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ABSTRACT

The general toxicological study of new platinum(ll) compounds, KHPC-002, KHPC-005

and KHPC-006 were investigated in rats.

The effects of these Pt(II) complexes on renal, hematopoietic and hepatic system in
rats showed lower toxicity compared with cisplatin. In the consideration of the maximal
dose of these Pt(IlI) complexes using in this experiment is 4-8 times higher than cisplatin,
these novel compounds will have the less general toxicity in vivo.
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Table 1. Body weight changes in male SD rats treated with platinium(II) complexes,

day 0 day 1 day 2 day 3 day 4
(%) (%) (%) (%) (%)
CDDP(7mg/kg) 100 95.2%1.4% 90.2+1.8" 86.6+1.6* 83.940.5*
A1({60mg/kg) 100 104.2+2.4 104.8+2.9 105.2%4.2 100,32.9
A2(30mg. kg) 100 101,7x1.1 101, 341.9* 100.7%+1.6* 100.1+2.7*
A3(15mg/kg) 100 100.610.6 101. 141, 2% 101.8%+1.7* 101.5+2.9*
B1(120mg/kg) 100 100.14+0.9 96.8+2. 4 94,1+2,5* 89.9+2.3*
B2(60mg/kg) 100 102.2+0.9 100,2+1,9* 100,7+£1,9* 94,442, 3
B3(30mg/kg) 100 101.9%+1.9 106.1%£1.9 105,14+1.8* 98.5+1.8"
C1(120mg/kg) 100 96.0+1.3" 90.0+3.2* 87.8+3.2° 86.7+2.7"
C2(60mg/kg) 100 103.8%1.7 104.6+2.2 103.4+1.9* 103.0%+1.9*
C3(30mg/kg) 100 103.7+1.2 103.1+1.8 105.44+1.0* 104,0%1.4
Control 100 103.1+1.2 107.342.0 112, 6+2.1 113.3+2.5
Values represent Mean+S.D. for ten rats.
* Significantly different from the control at P<0.05
Table 2. Levels of blood chemistry in male rats given with platinium(Il) complexes.
WBC(x10°4) RBC(x10%/4l) PLT(x10°/ ) HGB(g/dl) HCT (%)
CDDP 4,0%£0.2 6.54+0.40 168.5146.5" 13.2%+0.7 36.7+t2.4
Al 4.6+0.6 7.340.30* 683.7%+64, 1" 14,0%0,5 42,.8+1.5*
A2 7.0x1.6 7.94+0,20" 697.3+88.8* 15.2+0,3 37.8£3.7
A3 5.6+0.9 7.7+£0.40* 450,0%115,8° 15.1%+0.6* 42,9+£1.5"
B1 5.3%1.0 7.240,20" 881.44+74.8 14,240.3 41,5%0.9*
B2 5,940.9 7.6x0.10" 976.7+101.1 16.4+1.4" 42.94+0.7*
B3 4,9%0.9 7.5%+0.07" 842, 7+83.0 14,7%0.2 42.7+0,5*
C1 9.0%£1.3 7.410,12* 1377.0+89.3* 14,64+0.3 42.8+1.6*
C2 6.1%+0.1 7.7+£0,01* 1227.04+14.7* 15.1£0,2* 44,4403
C3 10,5+1,5* 7.5x0.04" 1255.8£55.3* 15,1£0.0* 29,0+£9.5*
Control 6.8%+1.5 6.4+0.24 925.0£63.1 14,3+£0.2 37.24+1.7

Values represent Mean+S.D. for ten rats.
* Significantly different from the control at P<0.05
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Table 3. Cell subpopulation of WBC present in blood of male rats given with platinium(Il).

Neut(%) Lymp(%) Mono(%) Eos(%) Baso(%)

CDDP 28.7+3.5* 56.3+7.9* 9.0x1.7* 0.41+0.30 1.440,8"
Al 24.6+4.0* 67.9+3.5* 2.5+£0.2 0.91+0.24 0.8+0.2*
A2 28.0+11.0 64.3£11.6 3.56%+1.1 0.8+0.20 0.8+0.3*
A3 22.4+4.9 67.5x7.1 6.7+3.9* 1.741.00 0.5%0,2"
B1 32.6£5.4 61.6+5.1 2.7%+0,2 0.6+0.10 0.4%+0.1*
B2 31,14, 2" 62.7+3.9 3.3+0.7 0.9+0.12 0.3+0,1*
B3 32.0+2.9 61, 8+£3.3 2.9+0.3 1.1+0.46 0.3+0, 1"
C1 33.2%+6.5" 57.5£5.6* 4.3£0.0* 0.54+0,15 0.240,1*
C2 24,2+5.4 69.94+4.8 2.5+x0.4 0.51+0.01 0.240.1*
C3 30.6+6.8 63.9+6.2 2.6x0.1 0.5%+0.25 0.2%+0,1*
Control 14.842.3 81.6+2.8 1.6x1.1 1.0+0.70 0.0+0.0

Values represent Mean+S.D. for ten rats.
* Significantly different from the control at P<0.05
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Tabled. Levels of serum biochemical indices in
male rats given with platinium(Il).
(Nephrotoxic parameters)

Group Creatinine(mg/dl) BUN(mg/dL)
CDhDP 1.7540.35* 70.0+19.0*
Al 0.811+0,01 18.34+0.5"
A2 0.8340.02 19.4+1.7
A3 0.87+0.02 18.7+0.9*
Bl 0.934+0.03° 20,3+1.3
B2 0.76x£0.13 24.3+2.7
B3 0.93+0.02* 21.442.3
Cl 1.0610.14* 36.0+10.0
C2 0.76+0.11 16.7+3.0*
C3 0.89+0.03* 18.040.8"

Control 0.63+0.11 24525

Values represent Mean+S.D. for ten rats.
* Significantly different from the control at P<
0.05
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Table 5. Levels of serum biochemical indices in male rats given with platinium(Il). (Hepatotoxic
parameters)
ALT(#/L) AST(#/L) Glu(mg/dl) Bili(mg/dl) ALP(#/L)
CDDP 58.0%15,0* 190.0+14,0 166.5+20.5" 0.55%0.05 262.0+114.0
Al 46.7+7.4* 125.1+10.7 117.6+£16.3 0.30%0. 068 230,9%£73.9
A2 50.0+7.9* 124,3+7.8* 127.11£9.3 0.34+0.06 247.1158.9
A3 43,7+5.8* 105.9:£5.5* 126,4+11.1 0.34%0.05 249.5%30.3
B1 37.8x1.1* 130.6+3.8 117.24+£10.3 0.37+£0.03 135.9+12.1
B2 36.3+2.6* 124,1+9.6 113.3+11.0 0.39%0.04 123.9+14.7
B3 38.9+3.3" 112,0%6.3" 126.9+9.5 0,39+0.03 146.7%+14.5
C1 36.6+4.0" 126.54+10.9° 104,.24+10.2 0,424+0.02 99.0%2.6*
C2 48.4+5.2* 123.7+7.6* 111.9+9.4 0.414+0.03 110.4 %11, 3*
C3 44.7+£2.9* 118.3%9.4° 134.9+15.5 0,37%0.05 165.41+26.1
Control 25,.7+2.4 164.4420.0 107.51+14.6 0.59+0. 14 239,0+97.4
Values represent Mean+S.D. for ten rats.
* Significantly different from the control at P<0.05
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