s S
DM S D7D RANEEA BB S E L2 BENLRH 5.

R RS RE TUHEIE 1R LB v DB R & WA N L, Z D720 FR ARV E @ O fE
WAHB L CWAIRIEETH Y, BHFIERE L THIRR EAHobRs. fia VU VAHITEIZ
ARG E I L0 DSR2 N S E 2 X 512l < 72 FUIR RS RE TUHESE CI3AEAR 72
ELMEROEERE BIHEEIELIBZARH 5.

9 o MR DAL E & O EIT@E L RS L, NS E 2 ik &1 %< 72
STWD. Ha U AL, DIk 2 K EMBRRITMIC X 2ME 0D (negative
chronotropic effect) Z#NH| L TLHEZMSEDL L9120 LT > T
. LI LD, ) oML AREOIRA & 7e 2 SR BICKT 2B L ZET 24
DD, 7ok, fra ) CANTMIAE SRR, IEIC U TIERRIRIT 26 7220,
( [z oE 31 H) &)

i) CHNE, DB D SKEMRRAIIC K 2B D8 (negative chronotropic
effect) Z4Hl L COAZ M S5 L 9 1B < 728, RNEIRD & % BFH CITER & 5
fbSEr2B8ENLRH 5.

P U AN TR OUE &2 Mmfl 35720, EREZEBE(LSEIBZENNHH.
EROBRE F (RRTRRA 7 —BTOMEERLE) ITBWTIE, BIZEMREN L 72D,
7 RUT U oo, Mg oK, FETTOREN, FERIEE, MERR > UWE B & TEVK
BOBRIZ L AEOEFETENMRTZND . > TH =2 U VAN X 0 BIA AR 2 X
D EBBENTE LY, (KRO LR EZET-TBTnnd 5.

T E CIE—RICHIRIE R 72 E 2> TOWBBAENZ V. [ TEiE ~D% 5| DIF (37
H) Z#)




6. EELGERMIB L ZOEHRVNESE

EEGERNIE

ANFEEERZTZENHDLDOT, ARG TOBEIIEBEDELERIRZF S HMDER
FloEESEL 2 L.

<HH>
Al A7 & HCHEE A | o 0 M IR AL O (i) & IOk (k) &2 =] > T\ %L s 1 @ 52
SRR SCIC 0D B |2 L 0 IR LIBEALS/ NS <72 D728, BL= U A T e i) 9 % 7= o fiklies L
ERHEZEZT LD D.

1. HHE/ER
() #HAZELZDER
LR
(2) #AZELZDER
HERER (BHRISEET R L)

FEraE BRERAEIR - BEHE W - fEREF
ZRZR S OF BRERAEIR : AAIOEH | #F  KF LRI N6 D
TIMUTTFY NSNS Z LD [EHTEBITHh=U v
AITTIVE H5b. YER & Fio.
T2/ FT7OURER

AT S/ A=Y A RN

ruaLruwy
RERE I U

s =73

7z RT3 U

/7 I UBEEBREEAE BRERIEAK : AKX OIEA | #F : MA OBREASITHT
NHERINL2BFn |2V U EHAEEI W
NhHb. LHEEFNLDHD.
<HH>

B ERCTAK L BRI OF (X T7T73V), 7=/ FT7VVREY (Vurra~
DU), Hie A I VAl (T KT VIR , BT X VB ERERILER] (X—
VI EURAT A Z Ll Lo TRAIOHL U AER ROV AU ES < SR, HEEA,
MR Sy WA E R A IR S 0 5 2 & 03 fERE STz,




(M

(2)

©))

. BIfEA

BlERDE

HGREFIZ T B MRk 551 1, 609 B9, EIVEA L 86 il (5.34%) , 95 FIZHR®

b, TOELRLOFAE 3T (2.30%) , 251 (1.55%) Thotz. £z, K

FNZHERNT 5 L E 2 5N D EEREMEOBRFEEESIRD ST,

AR TR BT D222 VERE T 2245 16,937 R, EIVEMAIZ 83 il (0.49%) , 101

HIZERO B, TOERLOIFZOE 184 (0.11%) , #2444 (0.14%) TH-o7=.

BERLEMER & MEAEEIR

(1) EX#IEEA

) Yavy, 7HF72423F>— BHEARY) :vavy, 7F74 7% —0bb6b
NHZEMBDHOT, BEAE 52TV, MTAST, MR REE, 3R, SRS, I
BB O RE RO N HAIITEEEZ I L, BYRMEEIT) Z L.

