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1. Objectives
The aim of this study is data analysis for acute toxicity and safety of Yangkyuksanhwa-tang.

2. Methods

We investigated the acute toxicity for water-extracted Yangkyuksanhwa-tang. 25 male and 25 female mice were
observed for 14 days after one day oral administration of Yangkyuksanhwa-tang at the respective doses of O(control
group), 2560, 3200, 4000 and 5000 mg/ke.

3. Results
We observed survival rates, general toxicity, change of body weight and autopsy.

4. Conclusions

The data confirmed that Yangkyuksanhwa-tang is free from the toxicity and safety problems in oral route
respectively. Compared with the control group, we could not find any toxic alteration in all treated groups(2560,
3200, 4000 and 5000 mg/kg). In conclusion, LD5S0 of Yangkyuksanhwa-tang was over 5000 mg/kg and it is very
safe to mice.
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Table 1. Prescription of Yangkyuksanhwa-tang.
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Crude drugs Crude drug ratio (%) Purchase place Source
e Steamed Rehmannia Root 16.6 Omniherb Korea
PR Lonicerae Caulis 16.6 HMAX Korea
e Forsythia Fruit 166 HMAX Korea
LE T Gardenia Fruit 83 HMAX China
i) Mentha Herb 83 HMAX Korea
HIBE Anemarrhena Rhizome 83 HMAX Korea
par=1 Gypsum 83 HMAX China
B Saposhnikovia Root 83 HMAX Korea
TR Schizonepeta Spike 83 Omniherb Korea




>
ol
1
to

Table 2. Experimental Groups.
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Sex Groups Number of animals No. Volume of medication (ml/kg) Dose (mg/ke)
C 5 1~5 10 0
T1 5 6~10 10 2560
Male T2 5 11~15 10 3200
T3 5 16~20 10 4000
T4 5 21~25 10 5000
C 5 26~30 10 0
T1 5 31~35 10 2560
Female T2 5 36~40 10 3200
T3 5 41~45 10 4000
T4 5 46~50 10 5000
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Table 3. Mortality of Male and Female ICR Mice treated orally with Yangkyuksanhwa—tang.

Days after treatment

Sex Dose (mg/kg) Final Mortality LD50 (mg/kg)
0 1 3 7 14
C Vehicle 0/5% 0/5 0/5 0/5 0/5 0/5 0/5
Tl 2560 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Male T2 3200 0/5 0/5 0/5 0/5 0/5 0/5 0/5
T3 4000 0/5 0/5 0/5 0/5 0/5 0/5 0/5
T4 5000 0/5 0/5 0/5 0/5 0/5 0/5 0/5
C Vehicle 0/5 0/5 0/5 0/5 0/5 0/5 0/5
T1 2560 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Female T2 3200 0/5 0/5 0/5 0/5 0/5 0/5 0/5
T3 4000 0/5 0/5 0/5 0/5 0/5 0/5 0/5
T4 5000 0/5 0/5 0/5 0/5 0/5 0/5 0/5

*Values are expressed as number of dead animals/number of animals examined.

1 2 3 <

Figure 1. Mean body weight changes of male ICR mouse orally treated with Yangkyuksanhwa-tang(**p<0.01).

C; Control group, T1; Extraction of Yangkyuksanhwa-tang 2560mg/ke(day) medication group, T2; Extraction of
Yangkyuksanhwa-tang 3200me/ke(day) medication group, T3; Extraction of Yangkyuksanhwa-tang 4000mg/ke(day) medication
group, T4; Extraction of Yangkyuksanhwa-tang 5000me/ke(day) medication group.
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Figure 2. Mean body weight changes of female ICR mouse orally treated with Yangkyuksanhwa—tang(**p<0.01).

C; Control group, T1; Extraction of Yangkyuksanhwa-tang 2560mg/ke(day) medication group, T2, Extraction of
Yangkyuksanhwa-tang 3200me/ke(day) medication group, T3; Extraction of Yangkyuksanhwa-tang 4000mg/ke(day) medication
group, T4; Extraction of Yangkyuksanhwa-tang 5000me/ke(day) medication group.
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Table 4. Clinical Signs in Male and Female ICR Mice treated orally with Yangkyuksanhwa-tang.

Dose Signs
Sex (ng/k®)  Loss of Fur Diarhea  Polyuia  Soft Stool Decreased Motor Activiy  Tremor  Edema
C  Veide 05 055 o5 o5 05 o5 o5
TI 2560 055 055 o5 o5 o5 o5 o5
Mle T2 3200 o5 05 o5 o5 055 o5 o5
5 4000 055 o5 o5 o5 05 o5 o5
T4 5000 055 055 o5 o5 o5 o5 o5
C  Vehide 05 055 o5 o5 055 o5 o5
TI 2560 o5 05 o5 o5 055 o5 o5
Female T2 3200 055 o5 o5 o5 05 o5 o5
5 4000 055 055 o5 o5 o5 o5 o5
T4 5000 o5 05 o5 o5 055 o5 o5

*Values are expressed as number of animals with the sign/number of animals examined.
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Table 5. Autopsy finding in ICR Mouse orally treated with Yangkyuksanhwa-tang.

Dose (mg/kg) C (Vehicle) T1 (2560) T2 (3200) T3 (4000 T4 (5000)
Organssex male female male female male fermale male fermale male female
Liver 0/5% 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Heart 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Spleen 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Lung 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Kidney 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Stomach 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 05

of

)

—

*Values are expressed as number of animals with the abnormal/number of animals examined.
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