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Exp. No. 3655

1. B #9 -

1B >EMHESSILD Crj:CD (SD) ZZ v b (SPF) #AWVWT2, 4, 6 —
) 772/~ VOROBEICEEESEHERBREERELE.

2, 4, 6— bV TuET7x/)— VB MNYFuaHcBBL, MEE BT 1000,
1300, 1690, 2197 ¥ X O 2856 mg/keg HEMFEORE L 7.

EEME4EME L, £, FEERBILCTORERY, SEHBICIOVTEHE
L, REZMUREZEZEB L. TORRRKROBYVEHERS.

1.1 3B HEB X ULDsofE
1000, 1300, 1690, 2197 BB XN 2856 meg/kgBE D T-RIIMHE I TN FTh 0, 40,
80, 80 B X 100% T, LDsofE (95%{EHEFRI) tXMERE L b iz 1486 (1215~1792)
mg/kéf‘?bof:. ' ' '

O

1.2 —fRREE
MELHDCETCHNBIVAEFEN CEREDETSIUVRER A DR, BREBHHR
FO—0LEFEEY CIRE, BALESE, ERMBXICRBAMLEAELbNE.

1.3 & E
EESHTROVThOBRIEIRBNTY, ML BICIEALXEEHNERLE.

1.4 REEHORE
MR OB EOEEBLEIAONIARMEERRD O o 7.
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RFELFVEOBUHFNEEZFIMT 2 —BL LT, OECDFRIIAFFA v
401 (1987FE 2 H24F) - T, Yy b2 RV 32 ABUBHRBEPERE L.

7B, RBROEMITERAEHE23IE, HAEFI8S, 63K F5E8235 (FBM634E11H18H)
O ITHREFDECGEIRBRUOBELEDE L EIAZTHOREOEBE 2 ED S
MAEELRICRETIHERERICSOWVWT) BXUTOECDDGLP (19824) o X%
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10. 17 BAHBRHEONE BERTHE, BYRREREESE £HEALAEHEHSR
BRizER L.

B, EBL7HERIE [Reference data 1] I L 7.

_10_




Exp. No. 38655

11. ABRME IS X PFE

11.

1

#HRE

58MH @ Crj:CD (SD) £ T v MNISPF] MEHEEL 42 (Z0 5 b EBMRARE & L TR
£35L) ZHAEAF ¥ —AVR - YA—KRETE (BENBEKRT) »HEALL.
Bl g, RBRBECILL, A% 6B TERELL.

B Ho L UDEEICLI-TENLL, BEAMHEECIVEAHBEIEBRT I X
DT, DHOFBAINIBEANAABECIVTo. BREBOKEWD, #H 175~
202 g, HEZAY 130~156 gTH - .

11.2 HBRZOERHEH

BtERi T ot EENREHEPEELTRAY.

11.3 £3 B

BMiIOFEEE (202852 : ¥ 3.6XD 10XH 2.5 m, 90 n’) THRBEL, BERSGO
BEEIIXBE23:2C, HAEESS:10%, BB 1 EF20E, BHAI12BHE (150~
300 lux, HFEI7EEAM, FHTRELT) L. B, AFE0REFHIRBY
B, BESEEARNTH .

HRRXEME EEREHFVY X (KEE#SFPH) BokEXNHFTHE (W 745.0XD 50.0
XH 182.0 cm) AL, ATV VABMEAMES — (¥ 21.5XD 27.5XH 19.5
cm, BV — - A_— X 11529 cn’) ICE8PWEZ SETHORELL.

B, VU VERIEMASE (RABFPRK) REOERBFAHMEF % H
MICEBREYEE. HROoREHIC >V TIRYZEey FVCBWTHBEAN BXRRBLESD
rerd— (ARBBEAR) TRELARERZAFL, FFEERTHI L ZER
L 7= [Reference data 2] .

B AKERKZEBRAK AL LBHICERE L. KEAOKEIZSDWT, Xk
BHEICESSAKEAROREZHRESHE ==27o - VH—F (BERFEKT) TERE
L, FORRE®*AFL, FEGEBERNTHB Z L 2FFE L7 [Reference data 3] .
RAEF-VBLUKERIIHE 1 BERY #1270,
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Exp. No. 3655

11.4 HKBREBEOHER

RBHOERRIKkO@Y & L.

