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1. 29 (Summary)
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3. M2 U =Y (Materials & methods)
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4, Alg (Test method)
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45 EA X2
2 AgoME HZE C0o|E{0f CHef SPSS(Ver 19.0) &4 T2 1HE 0|&5I0 EAHANZE
SICH, MXA, Levene' s test® E&| S&M HEE = 0l &, one way ANOVA

AAHRAEM)E 83 20 & -5+ 25 R940

5. 21 (Results)

51 AlME 2 A= M (Table 1, 2 and Appendix 1, 2)

HE7I1Z B, MEEE FOHA 8t AdEE H old2d2 BEEA UL

—_

3} (Table 3, Appendix 3, 4)
HME sH 41, ZE SE0A FEH2 MESE7H7F #EE UL
A

5.3 84A A (Table 4, Appendix 5, 6)
HACS] FLEII0 st Sotd EE AL, AYHEE Fo #EE 0/d 70| HEFH
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6. & % ZE (Discussion & conclusion)
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8. Tables (Group summary)
Table 1. Mortality

Mortality

- Dose
® (mg/kg B.W.)
Male Female
0% 0%
G1 0
(0 /5?2 (0/5)
0% 0%
G2 500
(0/5) (0/5)
0% 0%
G3 1000
(0/5) (0/5)
0% 0%
G4 2000
(0/5) (0/5)
@ : No. of dead animals / No. of tested animals
Table 2. Clinical signs
Group (mq?l?qseB_W.) Sex Number of animal Clinical signs
Male 5 N
G1 0
Female 5 N
Male 3 N
G2 500
Female 5 N
Male b N
G3 1000
Female 5 N
Male 5 N
G4 2000
Female 5 N
N : Normal

Page 9 of 21
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Table 3. Body weight

Unit © g
3 Dose 5 Days after administration
roup ex
Mean 173.9 259.3 314 .4
Male 5.0, 4.0 9.7 17.2
N 5 5 5
i ¢ Mean 125.1 172.5 194.6
Female S.HL 3.0 4.1 8.0
N 5 5 5
Mean 173.8 260.0 315.1
Male S.D. 6.1 8.3 7.9
N 5 5 5
G2 a0 Mean 122.6 173.2 1975
Female S0 2.4 9.3 18.0
N 5 5 5
Mean 169.8 261.3 316.8
Male 5.0 5 5.7 5.2
N 5 5 5
G3 L Mean 1244 177.0 203.3
Female S.D. 2.9 9.4 13.1
N 5 5 5
Mean 175 258.3 308.2
Male S.D; 4.0 9.3 12.1
N 5 5 5
G4 2000 Mean 1216 172.7 206.7
Female S.D. 2.9 15.0 8.9
N 5 5 5
N : Number of animals, S.D. : Standard deviation
Table 4. Necropsy findings
Group
(mg/kg B.W.)
O G1 G2 G3 G4
PR (0) (500) (1000) (2000)
Male Female Male Female Male Female Male Female
Number of animals 5 5 5 5 5 5 5 5
Exismal  Nogess 5 5 5 5 5 5 5
findings findings
Internal No gross
findings findings . ) ) ) ; s > |

Page 10 of 21
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9. Appendices (individual data)

Appendix 1. Clinical signs of male rats

Dose Animal Hours after administration Days after

Group gl B M administration

05h th 2h 3h 4h 1 2 3 4

1101 N N N N N N N N N

1102 N N N N N N N N N

G1 0 1103 N N N N N N N N N
1104 N N N N N N N N N

1105 N N N N N N N N N

1201 N N N N N N N N N

1202 M N N N N N N N N

G2 500 1203 N N N N N N N N N
1204 N N N N N N N N N

1205 N N N N N N N N N

13017, H N N N N N N N N

1302 N N N N N N N N N

G3 1000 1308 N N N N N N N N N
1304 N N N N N N N N N

1305 N N N N N N N N N

1401 N N N N N N N N N

1402 N N N N N N N N N

G4 2000 1403 N N N N N N N N N
1404 N N N N N N N N N

1405 N N N N N N N N N

N : Normal

Page 11 of 21
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Appendix 1. (Continued)

e - Days after administration

(thup (mg/kg B.W.) number

(& 2]
(o]
~J

8 g 10 11 12 13 14

1101 N N N N N N N N N N

1102 N N N N N N N N N N

G1 0 1103 N N N N N N N N N N

1104 N N N N N N N N N N

11056 N N N N N N N N N N

1201 N o M N N N N N N N

1202 N N N N N N N N N N

G2 500 1203 N N N N N N N N N N

1204 N N N N N N N N N N

1205 N N N N N N N N N N

1301 N N N N N N N N N N

1302 N N N N N N N N N N

G3 1000 1303 RS EEE | S N N N N N

1304 N N N N N N N N N N

1305 N N N N N N N N N N

1401 N N N N N N N N N N

1402 NN N N N N N N N N

G4 2000 1403 N N N N N N N N N N

1404 N N N N N N N N N N

1405 N N N N N N N N N N

N : Normal
(End)
Page 12 of 21
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Appendix 2. Clinical signs of female rats

