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ABSTRACT

Single Dose Oral Toxicity Study of the Gwibi-tang Extract in ICR Mice

Ji-Hye Lee, Hyun-Ae Eum, Tae-Ho Chung, Yoon-Hee Lee, Young-Ran Um,
Nam-Hui Yim, Dong-Seon Kim, Jae—-Hoon Lee, Jin-Yeul Ma
Korea Institute of Oriental Medicine

Purpose: This study was performed to evaluate the single dose oral toxicity of
Gwibi—tang extract in ICR mice.

Methods: O(control group), 1250, 2500 and 5000 mg/kg of Gwibi-tang extracts
were orally administered to 20 male and 20 female ICR mice. After single oral
administration of Gwibi-tang extract to ICR mice, we observed number of the
death, clinical signs, changes of body weights for 14 days. After 14 day of Gwibi—
tang extract administration, all mice were sacrificed and major organs were observed.

Results: Compared with the control group, we could not find any toxic signs
in the mortalities, clinical signs, body weight changes, necropsy findings and hematological
values in all treated groups(1250, 2500 and 5000 mg/kg).

Conclusions: LDsy value of Gwibi-tang extracts may be over 5000 mg/kg and
it may have no side toxic effect to ICR mice.

Key words: Gwibi-tang, single dose toxicity, Safety, LDsg
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Table 1. Raw Herbal Materials Used in This Study
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Table 2. The Prescription of Gwibi-tang

No. Herb Scientific Name Dose(g)

1 A CE ) Angelicae Gigantis Radix 200

2 SohS (FEIR W) Euphoria longana L. 200

3 AZ AR AL) Zizyphi Semen 200

4 DA Gt ) Polygala tenuiflia 200

5 AA(AZR) Ginseng Radix Alba 200

6 B (HE ) Astragali Radix 200

7 ul = (i) Atractylodis Rhizoma Alba 200

8 B A (FRm) Hoelen Cum Radix 200

9 E3(ORFE) Aucklandiae Radix 100

10 ZZ(H ) Glycyrrhizae Radix 60

11 AT () Zingiber officinale Roscoe 124

12 EECN:Y) Zizyphi Fructus 100

Total weight 1,984
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Table 3. Mortality of Male and Female ICR Mice Treated with Gwibi-tang Extract

Days after treatment LDs

Sex Group 0

1 2 3 4 5 6 7 8 9 10 11 12 13 14 (mg'ke)

CON 0/5% 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5

T: 0/5 0/50/5 0/5 0/5 0/50/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 >5000

Male 1 05 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5  ma/ke
Ts  0/5 0/50/50/5 0/50/50/5 0/50/5 0/5 0/5 0/5 0/5 0/5 0/5
CON 0/5+ 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5

Femae D1 /5 0/5.0/50/50/50/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 >5000

T, 0/5 0/50/50/50/50/5 0/5 05 0/5 05 0/50/5 0/5 05 05 mg/ke

T: 0/5 0/50/50/50/50/50/50/50/50/50/50/50/5 0505

CON; Control group, Ti; Extraction of Gwibi-tang 1250 mg/kg(day) Medication Group, Ts;
Extraction of Gwibi—tang 2500 mg/kg(day) Medication Group, Ts Extraction of Gwibi-tang

5000 mg/kg(day) Medication Group.

* : Values are expressed as No. Dead/No. animal.
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Table 4. Clinical Signs of Male and Female ICR Mice Treated with Gwibi—tang Extract

Sex Male Female

Variable Group CON T To Ts CON T To Ty

No. of animal 5 5 5 5 5 5 5 5
Ataxia 0/5% 0/5 0/5 0/5 0/5% 0/5 0/5 0/5
Bizarre Behavior 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Crouching 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Diarrhea 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Edema 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Gasping 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Grooming 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Jumping 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Lacrimation 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Lethargy 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Nausea 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Nasal Discharge 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Paralysis 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Salivation 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5

CON; Control group, Ti; Extraction of Gwibi-tang 1250 mg/kg(day) Medication Group, Ts;
Extraction of Gwibi-tang 2500 mg/kg(day) Medication Group, Ts Extraction of Gwibi-tang
5000 mg/kg(day) Medication Group.

