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Table 1. Feeding condition for Rat
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Contral Male 5 1~5 10 0
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Table 2. Feeding condition for Beagle Dog

23534 SH21-B9) A=) Beagle Aol it &3] ATF B4y

T k! FEF(H) Tes Fo{%Hmg/kg)
Gl Male 2 1~2 150
Female 2 7~8 150
G2 Male 2 3~4 300
Female 2 9~10 300
G3 Male 2 5~6* 600
Female 2 11~12 600
% 68 SEBE Fof JUo) RS $Bo AA2AE ¥ U TF 52 o[ 434b0] B2slo] AYBLE FoiiA g

39714 AP} 38F40] BAHA shob AgelA Asisgin

m. 2a g O
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Table 3. Mortality of male rats in the single dose toxicity (group summary)

Male

Number of Death

Dose No. Dead/

(mg/kg) | No. Dosed Days after Dosing

0! 1|2 ]|3({4|5|6{7 /(819 (10]|11]12]13]14 |MLD Value

0 0/5 olo6fojo0y0jo0ojo0ojO0|O0[0|OjO0O[O0OfO0]O
2,000 0/5 0ojofojoyojojo0o|0|0| 0|0 0(0]0]0
5,000 0/5 otojojojojojojojojojojofoyjolo >5,000

Table 4. 'Mortality of female rats in the single dose toxicity {group summary)

Female

Number of Death

Dose No. Dead/

Days after Dosing
(mg/kg) | No. Dosed

o1 t2|3|4(5]6|7|8(9]10[11|12]13]14|LD50 Value

0 o5 |0jO0jy0f0|OjO|[O]|O|O]O]O]OJO0O}]O00

2,000 0/5 oloj1]oflololofo]jojolo]o|o]o]o

5,000 o5 |00 |t1jo|o0fojOfOjJO]JO]O]O 0|00 385710
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Table 5. Incidence of clinical signs of male rats in the single dose toxicity(group summary)

Male
Dose Level (mg/kg)

Day Sign Observe
0 2,000 5,000
0 Appears norma 5/5% 5/5 5/5
Staining around mouth 0/5 1/5 2/5
1 Diarrhea 0/5 0/5 1/5
Appears normal 5/5 4/5 3/5
Staining around mouth 0/5 1/5 2/5
2 Diarrhea 0/5 0/5 1/5
Appears normal 0/5 4/5 3/5
3 Appears normal 5/5 5/5 » 515
4 Appears normal 515 5/5 5/5
5 Appears normal 515 515 5/5
6 Appears normal ‘ 5/5 5/5 5/5
7 Appears normal 5/5 5/5 5/5
8 Appears normal 5/5 5/5 5/5
9 Appears normal 5/5 575 575
10 Appears normal 5/5 5/5 5/5
11 Appears normal 515 515 515
12 Appears normal 515 5/5 5/5
13 Appears normal 5/5 5/5 5/5
14 Appears normal 5/5 5/5 ’ 5/5

*: Number of animals with the sign/Number of animals examined
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Table 6. Incidence of clinical signs of female rats in the single dose toxicity(group summary)

Female
Dose Level (mg/kg)
Day Sign Observe

0 2,000 5,000

0 Appears norma 5/5% 5/5 5/5

Staining around mouth 0/5 1/5 5/5

1 Red tear 0/5 0/5 1/5

Appears normal 5/5 4/5 0/5

Death 0/5 1/5 1/5

2 Staining around mouth 0/5 0/5 4/5

Appears normal 0/5 4/5 3/5

3 Appears normal 5/5 4/4 4/4

4 Appears normal 5/5 4/4 : 4/4

5 Appears normal 5/5 4/4 4/4

6 Appears normal 5/5 4/4 4/4

7 Appears normal 5/5 4/4 4/4
8 Appears normal 5/5 4/4 4/4 -

9 Appears normal 5/5 4/4 4/4

10 Appears normal 5/5 4/4 4/4

11 Appears normal 5/5 4/4 4/4

12 Appears normal 5/5 4/4 4/4

13 Appears normal 5/5 4/4 4/4

14 Appears normal 5/5 4/4 4/4

*. Number of animals with the sign/Number of animals examined
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E4UA SH21-B A= Beagle A i ©3) A5 EQ4y

Table 7. Body weights of males in the single dose toxicity (group summary)