AR
i3 AR EE A = @%ﬁ
(mg/kg)
3 1 2000 5
1513 2 2000 5
BINE B
3 HERE A = B B
(mg/kg)
1 1000 5
2 1300 5
HE 3 1690 5
4 2197 5
5 2856 5
6 1000 5
7 1300 5
i3 8 1690 5
9 2197 5
10 2856 5
[(AEEREH]

EEBYEORRELT ¥ —h (MSDS) CROBEIZLBT v NDOLDso B
2000 mg/kgll ETHB T L RWHEINTWVAELED, ARBCIEMHES LT 2000
ng/kgD 1 BEEZRELLE 25, BRE#UBBEITCOBE THELAFANFETLE.
FEHERBOLNEEE, YHBOBREEL2RDIRBETEL VLS, B¥EEK
DEYBPIET LIcicDLDsofEZRODZENMAREZER L. 236, ENXBICBIT S
BERER, AHRBIIBWVWT 2000 ng/kg TRBEHOBYHRET Lz b, BEET
LTWARERSES - AHEZESHGFARR (BRBREE3657) WBWVWT28HRAD
BLET 1000 ng/kgBHICHETEYREDOLON TRV 05, ML LT 1000~2856
mg/kg® 5 RE (A1.3) ZBELL.
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11.5 #5F&
BRERBIZOECDH A FI A4 T2HED) THERIRTWIREROBEE L L.
BEAEEBIEGBE 100 ghe? 0.5 0ls L, EENCHELLIAECESVIREE
PEHLE.
RERHEI1EE L, REFMIEHERITLBNEEBRE Y VT2 AV THHAE
A®E L. BEEZDXinitRABA10:00~10:10, BEMHAERA0:10~9:50, LI
WRMERE®R IEREIZITo .

11.6 #HEHOTFE
HBEHERLEEX»TBEAUIGTHRL, rEoallh (FHIFATFRIERNSH,
Lot No.V6B7902) BB L. ARIIBERIZIT- =,

11.7 #BEBEDPOHEBRHEORESH
BEBHOBERDBOLYD, REBYTOHBRYEREODSH 2 EM L7 [Reference
data 4] .

11.8 # =
FEERBIVCAFOBEESX, REZ BT TIX1BEMABRE, A% 18 2ETY,
BEFRATERARKICE&E L. S
b, BEPHBERDERSHI4EME L.

11.9 & D)
FEEIIHREER, #EHTPBIR4AICEIE L.

T, ELEHIEOVWTIIECTRERRFIZHAE L.

11.10 BFHEZHBE
BEHRTOXRCHARECRERERNIE, £FELARIBERTHI—TAHBREALE
EIFSEETL, ABNFERR>FERAFTRARKICTE&EL 2.

11.11 ¥EHAEHT
AREBB T, HHFHFEZAVWEREREM LU Ao,
BNMRBIEBWVWT, BEBUBEOXETENLL Yy METLD:EZEH L.

11.12 KRESHORSLH
AFEWIIRBETARABICIVREFR S .
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12. % B # =2

HEBRFEEIIX, Table 1 WEHEHBPTORBFETREE X PLDsofE, Table 2 R 5%
OPFEFERBIURBEBRH LR LA, £7, Table 3 IC{kEHH, Table 4 ITTRAT
RERLE. aB, BREHBLLZIinitRBROBEIX Appendix 1~4 TR L~

12.1 FTERB X ULDsoE
B, MREE D 1300 ng/kgll EOREH TREL I P O2IEBMOMICE D B
vz, 1000, 1300, 1690, 2197 J Xk UF 2856 mg/kgBE DT RIIMEL LIZEFNL TN
0, 40, 80, 80 B LV 100% T, LDsofE (95%{5HEFRA) 1ML L HIZ 1486
(1215~1792) ng/kgTdh - 7=.