2) RFHEEREE, #|E (BEEAW) :AST (GOT) , ALT (GPT) , Al-P ®FE LW LEH%%
P ITHERERE S, BENH LN ZENRNHDHDT, BEZTHITITV, BENE
DONTEEAICITEELRIEL, MYRAEELITY L.

FDHnE|ERE
(2) ZnithoEI1ER

0. 1~5%kii 0. 1%k
BEGE P L E
AR A
AR R SAJ, SBAEK, HIE%
- . s TR, L - R, Seur, B AR,
it N, ERE BERIR, IR
falRzs DTS
PR 28 BEPRRE D, BERE

) JERPRO NG E Ik EERIET S 2 L.




4) HEREMERRBEHEERVRRAREEREE—&E

F XU L BAC OIKGRINE K OB AR T IRFIZ 36T 2 MRkl 441 18, 546 B, &l

YERIE 169 31 (0. 91%), 196 {FIZF2D B LT,

£/, BEBREMOBRFEEINIBO SNRhoTz. KR
RIVE I BLR L — B
KB DA i BRI A D B 5T
F7 b F7 R F7 b F7 R H)
(17 &N) (k1) (B &) (5kr)
[LEN e 90 fi % 3 fitik 1,569 fig% | 154 fax | 1, 816 ffigk
LN R S 15K 1, 533 {3 76 15 15, 891 i 1, 046 {3 18, 546 3]
RIVE S BB 5 85 {3l 1 1 81 {3l 2 Bl 169 £
RIVE B 94 11 99 ff: 2 1 196 {f:
Rl 38 BE 1) =6 5. 54% 1.32% 0.51% 0.19% 0.91%
I VE FH O FffE BIERZBS (%)
{EySEAies 4 1 — 4 151 — 8 il
& W 4(0. 26) — 4(0.03) — 8(0.04)
TR AR R P 2 — 3 — 5 B3]
GIER — — 2(0.01) — 2(0.01)
GV 1(0.07) — 1(0.01) — 2(0.01)
¥ 1(0.07) — — — 1(0.01)
H bR R EEE 73 Hi 1 3] 62 5 — 136 4l
0w 37(2.41) — 18(0.11) — 55 (0. 30)
5 Fi 24 (1.57) 1(1.32) 24 (0. 15) — 49 (0. 26)
™ 6(0. 39) — 6(0. 04) — 12(0. 06)
T i S — — 9(0. 06) — 9 (0. 05)
T 4(0. 26) — 5(0. 03) — 9(0. 05)
Mg - 3(0. 20) — 2(0.01) — 5(0.03)
BERIR 1(0.07) — 3(0.02) — 4(0.02)
<ot F 1(0.07) — 2(0.01) — 3(0. 02)
B AP 1(0.07) — 1(0.01) — 2(0.01)
7 — — 1(0.01) — 1(0.01)
L — — 1(0.01) — 1(0.01)
T B R P 5 il — 3 — 8 #i]
O TLAE 5(0. 33) — 3(0.02) — 8(0. 04)
0 A B 1 45 — 8 il 2 14 11 131
» B 1(0.07) — 4(0.03) 1(0.10) 6(0.03)
% 9 PR — — 2(0.01) — 2(0.01)
) FEMER — — — 1(0. 10) 1(0.01)
w2z — — 1(0.01) — 1(0.01)
EERIBARIE IR — — 1(0.01) — 1(0.01)
WA IR 2R P T 3 il — 6 i — 9 i
HER 2(0.13) — 5(0.03) — 7(0.04)
R 1(0.07) — 2(0.01) — 3(0.02)
Z DA, 2 1 — 2 1 — 4 151
nog 1(0.07) — — — 1(0.01)
ViEFTEES 1(0.07) — — — 1(0.01)
5 ek — — 1(0.01) — 1(0.01)
ESE — — 1(0.01) — 1(0.01)

k7L 0 1984 410 H~1990 4 10 H - kL - 1990 4 12 H ~1992 4 12 A




() EHEE AHtE EEERUVFHOFEEFERIOBERARETME
fifi FH AR AR AT 12 381 D e il 821 16, 937 Bl O K 1 RIEIE AR BRI, BHEY
RINFICB T D RIEHIBEBSE Kk O OFHICB W TR & T & BT b ho

7.

