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ABSTRACT

The purpose of this study was to characterise the subacute toxic potency of i.v.

administered KHPC-005 and 006,

Few test compounds-related toxic effects were observed in body weight gain,

clinicat

signs. urinalysis, hematological parameters and serum biochemical values.
Gross necropsy and histopathology revealed no evidance specific toxicity,
Our data indicated that no-observed effect level of KHPC-005 and 006 were estimated

to be 10mg/kg and 4mg/kg in male rats,
respectively.
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Table 1. Urinalysis of male SD rats treated intraperitonially with 005 & 006 for 28 days (group summ-

ary).
GROUP SUMMARY OF URINALYSIS FINDING
control -
/16 1/6 1/2 05 e e 2
1) Nitrate - 11 11 11 11 11 11 10
+ 0 0 0 0 0 0 0
2) Urobilinogen 0.1 11 11 11 11 11 11 10
1.0 0 0 0 0 0 0 0
2.0 0 0 0 0 0 0 0
4.0 0 0 0 0 0 0 0
>8.0 0 0 0 0 0 0 0
3) Protein - 1 0 0 0 0 0 0
+/- 2 8 0 0 4 0 0
30 5 3 2 2 3 7 7
100 3 0 8 4 3
300 0 0 0 1 0 1 0
1000 0 0 0 0 0 0 0
4) pH 5.0 0 0 0 0 0 0 0
6.0 1 0 1 0 5 0 0
6.5 2 3 7 0 2 0 3
7.0 6 7 3 5 2 1 7
7.5 2 1 0 4 2 5 0
8.0 0 0 0 2 0 5 0
8.5 0 0 0 0 0 0 0
5) Occult - 1 0 0 0 0 0 0
Blood +/- 5 0 0 1 0 ¥} 0
+ 1 1 0 0 1 0 0
++ 2 6 > 6 6 2 1
+++ 2 4 6 4 4 9 9
6) Specific 1.000 0 0 0 0 0 0 0
gravity 1.005 0 0 0 0 0 0 0
1.010 0 0 0 0 0 0 0
1.015 7 0 0 [t 0 0 6
1.020 0 6 5 2 4 8 4
1.025 0 5 6 3 7 3 0
1.030 4 0 0 6 0 0 0
7) Ketone - 0 0 0 0 0 0 0
+/-5 2 0 0 0 8 0 0
15 7 5 7 4 3 0 0
40 2 6 4 7 0 3 0
80 0 0 0 0 0 3 3
160 0 0 0 0 0 0 7
8) Bilirubin — 11 11 11 11 11 11 11
+ 0 0 0 0 0 0 0
++ 0 0 0 Q0 0 0 0
+++5 0 0] 0 ¥} 0 0 0
9) Glucose - 11 11 11l 11 11 11 11
0. 0 0 0 0 0 0

o o
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Table 2. Urinalysis of female SD rats treated intraperitonially with 005 & 006 for 28 days (group summ-