12.2 —RIREE
MHELE LT RTOFEH TEREDETAREZ L2V L 2EM» 0B Db, &b
WIREAFORTHREZ T TEHORED LN, 1300 ng/kgRELU LDIZ LAY O
TREL LTIECEHEHIIHEER 1RV L 2EEA»LBREEESIRDOI, ERLE
E#3hb6BHIE»MITHEEIN. SHICERERSFHELAKRICERA 2 i36B\
fZRLET L. 2B, SEHHARTREITAFEL VWA CRIBESH24ERBIC
TEREBOBETOLPRBOONIBET, BEHZG6 BITIZ T XTHELX.

12.3 {F B
EFEEY CIIMEL bR ERX T IV HUEORETHEOR EEICHSE L THEMLT
AN i

12.4 REZEHRE |
MErHIETEY, BEMERTHOATEIY L LICARMEFTRBOD b 1o
7.

_.14._

O




13.

Exp. No. 3655

EEBIUER :

2, 4, 6—FYVTTHET=) NSOV TSTy hPE2BVLIAHRNESERBR Y E=HE

L. _
FTORKR, ECHPRESEZI»PLUFBOBMICRBOONT. FFERE LT, Mt

CEHLERETET, ME, FEHE, BAMEES, BERMBIUCRABIARELNRT.
HRCHRMEORETEY, SEIWEBICRABENEFTIR DO 2o,
LDsof (95%{E4EFR ) IXMERE L iz 1486 (1215~1792) mg/kgTh o 7.
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Exp. No. 3655 (115 - 088 )

Table 1. Mortality

_L‘[_

Sex Group Dose level Nmber of Number of deaths on the day Mortality
(ing/kg) animals 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (%)

Male 1 1000 5 o 0 0 0 0 0 O O O 0 o0 0 O O 0
2 1300 5 2 0 0 0 0 O O 0 O 0o O o0 0 o0 40
3 1690 5 4 0 0 0 O O 0O 0 0O o0 o0 0 0 o0 80
4 2197 5 4 0 0 0 O 0 O O O O O o0 o0 o 80
5 2856 5 5 - - - - e e e e - - - - - 100

Female 6 1000 5 o 6 0 0 0 ¢ O O O O O o0 o0 o 0
7 1300 . 5 2 0 0 06 6 0 0 0 O 0 0 0 0 O 40
8 1690 5 4 0 0 0 0 0 0 0 0 0 0 0 0 o0 80
9 2197 5 4 0 0 0 0 0O O O O O 0 0 o0 o 80
10 2856 5 5 - - - - - - - - - - - - - 100

LDsq value (95% probability limit)

Male : 1486 mg/kg ( 1215 mg/kg - 1792 mg/kg )

Female: 1486 mg/kg ( 1215 mg/kg - 1792 mg/kg )
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Exp. No. 3655 (115-088)

Table 2. Clinical observation

Sex: Male Dose level : 1000  mg/kg Number of animals: 5
Signs Hours Days
1 2 3 4 5 6 24 2 3 4 5 6 7 8 9 10 11 12 13 14
Normal - 4 2 -2 2 2 2 4 4 4 5 5 5 5 5 5 5 5 5 5 5
Movement
hypoactivity 3 3 3 3 3 1 1 1
General condition
_ salivation 1 1 1 1 1 1
Dead
Number of affected animals : 3 Number of recovered animals : 3 Mortality : 0 / 5

e

O O



_6[_

Table 2. -continued Clinical observation

Exp. No. 3655 (115 -088)

Sex: Male Dose level : 1300 mgkg Number of animals: 5
Signs Hours Days ,
1 2 3 4 5 6 24 2 3 4 5 6 7 8 9 10 11 12 13 14
Normal 52 0 0 0 0 0o 0 3 3 3 3 3 3 3 3 3 3 3
‘Movement
hypoactivity 3 5 4 3 3 3 3
Posture
lateral position I 1
General coriditiox_l
salivation 1 1
' tremor 1 1
Dead 1 1
Number of affected animals : 5 Number of recovered animals : 3 Mortality : 2/
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Exp. No. 3655 (115 - 088)