5 Dpaa Animal  Hours after administration a?ri?fns%sizsgn

b (mg/kg B.W.) number

0.5h th 2h 3h 4h 1 2 3 4

2101 N N N N N N N N N

2102 N N N N N N N N N

Gt 0 2103 N N N N N N N N N

2104 N N N N N N N N N

2105 N N N N N N N N N

2201 N N N N N N N N N

2202 N N N N N N N N N

G2 500 2208 .- N N N N N N N N N

2204 N N N N N N N N N

2205 N N N N N N N N N

2301 N N N N N N N N N

2302 N N N N N N N N N

G3 1000 2303 N N N N N N N N N

2304 N N N N N N N N N

2305 N N N N N N N N N

2401 N N N N N N N N N

2402 N N N N N N N N N

G4 2000 2403 N N N N N N N N N
2404 N N N N N N N N N
2405 N N N N N N N N N

N : Normal

Page 13 of 21
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Appendix 2. (Continued)

Dibss Al Days after administration

G
O (mg/kg BW) number ¢ & . ¢ g 10 11 12 13 14

2101 N N N N N N N N N N

2102 N N N N N N N N N N

G1 0 2103 N N N N N N N N N N

204 N N N N N N N N N N

2105 N N N N N N N N N N

2201 N N N N N N N N N N

2202 N N N N N N N N N N

G2 500 2203 N N N N N N N N N N

2204 N N N N N N N N N N

2205 N N N N N N N N N N

2301 N N N N N N N N N N

2302 N N N N N N N N N N

G3 1000 2303 N N N N N N N N N N

2304 N N N N N N N N N N

2305 N N N N N N N N N N

2401 N N N N N N N N N N

2402 N N N N N N N N N N

G4 2000 2403 N N N N N N N N N N

2404 N N N N N N N N N N

2405 N N N N N N N N N N

N : Normal

(End)
Page 14 of 21
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Appendix 3. Body weight of male rais

Unit @ g
—_— Dose No. Days after administration
(mg/kg B.W.) 0 7 14
1101 176.5 246.0 292.4
1102 178.3 270.1 336.9
1103 1722 267.4 323.0
G1 0 1104 168.0 257.7 318.4
1105 174.6 255.3 302.3
Mean 173.9 259.3 314.4
50 4.0 87 7.2
1201 180.9 271.9 326.9
1202 176.9 #51.5 315.1
1203 164.3 249.0 305.1
G2 500 1204 173.9 259.8 312.4
1205 172.9 262.0 316.1
Mean 173.8 260.0 315.1
S.0. 6.1 8.3 7.8
1301 163.8 257.6 309.2
1302 163.7 255.9 319.2
1303 178.8 269.2 323.1
G3 1000 1304 165.8 260.7 318.1
1305 177.0 263.1 314.5
Mean 169.8 261.3 316.8
50, 1.5 8. 5.2
1401 165.5 2438 291.4
1402 173.4 262.5 307.9
1403 167.0 254.9 304.3
G4 2000 1404 172.4 262.8 313.3
1405 174.2 267.7 324.3
Mean 170.5 258.3 308.2
S.D. 4.0 9.3 12.1

S.D. : Standard deviation
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Appendix 4. Body weight of female rats

Unit : g
. Dose No Days after administration
P (mg/kg B.W.) ' 0 7 14
2101 129.6 176.0 197.5
2102 122.4 1771 206.7
2103 120.6 169.9 191.6
G1 0 2104 127.8 172.5 185.4
2105 1253 167.2 191.8
Mean 125.1 172.5 194.6
5.0, 3.7 41 8.0
2201 120.5 161.7 170.7
2202 126.5 166.4 192.3
2203 123.0 183.6 219.3
G2 500 2204 122.0 173.2 199.4
2205 120.8 180.9 205.8
Mean 122.6 1132 197.5
S.D, 2.4 9.3 18.0
2301 121.4 177.0 202.0
2302 126.9 185.9 2117
2303 127.6 185.9 2141
G3 1000 2304 121.4 172.4 207.5
2305 124.5 163.7 181.4
Mean 124 4 177.0 203.3
S 1 2.9 94 13.1
2401 120.1 175.1 203.2
2402 121.5 186.0 219.1
2403 120.4 168.5 203.1
G4 2000 2404 119.2 149.2 196.2
2405 126.6 184.8 2118
Mean 121.6 172.7 206.7
S.D. 2.9 15.0 8.9

S.D. : Standard deviation

KTR:
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Appendix 5. Necropsy findings of male rats

Animal No. 1101  Group : G1 Dose : 0 mg/kg Zgg:;:i‘ . Day 14
External findings : No gross findings
Internal findings : No gross findings

r . . Terminal .