ERFAEMERAFEREX (ERRERE)

B USRS r— _ RIE I 8 5 _

G0N i3 (%) (G~

P51 A 9, 442 36 0.38 46
L8 7,450 47 0.63 55
A~ 45 0 0 0

s 16 F A 370 0 0 0
16~29 ¥ 2,994 9 0.30 10
30~49 ¥ 6, 322 30 0. 47 38
50~69 ¥ 5,199 29 0.56 36
70~79 ¥ 1, 589 12 0.76 14
80 ¥ LI E 447 3 0. 67 3
A~ 16 0 0 0

BRI | B 7,965 35 0. 44 43
H . iR 3, 691 23 0. 62 27

* o A | Bk 2,110 7 0.33 9
WA RECNE KRG E e 1, 659 6 0. 36 7
JHD 5 - HIE R B 578 4 0. 69 4
PR i A E 1,079 8 0. 74 12

1 HEeh & 15mg LA T 525 4 0.76 4
15mg i 20mg LR 289 2 0. 69 2
20mg I 30mg LA T 14, 907 69 0.46 87
30mg i 40mg LA T 315 2 0.63
40mg A 60mg LA T 893 6 0. 67
60mg Rt 5 0
ANBA 3 0

fili A1) 7 HLAN 16, 937" 46% 0. 27 56
14 HLW 12, 104" 15% 0.12 19
30 HELN 8, 539" 122 0.14 15
90 HLLN 4, 930" 3% 0. 06 4
91 HLL L 1, 560" 5% 0.32 5
L] oY 2% — 2

1) BEESEK
2)  FPREIWEREBREE COMEMRMBE O v > b LIZEER]




10.

11

12.

6) EM7 LILF—IZHd HEBRRVERE

EE (ROBHRICEERELGWVWIEL) GR¥
(5) AFN DRI LIHBUE DBEEE D & % B

BXRGEMEAR GR¥

D Yavy, 7HF72453F>— WERY) vavy, 77740 7Fv—0Bbbbi
HZEMBHLDOT, BEES5ITITY, MEMT, MERREE, Bk, =2, mEE
JEZED B BFRD DN G AT G2 I L, BYRMEEZITH 2 &,

ZOMDEIER R

0. 1~5% K 0. 1% A

I EE™ B

) JERPBOONTEAIIIRGETIETH L.

=mE~NDERE

— R E S CIIRIIRIE R Z > TV A A NZ VO TEEICE ST 5 L.

i RGBT ISRV T 80 F UL oo mEibhg X 16, 937 il 447 5] (2.64%) TH Y, EIEMIZ
3 (0.67%) [ FH (24F) , A (1) BRO L.

bR, Eim RIBFAORES

A TR LTV B ATEEMED & 2t AN OZ 3L Ol AN Z1E, 1R EOF IS Gt 2
FES SN AESICOLFEET L . UFHER R ORI T O A~DOE 52T 5
R MEIIHEST LT u, )

BRI T, eI o Tnew. (TR AR OH (40 H) &

)

INREADERS

NREFITR D MRS LTy (BEFRER YD 72\

fE R GEREIZ BV T 16 F RGO /NE~OR 551X 370 il TH 5. ZiL o OIERFI TRIWEA X
D BTV,

RRRERRICRETZE

1]

RS

=

35 A& MR




13. 1

14.

15.

16.

BALEDIE

KNI PTPAREEDOHKANIP TP — OB HLTIRAT S X ofET 2L
(PTPY— FORREICE Y, WWGLATNEEREA~IA L, BB EE D L THER
AREOEEREIMEZIFRT L LR EINTND) .

ZOMOEE
MR L

Z 0t
Y L




X. JERRERERERICBI9 HIEH

KERB

1.

(M

(2)

(3)
1)

2)

3)

1)

Y ERIBAER

VI, B3PI BT 2HE) SR

Bl R ER

BRI L

MR

HOAR AR SR A J e 20

<~ A, Ty bO—ITEIIZX LT 100mg/kg(p.o.) X U BIE/ER 2RO 6 1,
1000mg/kg (p. 0. ) TIX B FEEH) DR D70 BT,

EENHAEICS T HEH (w7 A, 7w b, 300 mg/ke, p.o.) , EFEIRICKT2/EH
(7%, 600mg/ke, p. o. ), BIRIEMH (= 7 %, 300mg/ke, p. 0., 7 =~ I, 600mg/ke, p.o. ),
MEfRESRIEN (=7 R, 300 me/ke, p.o.) , HULEIEN (=7 X, 300 mg/ke,p.o.) , ¥
BESCHHCRT T 24EH (2 =2, 3 me/ke, i.v.), BFRMIEIZHH T 2B (U4 ¥, 3me/ke, i.v.),
TR N7,