Number of affected animals 5

Table 2. -continued Clinical observation
Sex: Male Dose level : 1690 mg/kg Number of animals: 5
Signs Hours Days
1 3 4 5 24 2 5 9 10 11 12 13 14
Normal 2 0 0 0 0 0 1 1 1 1 1 1 1
Movement
hypoactivity 1 4 4 4 2 1 1
Posture
lateral position 2 2 1
prone position 1 1 1
Generalyéoxic!fi‘t'i'on
clonic convulsion
salivation 2 2 1
tremor 1 3 1
Dead 1 2 1
Number of recovered animals ; 1 Mortality : 4 / 5

o
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Exp. No. 3655 (115 -088)

Table 2. -comtinued Clinical observation

Sex: Male Dose level : 2197  mgkg Number of animals: 5

Signs Hours Days ‘
1 2 3 4 5 6 24 2 3 4 5 6 7 8 9 10 11 12 13 14

Normal 0O 0 0 0 0 0 0 o 1 1 1 1 1 1 1 1 1 1 1 1
Movement . )
""" hypoactivity 5 4 4 4 4 21 ]
" Posture .

prdne position 2 1
Gene}al condition

clonic convulsion 1 1 1 1 1

tremor 3 2
Dead 1 1 1 1

Number of affected animals : 5 Number of recovered animals : 1 Mortality : 4 /5



Table 2. -continued Clinical observation

Exp. No. 3655 ( 115 - 088 )

Number of affected animals : 5

Sex: Male Dose level : 2856 mg/kg Number of animals :
Signs Hours
1 2 3 4 5 6 24 10 11 12 13 14
Normal 0 0 0 o 0 - - - - - =
Movement
. hypoactivity 5 5 5 5 3
Posture
’ t:rone position 3 3
General condition
clonic convulsion 1 2 2 1
salivation 2 1
tremor 3 2
Dead . 1 2 2
Number of recovered animals : Mortality : 5 /5

O



Exp. No. 3655 (115 -088)

Table 2. -continued Clinical observation

Sex :  Female Daose level : 1000 mg/kg Number of animals: 5
Signs Houtrs Days
1 2 3 4 5 6 24 2 3 4 5 6 7 8 9 10 11 12 13 44

Normal 4 3 2 2 2 2 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Movement

hypoactivity 1 3 3 3 3
General condition

salivation 1 1

l Dead

o Number of affected animals : 3 Number of recovered animals : 3 Mortality : 0/ 5




...1';3_

Exp. No. 3655 (115 - 088 )

Table 2. -continued Clinical observation

Sex: Female Dose level : 1300 mgkg Number of animals: 5
Signs Hours Days
1 2 3 4 5 6 24 2 3 4 5 6 7 8 9 10 11 12 13 14

Normal 5 2 0 0 O 90 O o 0 o0 o 3 3 3 3 3 3 3 3 3
Movement

hypoactivity 3 4 4 4 3 3 3 3 3 3
Posture .

prone position 2
General condition

' clonic convulsion * 1 1 1

tremor _ I 1
Dead 1 1
Number of affected animals : 5 Number of recovered animals : 3 Mortality : 2 /5
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Table 2. -continued Clinical observation

Exp. No. 3655 (115 -088)

Sex: Female Dose level : 1690 mglkg Number of animals: 5
Signs Hours Days
1 2 3 5 6 24 2 3 4 10 11 12 13 14

Normal 4 1 0 0 0 O 0 0 0 0 1 1 1 1 1
Movement

hypoactivity 4 4 3 1 1 1 1 1 1
Posture

prone position 1 2
General condition

clonic convulsion 2 1 3

salivation 1 1 1
Dead 1 1 2
Number of affected animals : 5 Number of recovered animals : 1 Mortality : 4 /
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Exp. No. 3655 ( 115 - 088 )

Table 2. -continued Clinical observation
Sex: Female Dose level : 2197 mglkg Number of animals : 5
Signs Hours Days :
1 2 3 24 2 9 10 11 12 13 14
Normal 0O 0 o 0 0 i 1 1 1 1 1
Movement
hypoactivity. - 5 5 4 3 1 1 1 1
Posture ' ' '
i)rone position 1
General condition
clonic cdnYulsion 1 3 2
salivation 1 1 1 1
Dead ' 1 1 2
Number of affected animals : 5 Number of recovered animals : Mortality : 4 / 5
e

o

D
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Table 2. -continued Clinical observation