Male
Dose Body Weights(g)
(mg/kg) | ANIMAL # 0 day 1 day 3 day 7 day 14 day Gain
1 259.92 279.78 291.56 326.85 356.61 96.69
2 260.32 271.21 290.2 317.82 353.07 92.75
3 258.71 284.38 292.62 323.02 356.25 97.54
0 4 261.78 290.33 300.66 333.08 369.04 107.26
5 261.30 291.72 306.69 348.17 385.00 123.70
MEAN 260.41 284.68 296.35 329.79 363.99 103.59
S.D. 1.205 6.352 7.074 11.688 13.234 12.446
N 5 5 5 5 5 5
Dose Body Weights(g)
(mg/kg) | ANIMAL # 0 day 1 day 3 day 7 day 14 day Gain
6 261.84 271.05 296.13 333.09 372.98 111.14
7 261.26 271.15 293.14 320.18 336.40 75.14
8 261.07 268.46 284.19 314.70 343.33 82.26
2,000 9 265.76 240.33 229.84 298.79 365.33 99.57
10 261.03 274.27 293.14 334.66 392.12 131.09
MEAN 262.19 267.45 279.29 320.28 362.03 99.84
S.D. 2.021 15.567 28.002 14.696 22.599 22.492
N 5 5 5 5 5 5
Dose Body Weights(g)
(mg/kg) | ANIMAL # 0 day 1 day 3 day 7 day 14 day Gain
11 269.06 283.58 295.91 339.87 382.19 113.13
12 262.97 273.04 288.41 324.77 367.68 104.71
13 262.38 272.35 279.84 323.00 365.53 103.15
5,000 14 265.83 248.85 242.38 301.80 346.13 80.30
15 261.49 261.53 27947 316.32 367.38 105.89
MEAN 264.35 267.87 277.2 321.15 365.78 101.44
S.D. 3.096 13.187 20.617 13.827 12.861 12.419
N 5 5 5 5 5 5
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Table 8. Body weights of females in the single dose toxicity {group summary)

Female
Dose Body Weights(g)
(mg/kg) ANIMAL # 0 day 1 day 3 day 7 day 14 day Gain
16 185.86 200.97 213.88 235.86 245.34 59.48
17 185.18 200.73 200.88 218.25 244.84 59.66
18 184.66 199.34 209.87 238.09 260.70 76.04
. 19 176.48 185.38 192.07 206.75 228.01 51.53
20 175.64 189.68 187.85 198.93 217.57 41.93
MEAN 181.56 195.22 200.91 219.58 239.29 57.73
S.D. 5.051 7.210 11.149 17.324 16.769 12.551
N 5 5 5 5 5 5
Dose Body Weights(g)
(mghkg) | ANIMAL # 0 day 1 day 3 day 7 day 14 day Gain
21 183.35 192.71 199.39 213.64 230.56 47.21
22 179.77 188.11 188.58 204.04 222.33 42.56
23 182.72 164.83 - - - -
2,000 24 171.86 180.33 190.12 195.59 212.63 40.77
25 189.4 196.05 198.95 213.76 229.29 39.89
MEAN 181.42 184.41 194.26 206.76 223.7 42.61
S.D. 6.388 12.431 5.707 8.727 8.22 3.263
N 5 5 4 4 4 4
Dose Body Weights(g)
(mg/kg) | ANIMAL # 0 day 1 day 3 day 7 day 14 day Gain
26 185.04 182.25 196.79 225.99 249.91 64.87
27 174.77 156.52 - - - -
28 174.98 173.27 182.47 205.04 227.65 52.67
5000 29 181.42 176.27 199.41 221.41 238.94 57.52
30 180.05 184.22 191.42 215.51 230.96 50.91
MEAN 179.25 174.51 192.52 216.99 236.87 56.49
S.D. 4393 10.983 7.481 9.047 9.904 6.245
N 5 5 4 4 4 4
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RA%7A(Table 9, 10)

BALANA $7 2,000me/ke FHT A5 Fol
A A4 v (Red spots), 2 34 1HH(Pale gray
spots) D #= 189 $1547(Atophy)ol 47 13
¥ = 5,000mg/ke F174 BF HelA 4
A WA (Dark red spots)o] 33 X B 34 ukAo]
19 BEER PRAAE F9A Folze) A
wlollA oA b (Dark red spots)¥ - 3|4 by

E3habiba) SH21-B2] P91 Beagle Aol AT 93] AR S48

o] 7} 124 BRI 2,000ng/ ke FATNE F
9] A A wie] 13 A=t 5,000me/kg Fof
FAME slollA L34 wiAlo] 29 W FA1 1A
A ukAo] 18] WAk APTEES] AL NA
= 99| YA Mx(Dark red), $19] AHER AF(Test
article stasis)®} 712 AFH(Gas stasis) ¥ 3] 7kx A
52 Q13 Sfdj(Enlargement)$} 2K Weakness)©] &
T FUsHA FEE gl

Table 9. Gross findings of males in the single dose toxicity(group summary)

Male
Dose Gross Observation Frequency

(mg/kg) Location [ Gross Findings
0 No gross findings 5/5*
No gross| findings 2/5
Lung Red spots 1/5
2,000 Pale gray spots 1/5
Testis | Atrophy(Left) 1/5
No gross findings 1/5
5,000 Lung } Dark red spots 3/5
Pale gray spots 1/5