ary).
GROUP SUMMARY OF URINALYSIS FINDING
control
1/16 1/6 1/2 005 1/16 1/6 1/2 006
1) Nitrate — 11 12 11 11 12 10 12
+ 0 0 0 0 0 0 0
2) Urobilinogen 0.1 11 12 10 11 12 10 12
1.0 0 0 1 0 0 0 0
2.0 0 0 0 0 0 0 0
4.0 0 0 0 0 0 0 0
>8.0 0 0 0 0 0 0 0
3) Protein - 0 1 6 6 3 0 1
+/- 3 1 0 3 0 0 0
30 5 1 3 2 6 4 5
100 3 8 2 8 3 6 4
300 0 1 0 0 0 0 2
1000 0 0 0 0 0 0 0
4) pH 5.0 0 0 0 0 0 0 0
6.0 2 1 0 0 0 0 0
6.5 0 2 0 1 0 0 1
7.0 3 2 0 1 2 0 1
7.5 0 0 6 3 3 8 2
8.0 2 3 1 4 4 2 2
8.5 4 4 4 2 3 0 6
5) Occult - 5 5 0 2 6 0 2
Blood +/- 5 1 1 1 0 0 0
+ 0 1 0 1 0 0 0
++ 0 4 6 6 3 3 1
+++ 1 1 4 1 3 7 9
6) Specific 1.000 0 0 0 0 0 0 0
gravity 1.005 0 0 0 0 0 0 0
1.010 0 0 0 0 0 0 0
1.015 1 1 1 0 1 3 2
1.020 1 2 4 4 6 7 10
1.025 2 0 2 2 3 0 0
1.030 7 9 4 5 2 0 0
7) Ketone - 0 1 1 7 0 0 2
+/-5 9 1 1 1 0 0 0
15 1 0 0 2 0 0 0
40 1 4 7 0 4 0 0
80 0 1 2 1 7 10 6
160 0 5 0 0 1 0 4
8) Bilirubin - 10 12 11 7 12 10 12
+ 0 0 0 4 0 0 0
++ 1 0 0 0 0 0 0
+++5 0 0 0 0 0 0 0
9) Glucose - 11 11 11 11 11 11 11
0.1 0 0 0 0 0 0 0
0.25 0 0 0 0 0 0 0
0.5 0 0 0 0 0 0 0
1.0 0 0 0 0 0 0 0
2.0 0 0 0 0 0 0 0
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Table 3. Hematological value of male SD rats treated intraperitonially with 005 & 006 for 28 days (group

summary).
Summary of Hematological Tests
WBC RBC HGb HCT MCV MCH MCHC PLT

(x10%) (x10°) (g/db) (%) (D) (pg) (g/db) (x10%
Control 9.643 7.508 13.954 39.990 53.200 18,754 35.300 561.000
+3.253 +2.122 +3.836 +11.419 £2.403 +0.904 +2.369 £190.694
005 1/16 7.626 7.897 14,920 46. 200 58.890 19. 000 32.330 553.500
LDy +4.576 +0.955 +1.268 +4.112 +4.774 +1.158 +1.355 +£128.615
1/6 8.653 6.972 14,020 42.730 61.530 20.260 32,900 650. 000
+2.417 +0.876 +1.028 +4.346 £3.976 +1.498 +£1.222 =+156.080
1/2 2.940 5.410 11.200 34.100 63.100 20.700 32,800 95.000
006 1/16 6.461 7.941 15,160 44.580 56.270 19.39 34,430 761,300
LDy +2.926 +1.369 +1.626 +7.225 +2,111 +2.614 +4.247 194,890
1/6 7.866 8.128 14.700 43,210 52.960 18. 100 34.230 581,100
+4,451 +1.207 +2.275 +7.599 +2.813 +1.114 +2.188 +£217,050
1/2 4,800 8.117 15.662 43,400 54.012 19.437 36.025 444 250
+5.546 +1.384 +2.155 +4,891 +3.829 +1.152 +£1.462 +108, 870

Table 4. Hematological value of
(group summary).

female SD rats treated

intraperitonially with 005 & 006 for 28 days

Summary of Hematological Tests

WBC RBC HGb HCT MCV MCH MCHC PLT

(x10% (x10%) (g/dl) (%) (f1) (pg) (g/dl) (x10%)
Control 11.975 6. 248 11.928 38.785 63. 285 19.057 30.441 496285
+5.418 +1.419 +2.862 +6.335 +7.554 +0.951 +4,208 +165.485
005 1/16 10,324 8.638 16,163 47,745 55.327 18.700 33.872 707.909
LD, +4.447 +0.639 +£1.135 +3.402 +2.488 +0.761 +1.451 =£160. 100
1/6 7.082 7.101 12,428 43.457 62,442 17.785 28.857 588. 000
+3.903 +0.723 +1.222 +4 884 +8.536 +0.679 +3.352 +£131.606
1/2 4.246 8.341 15,133 46.788 56. 066 18.166 32.433 839. 000
+2.832 +0.907 £1.500 +5.893 +2.100 +9,987 +1.524 +366,654
006 1/16 6.396 5.497 13.933 28,350 51,208 31.120 51.800 4036, 250
LD +5.743 +2.593 +1.492 +14 278 +7.840 +15.240 +21.969 £3727.158
1/6 6.635 7.006 12.800 39.616 56.561 18,100 32.366 842 500
+1.770 +0.508 £0.914 + 3,400 +2.407 +0.576 +1.036 +320.145
1/2 8.138 7.724 13.910 43.210 55. 840 18.020 32.290 508,220
+4.757 +0.770 +1,.462 +5.499 +2.330 +0.578 +1.012 +291.891
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o Frie} "HEF, ZAF, 3Y7)FY st