* © Values are expressed as No. abnormal/No. animal.
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Fig. 1. Means of body weights of male(A) and female(B) ICR mice treated with
Gwibi—tang extract.

CON; Control group, Ti; Extraction of Gwibi-tang 1250 mg/kg(day) Medication Group, To;
Extraction of Gwibi-tang 2500 mg/kg(day) Medication Group, Ts; Extraction of Gwibi-tang
5000 mg/kg(day) Medication Group.

The data are presented as mean=SD.
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Table 5. Organ weights of Male and Female ICR Mice Orally Treated with

Gwibi—tang Extract

No. of

Organ weight(g)

Sex Group

animal Liver Kidney-L Kidney-R Heart Lung Spleen

0.20£0.02 0.13+0.00 0.17+0.02 0.11+0.01
0.21£0.02 0.12£0.01 0.17+0.01 0.09£0.02*
0.21£0.02 0.13+0.01 0.18+0.01 0.11+0.01
0.21£0.02 0.12+0.01 0.18+0.01 0.11£0.01

CON 5 1.26+0.07 0.20+0.01
Male T 5) 1.20+0.07 0.20£0.02
T 5 1.24+0.07 0.21+0.02
Ts 5) 1.35+0.14 0.22£0.02
CON 5 1.00+£0.06 0.14+0.01
Female Ty 5  087£0.05% 0.14+0.01
Ts 5) 0.91£0.06 0.14+0.01
Ts 5 0.91£0.06 0.14+0.01

0.13£0.01 0.10£0.01 0.17+0.01 0.11+0.01
0.14£0.01 0.10£0.01 0.17+0.02 0.10+0.02
0.14£0.00 0.10+£0.00 0.17+0.01 0.11£0.01
0.14£0.01 0.10£0.01 0.18+0.02 0.11+0.02

CON; Control group, Ti; Extraction of Gwibi-tang 1250 mg/kg(day) Medication Group, Ts;
Extraction of Gwibi—tang 2500 mg/kg(day) Medication Group, Ts; Extraction of Gwibi-tang

5000 mg/kg(day) Medication Group.
The data are presented as mean=SD.
* 1 p < 005 vs. con
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Table 6. Levels of Hematological Analysis in Male and Female ICR Mice Orally

Treated with Gwibi-tang Extract

Sex  Group No. of WBC RBC HGB HCT MCV MCH MCHC PLT
animal x1000 x10°  g/dl % f1 pg g/dl %1000

CON 5 416 806 876 4060 5034 10.84 2153 1242.00

+1.24  +0.13 +023 +094 +054 =011 +0.30 +138.09

T . 540 779 808 4006 51.64 1038 20.38 810.00

Male +2.04 +0.36 +0.77 +336 +659 +054 +3.02 +37437+
T . 356 793 852 4224 5314 1076 2044 1092.00

z +0.47 040 +0.80 676 +6.71 +0.92 +258 +132.17

T . 466 832 910 4194 5044 1096 21.70 1106.00

s +1.04 +0.60 +055 +325 =075 025 +0.63 +212.08

CON 5 370 790 882 4120 5206 11.14 2140 874.00

+0.88 045 +068 287 +142 +051 +045 +131.45

T - 206 825 904 4194 5090 1098 2156 818.00

Female +0.60% +0.36 +029 +128 +0.75 016 +0.09 +155.31
T . 284 801 886 4154 5190 11.06 21.34 1084.00

2 +0.45 +043 +039 +159 +1.19 +0.27 +021 =+15356

T . 402 806 884 4120 5112 1096 21.44 988.00

? +0.66 +042 +048 +193 +058 +0.15 +0.17 +112.78

CON; Control group, T, Extraction of Gwibi—tang 1250

mg/kg(day) Medication Group, T

Extraction of Gwibi—tang 2500 mg/kg(day) Medication Group, T3 Extraction of Gwibi-tang

5000 mg/kg(day) Medication Group.
The data are presented as mean=SD.
* 1 p < 0.05 vs. con
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