Exp. No. 3655 (115 - 088 )

2856 mgkg Number of animals: 5

Sex: Female Dose level :
Signs Hours Days
1 2 3 4 5 6 24 2 3 4 5 6 7 8 9 10 11 12 13 14

Normal 6o ¢ 0 0 O - - - - - - - - - . - - - - -
Movement

hypoactivity 5 5 5 4
Posture

prone position 2
General condition

clonic convulsion 5 4

salivation 2 2 2 2
Dead 2 3
Number of affected animals : 5 Number of recovered animals : 0 Mortality : 5 1/
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Table 3. Body weight

Exp. No. 3655 (115 -088 )

Sex : Male (unit; g)
Grou Dose level Animal Days after administration
P (mg/ke) ID-No. 0 7 14
1 1000 1101 183 256 325
1102 185 253 304
1103 196 273 336
1104 189 262 326
1105 199 290 ) 359
Mean + S.D. 190 + 7 267+ 15 330+ 20
2 1300 1201 177 245 296
o o 1202 186 (187) -
1203 186 270 305
1204 193 (187) -
1205 179 243 336
Mean £ S.D. - 184 6 253+ 15 312+ 21

( ):Body weight at death; Not included in calculation of mean body weight.
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Table 3. -continued Body weight

Exp. No.3655(115-088)

Sex : Male (unit: g)
Grou Dose level Animal Days after administration
o (ng/kg) ID-No. 0 7 14
3 1690 1301 175 167) -
1302 193 (178) -
1303 195 (189) -
1304 201 242 328
1305 200 (193) -
Mean + S.D. 193 + 10 242 328
4 2197 1401 185 (181) -
1402 188 243 305
1403 187 (185) -
1404 197 (192) -
1405 188 (166) -
Mean + S.D. 189+ 5 243 305

():Body weight at death; Not included in calculation of mean body weight.
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Exp. No. 3655 (115-088)

Table 3. -continued Body weight

Sex : Male (unit: g)
Dose level Animal Days after administration
Group .
C : (mg/kg) - ID-No.- : 0. - 7 14
5 2856 1501 197 (195) -
1502 193 (185) -
1503 188 ) (180) -
1504 196 (192) ' -
1505 202 (196) -
Mean + S.D, 195+ 5 - -

():Body weight at death; Not included in calculation of mean body weight.



Exp. No. 3655 (115 -088)

Table 3. -~continued Body weight

_IS_.

Sex : Female (unit: g)
Grou Dose level Animal Days after administration
roup (mg/kg) ID-No. '~ 0 7 14
6 1000 2101 139 179 202
2102 143 ‘ 179 200
2103 142 182 206
2104 148 ‘ 185 202
2105 148 183 205
Mean + S.D. 144+ 4 182+ 3 203+ 2
7 1300 2201 140 163 | 198
2202 140 (139) -
2203 142 172 189
2204 139 176 199
2205 147 (142) -
Mean £ S.D. 142+ 3 170 7 195+ 6

():Body weight at death; Not included in calculation of mean body weight.



Exp. No. 3655 (115-088)

Table 3. -continved Body weight

Sex : Female (unit: g)
Grou Dose level Animal Days after administration
P (mgfkg) ID-No. - 0 7 14
8 1690 2301 136 (136) -
" 2302 150 194 215
2303 141 (134) -
2304 144 (139) -
2305 146 (145) -
| Mean + S.D. 143£ 5 194 215
w
()
! 9 2197 2401 140 162 189
2402 153 (143) -
2403 140 (138) -
2404 144 (1349) -
2405 156 (153) -
Mean + S.D. 147+ 7 162 . 189

():Body weight at death; Not included in calculation of mean body weight.
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Exp. No. 3655 (115-088)

Table 3. -continued Body weight

Sex : Female

(unit:g)
Group Dose level Animal Days after administration
(mg/kg) ID-No. 0 7 14
10 2856 2501 130 (126) -
2502 140 (131) -
2503 149 (142) -
2504 147 (140) -
2505 149 (144) -

Mean < S.D. 143+ 8 - ' -

():Body weight at death; Not included in calculation of mean body weight.
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Table 4. Gross finding -