7kek 347199 Ravt FEHAA et (Table

5, 6).

8 BHABEE ZAl

KHPC-0059] 74+ %AAME 30mg/kg Fo2

Table 5. Differential leucocyte count of male SD rats treated intraperitonially with 005 & 006 for 28 days

(group summary).

Summary of Hematological Test

Neutrophil Lymphocytes Monocytes Eosiniphil Basophiles

(x10%) (x10% (x10%) (x10%) (x10%)

Control 2.055 6.560 0.438 0.161 0,087
+1.191 +2.304 +0. 455 +0.137 +0. 066

005 1/16 2.376 4,361 0.363 0. 105 0.064
LD +2,134 +2,759 +0.256 +0. 104 +0.055
1/6 3.749 3.846 0.523 0. 140 0,083

+2.430 +1.940 +0.340 +0.069 +0.049

1/2 0.090 2.400 0.030 0.010 0. 050

006 1/16 1.546 4,348 0.229 0.091 0.110
LD +1,102 +2.128 +0.192 +0.102 +0.190
1/6 1.619 5.548 0.217 0.088 0.079

+1.087 +3.261 +0.134 +0.075 +0. 065

1/2 3.168 1.341 0,118 0,036 0.033

+4,232 +1.285 +0.092 +0.063 +0.016

Table 6. Differential leucocyte count of female SD
days (group summary).

rats treated intraperitonially with 005 & 006 for 28

Summary of Hematological Test

Neutrophil Lymphocytes Monocytes Eosiniphil Basophiles

(x10%) (x10%) (x10%) (x10%) (x10%)

Control 3.077 7.055 0.707 0.144 0.037
+1.659 +3.194 +0.456 +0.155 +0.022

005 1/16 2.036 7.348 0.426 0.107 0.063
LD +1.296 +3.233 +0.214 +0.109 +0.036
1/6 2.131 4.155 0.378 0.065 0,042

+1.094 +2.755 +0.336 +0.041 +0.036

1/2 1.457 2.164 0.348 0.054 0.044

+1.570 +2.170 +0.684 +0.038 +0.055

006 1/16 1.410 4.238 0.363 0.125 0.270
LDy +1.346 +4.215 +0.368 +0.126 +0.448
1/6 2.803 3.161 0.271 0.071 0.091

+1.485 +0.841 +0.220 +0.038 +0.081

1/2 1.871 5.391 0.307 0.140 0.099

+0.880 +3.554 +0.259 +0.121 +0.070
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Table 7. Serum biochemical values of male SD rats treated intraperitonially with 005 & 006 for 28 days
(group summary).