E0R - JEER AR RIS AT T B D

JRIR:A X 0. 3mg/kg (i. v. ) IZFWTIHLE FEE, OB 23380 b, £72 Img/kg(i. v.)
T PRI O HE AR b,

AR RN ST B 75 11,20

FHELE Y FRE, BERERORWEICBWTRWIIAAD Y UEMZRL, E7-fME
JVE Y MEE R OKEIIRICIB W TRRE R R LT U ARHREO b,

SRR
(1) BEExE5E4EaRER 2
" LD50 f[ﬁ (mg/kg)
g Y P il
BO&s | RT#&E | BENERE | FIRNES
ddY Z~ 1 A e 10 693. 4 82. 1 83.7 10. 3
3 1 i i3 10 578. 1 89. 4 85.0 10.5
JCL-SD % T v K @ i 10 1,418 202. 3 70.5 11.4
4 A 5 i3 10 1,177 168.6 83.6 12.6
b)
%Egéfijz HERE | 10~11 662. 1 128.7 56. 7 14.2
a) Probit &
b) up and down JE
(2) REHRSEERER 22

Z v b (JCL-SD %, MERE) (2 35 H AR A #2-5- (50, 100, 250, 500mg/kg/ H) L 725k (T
BT, 250mg/kg/ H LA EORETIETHIA, HETITREZMAEMIH RO b, £-
500mg/kg/ H BHEDE BN AR IFREFE N A L NTZD, WTNHEIEEO L D Th o7, 7
B, TXUULBYORKE/EH &L 100mg/keg/ B & HEE ST,




2) A4 X(e—27)v, WERE)IZ 30 H [MhEkeR 15 (10, 25, 50mg/kg/ H) L7=RBRIZIB W T,
50mg/kg/ B BE CIRERD M358 S, £72 26mg/ke/ H UL EORE TR AFREEN L B
=R, WERLEEEO LD Th 72, B, FXU U LR O R KEEREIX
10mg/kg/ H & HEE S 7=,

3) 7w N (JCL-SD 5%, MERE)(Z 6 » A [MEReke K45 (25, 50, 100, 250mg/kg/ H) L 7-#ERIZ
kwTJmm&yHUL@ﬁfﬁ%%&ﬂ*ﬁﬁ&%éﬁmmﬁﬁw%tWﬁégm
AST (GOT) , ALT (GPT) D®ERE BA-23MSEHICTResd BTz, £/ 250mg/kg/ ARED—H]

(R ITRE R N A Ty, WTINBEEEDO D Th o7z, 0k, FFI U LERL
Wy OB REEVEFA 21X 50mg/kg/ H & HEE I 7=,
() HEEHEESZMERAER B

1) #EMRAT R ORI B 538 © 7 » h (JCL-SD %, MEME) I E# kit 0 & 5
(25, 50, 100, 250mg/kg/ H) L7=iRBRICEBW T, JETHIOFRD Hi D 250mg/kg/ HEE TAIRE
FEIEDSGRD BV LIS, MERED AFERE ) e ONRAHIZ B IIFE O bz o7z,

2) MIroHmBERRMEERR . 7 v b (JCL-SD &, M#) 2@#E &R0 &5
(50, 100, 250, 500mg/kg/ H) L7=7kBRICIBV T, RHADAFERERE K ORI DR E ISR T 1T
HOHNT, AR bR bIRnoTz.

3) BMIFOMERMEMELGRR v X (AARAGYYX, M) o ks
(50, 100, 200, 300mg/kg/ H) L7=iRBRIZEBWT, mAELGETH S 300mg/kg/ HRE TR
DR ERIMHEE R TR0 B2, ZOMIBFICHT 2 E8I32 <, #arRb
RO BRI T,

4) BEMEOZAMESRE © 7 v § (JCL-SD &, MM 18 & 05
(25, 50, 100, 250mg/kg/ H) L7=5BRICIBNT, BHEDAIMERES) - WiBEREN H MFORE -
AFERE TR BRITIRD B LR o Tz,

4) Zothotskstt

1) K17
M ERR L

2) sk
BHTF T 4 T F T —i, Arthus B ONRIERIEZ NSO, PCA SO & OF Schultz-Dale
BV THIRMEIERD bn/edo7z (FE Y ) .

3) ZR R
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