Animal No. 1102  Group : Gi Dose ©* 0 mag/kg saprifice t Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 1103 Group : G1 Dose : 0 mg/kg Zig:f'g . Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 1104 Group : G Dose : 0  mg/kg ZZ;’E;E‘E‘ : Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 1105 Group : Gl Dose : 0 mg/kg ?aazpiflincil : Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 1201  Group : G2 Dose : 500 mg/kg Zg[:rgf'fcae' : Day 14
External findings : No gross findings
Internal findings © No gross findings

Animal No. 1202 Group : G2 Dose : 500 mg/kg Zgg”r"f'l’lif : Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 1203  Group : G2 Dose : 500 mg/kg lzgz;::ael . Day 14
External findings : No gross findings
Internal findings : No gross findings

Ariiraal No. 1204 Group : G2 Dose : 500 mg/kg gg::;:"cae‘ . Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 1205 Group : G2 Dose : 500 mg/kg 22:2;:1‘:’: : Day 14

External findings :

Internal findings

No gross findings

: No gross findings

KOR
RESEAR
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Appendix 5. (Continued)

Terminal

Animal No. 1301 Group : G3 Dose : 1000 mg/kg sacrifice : Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 1302  Group : G3 Dose . 1000 mg/kg Zg;ﬁ;g . Day 14
External findings : No gross findings
Internal findings @ No gross findings

Animal No. 1303 Group : G3 Dose : 1000 mg/kg  orminal . pay g

sacrifice

External findings : No gross findings
Internal findings : No gross findings

Animal No. 1304  Group : G3 Dose : 1000 mg/kg Zgrcz};rcael : Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 1305 Group : G3 Dose : 1000 mg/kg hls:zrcTi;incae; : Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 1401 Group : G4 Dose : 2000 ma/kg EZ;’;‘E’ : Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 1402  Group : G4 Dose : 2000 mg/kg Zg;’:g‘g . Day 14
External findings : No gross findings
Internal findings ! No gross findings

Animal No. 1403  Group : G4 Dose : 2000 mg/kg Eggr:f'gae’ . Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 1404 Group : G4 Dose : 2000 mg/kg ;zg;gg . Day 14
External findings : No gross findings
Internal findings @ No gross findings

Animal No. 1405 Group : G4 Dose : 2000 mg/kg 12;:;3;62 . Day 14

External findings

Internal findings

No gross findings

* No gross findings
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Appendix 6. Necropsy findings of female rats
Animal No. 2101 Group : G1 Dose : Termrpai . Day
sacrifice
External findings : No gross findings
Internal findings : No gross findings
Animal Mo, 2102 Group : G1 Dose : Termindl -~ , ey
sacrifice
External findings : No gross findings
Internal findings @ No gross findings
Animal No. 2103 Group : G1 Dose : Termmal . Day
sacrifice
External findings : No gross findings
Internal findings : No gross findings
Animal No. 2104  Group : G1 Dose : Termlpal : Day
sacrifice
External findings : No gross findings
Internal findings : No gross findings
Animal No. 2105 Group : G1 Dose Term_lpal : Day
sacrifice
External findings : No gross findings
Internal findings : No gross findings
Animal No. 2201 Group : G2 Dose : i o
sacrifice
External findings : No gross findings
Internal findings : No gross findings
Animal No. 2202 Group : G2 Dose leminal . gy
sacrifice
External findings : No gross findings
Internal findings : No gross findings
: ; : Terminal ;
Animal No. 2203  Group : G2 Dose : surifice : Day
External findings : No gross findings
Internal findings : No gross findings
. i _ Terminal i
Animal No. 2204  Group : G2 Dose Moarm  Day
External findings : No gross findings
Internal findings : No gross findings
: : : Terminal .
Animal No. 2205  Group : G2 Dose - - . Day

External findings :
: No gross findings

Internal findings

No gross findings
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Appendix 6. (Continued)

Animal No. 2301 Group : G3 Dose : 1000 mg/kg ziﬁéir::ael . Day 14
External findings : No gross findings
Internal findings © No gross findings

: Termi ,

Animal No. 2302 Group : G3 Dose : 1000 mg/kg 32:::;38' . Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 2303  Group : G3 Dose : 1000 ma/kg lii}?f’;ae' : Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 2304 Group : G3 Dose : 1000 mg/kg Z‘;;’:f':‘cﬂ : Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 2305 Group : G3 Dose : 1000 ma/kg Zzg’zg‘;‘ : Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 2401  Group : G4 Dose : 2000 mg/kg ZZL?;E:E: . Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 2402  Group : G4 Dose @ 2000 mg/kg Zgg};:}? : Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 2403  Group : G4 Dose : 2000 mg/kg Zgg’:f':'cae' : Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 2404 Group : G4 Dose @ 2000 mg/kg g:rcn;fl.r:;ael . Day 14
External findings : No gross findings
Internal findings : No gross findings

Animal No. 2405 Group : G4 Dose : 2000 mg/kg zzggﬁ : Day 14

External findings :
. No gross findings

Internal findings

No gross findings
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RESEARCH IN
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10. Figure

Figure 1. Test substance
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