*: Number of animals with the sign/Number of animals examined

Table 10. Gross findings of females in the single dose toxicity(group summary)

Female
Dose Gross Observation Frequency

(mg/kg) Location | Gross Findings
No gross findings 3/5%
0 Lung Dark red spots 1/5
Pale gray spots 1/5
No gross findings 3/4

2,000

Thymus | Dark red spots 1/4
No gross findings 2/4
5,000 Lung Pale gray spots 2/4
Thymus Dark red spots 1/4

*: Number of animals with the sign/Number of animals examined
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2. Beagle A= 0I3%t 8| Z750{ SHAIY
AgEE R H2AMF(Table 11, 12)

A AR F2t AR WEEA dsi) ule)
A F 2 600mg/kgS AE3E Aow waE
ek

AnkZ3(Table 13, 14)

Ak el A WA AP EAS Foof o3t S4
L BoE 347 ol WA :F-E(vomltmg)%— o)
Aot TE S HF wEE By 7o A%
600mg/kg FoAFolA Fo9F 347k 19}e] 5 19}
gol A WA At ¢S AS- 600mg/kg FoI7e]
A FoAF 3A A 10}, 4417 1ufe]ol A 7
A 300mg/kg FATNA FAF 3AH < 2
vie] 5 vl S B ARE Wle
(anorexia)=  FA0] AFHJEH FA9 AS
600mg/kg FofTollA Fof AURE 4UH Aol 1
v}l A, 300mg/kg FeITolA Fof e 19}e] @
150mg/kg FATAIA Fof elala} 22dmjeli= 2v)e)
ErolA 222 349 54 Aol 1ue]ellA]
bzt o] 3 114l 1ule]efl A B2 I gl
73F 600mgkg FoTollA] Fof olole] 2ule] B
3989 1u}E]ol A BRE AT 300mg/kg Tl FolA
L Eo] ooldE] 2 4d5] 2 7URle] 27} (mfE]e)
A A= Q) 150mg/kg FAFNA = Fo9F o
58 345 9 59Aol 47 1uleelld] #EE I 1
ol 28 248 B 709 B4 300mgkg F
T-olA FoiE 1dRel A "—‘,"?‘;(mucous stool)o| 1u}e]
oA T 0] AL 600mg/kg FTolA
A% 1497 FE7} B2 AT
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Table 11. Mortality of male dogs in the single dose toxicity (group summary)

Male

Number of Death

Dose No. Dead/

Days after Dosing

(mg/kg) |No. Dosed . MLD
0 1 2 3 4 5 6 7 8~14 Value
' ‘ (mg/kg)
150 02 0 0 0 0 0 0 0 0 0
300 0/2 0 0 0 0 0 0 0 0 0 600 1
600 0/1 0 0 0 0 0 0 0 0 0
Table 12. Mortality of female dogs in the single dose toxicity {group summary)
Female
Number of Death
‘ Days after Dosing
Dose No. Dead/
(mg/kg) |No. Dosed MLD
0 1 2 3 4 5 6 7 8~14 Value
' (mg/kg)
150 012 0 0 0 0 0 0 0 ] 0
300 0/2 0 0 0 0 0 0 ] 0 0 600 1

600 0/1 0 0 0 0 0 0 0 0 0
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Table 13. Incidence of clinical signs of male dogs in the singie dose toxicity {group summary)

Male
Dose Level(mg/kg)

Day Sign Observed
150 300 600
Appears normal 2 v/ 01
’ Vomiting 0/2 0/2 1/1
Appears normal 0/2 1/2 0/1
1 Anorexia 2/2 172 11
Mucous stool 072 1/2 0/1
Appears normal 0/2 212 0/1
’ Anorexia 272 0/2 1/1
Appears normal 1/2 2/2 11
’ Anorexia 1/2 0/2 0/1
Appears normal 1/2 212 0/1
) Anorexia 1/2 072 - 11
Appears normal 1z 22 1/1
’ Anorexia 1/2 2/2 1/1
6 Appears normal 272 2/2 1/1
7 Appears normal : 212 212 | 111
8 Appears normal 2/2 2/2 111
9 Appears normal 212 212 11
10 Appears normal 2/2 2/2 1/1
Appears normal 172 272 /1
H Anorexia 172 22 1/1
12 Appears normal 2/2 272 1/1
13 Appears normal 2/2 212 1/1
14 Appears normal 2/2 212 1/1

*: Number of animals with the sign/Number of animals examine .
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Table 14. Incidence of clinical signs of female dogs in the single dose toxicity {group summary)