Summary of Clinical Chemistry

ALT AST CHOL Glu Total Bili P’I;:tt;ln TG ALP Creatinine BUN ALB
Control 61,63 215.90 102.54 15.35 0.58 6.83 74,63 188,90 0.936  27.27 3.718
+15.72 £97.98 £22.86 +£23.83 +0.29 #0.35 +£37.64 +149.67 +0.143 +5.49 +0.235
005 1/16 101,81 232,17 79.14 140.63 0.55 6.39 73.14  186.50 0.974  22.40 3.441
LD +109.5 +90.00 +£22.70 £32.91 +£0.29 +£1.05 =£37.18 +9597 +£0.156 +7.30 =+0.562
1/6 191.20 386.25 87.40 153.00 0.78 7.08 96.89 270.00 1.010 33.70 3.605
+117.98 +71.33 #1750 22,06 +0.14 +0.60 +34.98 +98.42 +0.087 +6.16 +0.469
1/2 70 413 81 142 3.2 4.56 317 136 0.8 27 1.9
006 1/16 63.00 263.75 78.10 154,20 0.39 6.13 59.20 105,90 0.79 21.40 3.23
LDw +42.59 £60.64 15,11 +28.09 +£0.25 =+0.71 +39.16 +46.53 +0.13 +3.02 +0.40
1/6 53.90 22550 102.44 132.4 0.28 6.49 37.10 73.21 0.81 22.45 3.46
+23.52 £59.64 £20.53 +£24.24 +0.07 0.39 11,14 +16.94 +0.12 +10.31 +0.21
1/2 112.5 313.11 79.25 102.87 0.33 6.36 33,12 124.25 1.67 89.75 3.51
+58.70 +£97.90 £32.63 +56.89 +£0.10 +0.42 +1.34 +29.36 +2.61 +9.67 *0.40
Table 8. Serum biochemical values of female SD rats treated intraperitonially with 005 & 006 for 28 days
(group summary).
Summary of Clinical Chemistry
ALT AST CHOL Glu Total Bili pi o8l 76 ALP Creatinine BUN  ALB
Control 118.25 269,57 62.00 164.50 0,27 5.91 70,30 197.00 0.78 27.60 2.97
+108.59 +172.66 +22.28 +£70.90 +0.17 +0.43 £53.02 +43.,52 +0.18 +£5.55 +0.21
005 1/16 80,58 208.16 95.41 178.41 0.78 6.81 82.50  216.75 0.85 26.50 3.65
LDy +56.15 +85.64 £34.24 £32.57 +0.50 +0.78 +£39.61 +141.50 0,21 +3.80 =+0.33
1/6 73.00 169.27 72,916 139.16 0.45 6.47 62.83 215.08 0.85 25.33 3.23
+53.28 £50.36 +£20.00 +41.76 +0.24 +0.52 +21.77 £67.07 +£0.12 +6.02 +0.34
1/2 81.88 252.11 103.7 102.3 0.50 6.38 66.60 169.60 0.84 26.50 3.15
+70.80 +82.57 +£35.80 £20.14 +0.12 +0.62 £55.33 £95.15 +0.06 *11.22 +0.60
006 1/16 63.91 19425 81.25 181.16 6.63 6.39 79.66 191.75 0.87 27.91 3.40
LDu +26.52 +£74.14 £19.97 +29.01 +0.46 +0.49 +26.80 *+101.43 +0.08 +9.94 +0.28
1/6 79.62 226,00 87.66 180.22 1.36 6.96 127,00 314,00 0.91 26.55 3.53
+22.6 117,82 +£7.33 x16.06 =£0.60 +0.39 £2224 +94.44 +0.07 +£3.32 +0.20
1/2 82.22 210,22 103.55 130.77 0.52 6.19 66,11 196. 66 0.73 27,11 3.58
+22.70 +42.14 +£16.68 £37.31 +0.27 +0.38 +0.38 +52.64 +0.10 +3.33 0,12
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Table 9. Ophthalmoscopic findings of male SD rats treated intraperitonially with 005 & 006 for 28 days

(group summary).

Group Summary of Ophthalmoscopic findings

Control 005 006
1/16 1/6 1/2 1/16 1/6 1/2
No. of animals examined 11 11 11 11 11 11 11
No. of abnormalities detected 11 11 11 11 11 11 11

Table 10. Ophthalmoscopic findings of female SD rats treated intraperitonially with 005 & 006 for 28 days

(group summary).

Group Summary of Ophthalmoscopic findings

Control 005 006
1/16 1/6 1/2 1/16 1/6 1/2
No. of animals examined 12 12 12 12 12 12 12
No. of abnormalities detected 12 12 12 i2 12 12 12
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