Exp. No. 3655 (115 -088)

Sex : Male Dose level ;: 1000 mg/kg

Animal . . Days after o

ID-No. Classification administration Organ Findings and comments
1101 Sacrificed 14 Normal
1102 Sacrificed 14 Normal
1103 Sacrificed 14 Normal
1104 Sacrificed 14 Normal
1105 Sacrificed 14 Normal

N
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Table 4. -continued Gross finding

Dose level : 1300 mg/kg

Exp. No. 3655 (115 - 088 )

Sex : Male
?1;3:11:1 Classification a dll):i)tllsisfri;tteign Organ Findings and comments
1201 Sacrificed 14 Normal
1202 Dead 1 Normal
1203 Sacrificed 14 Normal
1204 Dead 1 Normal
1205 Sacrificed 14 Normal




- 9¢ -

Table 4. -continued Gross finding

Exp. No. 3655 ( 115 - 088 )

Sex : Male Dose level : 1690 mg/kg

Animal . Days after o

ID-No. Classification administration Organ Findings and comments
1301 Dead 1 Normal

1302 Dead 1 Autolysis

1303 Dead 1 Normal

1304 Sacrificed 14 Normal

1305 ~ Dead 1 Normal

O O
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Table 4. -continued Gross finding

Exp. No. 3655 ( 115 -088)

Sex : Male Dose level : 2197 mg/kg
Animal P Days after L
lassifi

ID-No. Classification administration Organ Findings and comrpeuts
1401 Dead 1 Normal
1402 Sacrificed 14 Normal

1403 Dead 1 Normal
1404 [Dcad 1 Normal
1405 Dead -1

Autolysis
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Table 4. -continued Gross finding

Exp. No. 3655 (115 - 088 )

Sex : Male Dose level : 2856 mg/kg
Animal e Days after . .
lassificati
ID-No. Classification administration Organ Findings and comments
1501 Dead 1 Normal
1502 Dead 1 Normal
1503 Dead 1 _ Normal
11504 Dead 1 Normal
ISQ5 Dead 1 Normal
I
O O
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Table 4. -continued Gross finding

Sex : Female

Dose level : 1000 mg/kg

Exp. No. 3655(115-088)

Animal Classification Da-ys. afte'r Organ Findings and comments
ID-No. administration

2101 Sacrificed 14 Normal

2102 Sacrificed 14 Normal

2103 Sacrificed 14 Normal

2104 Sacrificed 14 Normal

2105 Sacrificed 14 Normal
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Table 4. -continued Gross finding

Sex : Female

Dose level : 1300 mglkg

Exp. No. 3655 (115 -088)

Animal

Days after

ID-No. Classification . administration Organ Findings and comments
2201 Sacrificed 14 Normal
2202 Dead 1 Normal
2203 Sacrificed 14 Normal
2204 Sac;iﬁcqq 14 Normal
2205 Dead "~ 1 Normal
VRN -
O @,
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Table 4. -continued Gross finding

Sex : Female

Dose level : 1690 mg/kg

Exp. No. 3655 ( 115 - 088 )

?1313331 Classification . dlx)rfijx(;s?::zron Organ Findings and comments
2301 Dead 1 Normal
2302 Sacrificed 14 Normal
2303 Dead 1 Normal
2304 Dead 1 Normal
2305 1 Normal

Dead




_ZT-;_

Table 4. -continued Gross finding

Sex : Female

Dose level : 2197 mg/kg

Exp. No. 3655 (115 -088)

?gfgzl Classification a dﬁﬁsﬂin Organ Findings and comments
2401 Sacrificed 14 Normal
2402 Dead 1 Normal
2403 Dead 1 Normal
2404 Dead 1 Normal
2405 Dead 1 Normal
s Y
() )
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Table 4. -continued Gross finding

Sex : Female

Dose level : 2856 mg/kg

Exp. No. 3655 ( 115 - 088 )

An;li;l:l Classification adljmiisisz.i;tzzn Organ Findings and comments
2501 Dead 1 Normal
2502 Dead 1 Normal
2503 Dead 1 Normal
2504 Dead 1 Normal
2505 Dead 1

Normal
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