Female
Dose Level(mg/kg) -
Day Sign Observed :
150 300 600
Appears normal 2/2% 1/2 072
’ Vomiﬁng 0/2 1/2 212
Appears normal 172 12 0/2 |
! Anorexia 172 1/2 212
Appears normal 1/2 172 212
? Anorexia 1/2 1/2 0/2
Appears normal 172 212 12
’ Anorexia 1/2 0/2 . 12
Appears normal 212 172 2/2
* Anorexia 0/2 1/2 0/2
Appears normal 1n 2/2 212
’ Anorexia 172 0/2 0/2
6 Appears normal 212 2/2 -2
Appears normal 2/2 1/2 22
! Anorexia 072 12 0/2
8 Appears normal 2/2 212 22
9 Appears normal 2/2 212 212
10 Appears normal 212 22 212
11 » Appears normal 2/2 2/2 212
12 Appears normal 22 2/2 21
13 Appears normal 2/2 2/2 22
Appears normal 2/2 272 172
a Vomiting 0/2 0/2 1/2

*: Number of animals with the sign/Number of animals examine
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A FHsH(Table 15, 16)

A3t 29 29300 L 150mg/kg £
oA FAF 3dAIA) BEAFY ZI)0A) 2=
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BAAZA(Table 17, 18)

FAEANN £ 300mg/kg FIFY 1940l A
ol A A whH(dark red spots)©] 131, 600mg/kg 5
ATNA 25 sG] L7} FWBz2 Hskright
gray discoloration)® Zo] T&s]9ic}.

ks
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H}%L‘% A o FALAE slgi B A
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Table 15. Body weights of males in the single dose toxicity (group summary)

Male
Dose Body Weights(kg)
(mg/kg) Animal # lO day 1 day 3 day 7 day 14 day Gain
1 7.476 7.206 7.408 7.943 8.501 1.025
2 7.146 6.870 6.806 7.137 7.755 0.609
150 MEAN 7.310 7.040 7.110 7.540 8.130 1 0.820
S.D. 0.233 0.238 0.426 0.570 0.528 0.294
N 2 2 2 2 2 2
Dose Body Weights(kg)
(mg/kg) | Animal # | 0 day 1 day 3 day 7 day 14 day Gain
3 7.805 7.844 7.619 8.056 8.312 0.507
4 6.969 6.573 6.937 7.135 7.517 0.548
300 MEAN 7.390 7.210 7.280 7,600 7.910 0.530
$.D. 0.591 0.899 0.482 0.651 0.562 0.029
N 2 2 2 2 2 2
Dose Body Weights(kg)
(mg/kg) Animal # 0 day 1 day 3 day 7 day 14 day Gain
5 7.478 7.606 7.510 7.832 8.178 0.700
MEAN 7.480 7.610 7.510 7.830 8.180 0.700
600
S.D. - - - - - -
N | 1 1 1 1 1
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Table 16. Body weights of females in the single dose toxicity (group summary)

Female
Dose Body Weights(kg)
(mg/ke) Animal # 0 day 1 day 3 day 7 day 14 day Gain
7 7.408 7.884 7.915 8.159 8.587 1.179
8 6.016 - 5871 6.073 6.400 7.197 1.181
150 MEAN 6.710 6.880 6.990 7.280 7.890 1.180
S.D. 0.984 1.423 1.302 1.244 0.983 0.001
N 2 2 2 2 2 2
Dose Body Weights(kg)
(mg/kg) Animal # 0 day 1 day 3 day 7 day 14 day Gain
9 6.771 7.186 7.096 7.424 7.881 1.110
10 6.079 6.088 6.260 6.621 7.369 1.290
300 MEAN 6.430 6.640 6.680 7.020 7.630 1.200
S.D. 0.489 0.776 0.591 0.568 0.362 0.127
N 2 2 2 2 2 2
Dose Body Weights(kg)
(mg/kg) Animal # 0 day 1 day 3 day 7 day 14 day Gain
11 6.757 6.341 6.415 6.486 6.629 -0.128
12 6.201 5.948 6.305 6.564 6.819 0.618
600 MEAN 6.480 6.140 6.360 6.530 6.720 0.250
S.D. 0.393 0.278 0.078 0.055 0.134 0.528
N 2 2 2 2 2 2
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Table 17. Gross findings of males in the single dose toxicity (group summary)

Male
Dose Gross Observation Frequency
(mg/kg) Location Gross Findings Death Survivors
150 No Gross Findings 0/0* 212
300 Lung Dark-red spots 0/0 12
600 Lung Grayish white discoloration 0/0 11
*: Number of animals with the sign/Number of animals examined
Table 18. Gross findings of females in the single dose toxicity (group summary)
Female
Dose Gross Observation Frequency
(mg/kg) Location Gross Findings Death Survivors
150 No Gross Findings 0/0% 2/2
300 No Gross Findings 0/0 212
600 * No Gross Findings 0/0 202

*: Number of animals with the sign/Number of animals
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