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—Alleviative effect of cis-Platin and Mitomycin C through
Combined Usage of Gamidaebo- Tang—
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Abstract—The water extract of Gamidaebo-Tang depressed the lethal toxicity of
cis-platin (45 uM/kg, s.c.) and mitomycin C (6 mg/kg, s.c.). Significant depression of
renal toxicity (indicated by an increased blood urea nitrogen value and creatinine value)
of cis-platin(35 uM/kg, s.c.) was observed in mice treated with Gamidaebo-Tang.
In rats treated with mitomycin C and Gamidaebo-Tang, the increased LDH activity
and reduced total protein and albumin contents by mitomycin C were significantly
depressed. The number of WBC was significantly increased in rats treated with
mitomycin C but in the rats treated with mitomycin C and Gamidaebo-Tang, the
number of WBC was increased and the hematocrit value and the number of RBC
and Hgb were significantly increased in the dose-dependent manner. Therefore, bone
marrow toxicity of mitomycin C in the rats treated with Gamidaebo-Tang was
depressed. In the end, alleviative effects of the side actions of cis-platin and mitomycin
C were acknowledged by combined usage of Gamidaebo-Tang and these anti-neoplastic
drugs.

Keywords—Gamidaebo- Tang « cis-platin » mitomycin C « combined usage - allevxatlve
effect « lethal toxicity » bone marrow
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Table 1. Effect of Gamidaebo-Tang on lethal
toxicity of cis-platin in mice

No. of survivors

Groups Dose mSurvival
(a/kg, — of cis-platin  rate

P 0 21 6 810 B
Control — 10 10 6 4 3 3 300
Sample 0.5 10 10 8 7 5 5 50.0
Sample L5 10 10 10 9 8 8 800

On day 0, cis-platin(45 xM/kg,
to mice.

Sample was administered to mice once a day for
7 days from day —2 to day 4,

s.c.) was injected
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Fig. 1. Effect of Gamidaebo-Tang on body weight
in mice
¢is-Platin(35 xM/kg, s.c.) was injected
to control and sample group. Samples were
administered p.o. to mice once a day for
10 days from day —5 to day 4.
## : Statistical significance compared with
normal group (p<{0.01).
* . Statistical siginificance compared with
control group (p<C0.05).
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Fig. 2. Effect of Gamidaebo-Tang on the
changes for 24 hrs in mice

cis-Platin(35 pM/kg, s.c.) was injected
to control and sample group. Samples were
administered p.o. to mice once a day for 10
days from day —5 to day 4.
##¢ - Statistical significance compared with

normal group (p<C0.001).
: Statistical siginificance compared with

control group (p<0.05).
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Fig. 3. BUN values of mice serum after injection
of cis-platin
cis-Platin(35 uM/kg, s.c.) was injected
to control and sample group. Samples were
administered p.o. to mice once a day for 10
days from day —5 to day 4.
### : Statistical siginificance compared with
normal group(p<{0. 001).
*# ; Statistical significance compared with
control group(*p<0.05 and **p<(Q,01).
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Table 1. Effect of Gamidaebo-Tang on lethal
toxicity of mitomycin C in rats

No. of survivors -
Groups Dose fDawys—Efiér—iEje?t_iaﬁ— Survival
of mitomycin C rate

(g/kg,
po) 012 3 45 67 (%)
_Control — 8 88 8 6 4 3 3 3.5
Sample 0.5 8 878 8 7 6 5 5 625
Sample 1.5 8 8 8 8 77:7 7 7 815

s
Cn day 0, mitomycin C(6 mg/kg, s.c.) was injected
to rats.
Sample was administered to rats once a day for
10 days from day —3 to day 6.
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Fig. 4. Creatinine values of mice serum after
injection of cis-platin
cis-Platin(35 pM/kg, s.c.) was injected
to control and sample group. Samples were
administered p.o. to mice once a day for 10
days from day —5 to day 4.
##% : Statistical significance compared with
normal group (p<{0.001).
% : Statistical siginificance compared with
control group (p<0.01).
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Table III, Effect of Gamidaebo-Tang on the blood analyses in rats treated with mitomycin C (N=5)

Sample
Groups Normal Control —
1.5¢g/kg 0.5g/kg

GOT (U 25020, 15 25547, 4 274, 4-£23. 87 222410, 86%
GPT (IU) 5011, 86 64. 84-30. 96 58. 1-10. 34 49,8+ 9,22
LDH (1U) 2,462+39.6 2,990-£70, 2### 2,823+115, 1 2, 715467, 7*
ALP (I0) 312+ 3.56 27046. 67 360.3 +36.42  +331.4 +33.85
BUN (mg/dl) 15.3 = 0.72 15.6 + 0.54 14,14 & 0.95 15.6 £ 1.04
Creatinine (mg/dl) 0.3 =+ 0.02 0.28% 0.02 0. 286+ 0.013 0.24:& @02
T-Protein (mg/dl) 7.13% 0.15 6,74+ 0.09 7.83 = 0,27 7.22+ 0.28
Albumin (mg/dl) 2,8 % 0,01 2,22+ 0,14%% 2.29 =+ 0.09 2,38+ 0.186

a) : Mean+S.E.

¥ : Statistical significance compared with normal group (*%; p<{0.01, #**; p<{0.001).
%  Statistical significance compared with control group(p<0. 05).

Mitomycin C(3 mg/kg, s.c.) was injected to control and sample groups.

Samples were administered p.o. to rats once a day for 10 days from day —3 to day 6.

Table 1V, Effects of Gamidacbo-Tang on the hematology of rats treated with mitomycin C (N=5)

Sample
Groups Normal Control
1.5g/kg 0.5g/kg
WBC (x10% 30. 64:£2. 55 16.6 =+1.68%# 22,24 +3.20 17.68 +2.76%
RBC (x10% 5.73:+0.26 5. 754+0. 25 6. 6580, 15* 6.49 +0.18
Hgb (g/dl) 12,9440, 278 12.3 +0.46 14,06 =£0.23* 13. 3750, 316
Het (%) 36.8 =0.99 34,42 +1.01 38. 88 +0.71% 37.05 *0. 856

a) : Mean+S.E.

## | Statistical significance compared with normal group(p<0.01).

% . Statistical significance compared with control group (¥; p<0.05, **; p<0.01).
Mitomycin C (3 mg/kg, s.c.) was injected to control and sample groups.

Samples were administered p.o. to rats once a day for 10 days from day —3 to day 6.
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Fig. 5. Effect of Gamidacbo-Tang on body weight
in rats
Mitomycin C(3mg/kg, s.c.) was injected
to control and sample groups. Samples were
administered p.o. to rats once a day for 10
days from day —3 to day 6.
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