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Acute Toxicity Study on Insampaedok-san Extracts in Mice

Hyun-Ae Eum, Ji-Hye Lee, Dong-Seon Kim, Tae-Ho Chung,
Yoon-Hee Lee, Young-Ran Um, Jae Hoon Lee & Jin Yeul Ma*
Center for Herbal Medicine Improvement Research, Korea Institute of Oriental Medicine

Abstract

Objective : This study was carried out to investigate the acute toxicity and safety of Insarmpaedok-san
extract in ICR Mice.

Methods : SPF ICR male and female mice were administered orally with Insampaedok-san extract of 0
(control group), 1250, 2500 and 5000 mg/kg. After single administration, we daily examined number of
deaths, clinical signs, gross findings and changes of body weight for 14 days. Hematological parameters
and isolated organ weights were determined after 14 days of administration.

Results : No dead animal and no significant changes of body weights were found during experimental
period. In addition, no differences were found between control and all of treated groups in clinical signs,
organ weights and hematology, and other findings.

Conclusions : Insampaedok-san extract did not show any toxic effects and oral LD50 values of the
extracts was over 5000 mg/kg in ICR mice.

Key words : Insampaedok-san, Acute Toxicity, LDsy, Safety.
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Table 1. The Prescription of /nsampaedok-san

No Herb kA Scientific Name Dose(g)
1 =23 R) Sk Lonicerae Flos 200
2 A 1L GHH) Bl Forsythiae Fructus 200
3 FMNGEFF) Eie=n Schizonepetae Spica 200
4 e Elea Saposhnikoviae Radix 200
5 Al Z(55H) Eie=n Bupleuri Radix 200
6 A (FidH) Eie=n Angelicae Decursivae Radix 200
7 7S (ET) Ele= Osterici Radix 200
8 AMHAZ) Elen Ginseng Radix Alba 200
9 =52 (E) Shar Araliae Continentalis Radix 200
10 2| ZF(AH) e Aurantii Fructus Immaturus 200
11 A7 (RS ) Sk Platycodi Radix 200
12 A JI5E) Sk Cnidii Rhizoma 200
13 EH (A Bl pira cocos wolf 200
14 2 (HH) = Glycyrrhizae Radix 200
15 BSH(EAR) Elen Mentha arvensis L. 745
16 AAZF(LE) 3= Zingiber officinale Roscoe 745

Total weight 2,949
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Table 2. Experimental Groups

Group I\Ahjum n;z;lr Nﬁ;;Of Sex \(/H?é;f; Dose (mg/kg/day)
CON" 1~5 5 Male 10 0
T, 6~10 5 Male 10 1250
IPT, 11~15 5 Male 10 2500
1IPTs 16~20 5 Male 10 5000
CON 21~25 5 Female 10 0
IPTy 26~30 5 Female 10 1250
IPT, 31~35 5 Female 10 2500
IPT3 36~40 5 Female 10 5000

" Control group
' Insampaedok-san Extract-Treated group

E $l8le] EDTA-2K A& ¢ H, AsdT
1297](Coulter counter, Coulter Co., Miami,
FL, USA)E ol&3ly 51 F3sksinh

S|
S

st

X

1

5.

A

EAEAHL SPSS Package program (Ver 12.0)
S o]83le] AU EAHEA (one-way analysis
of variance, ANOVA)S AA|st o tfza
I Folt Atele] fejds AAs] 918k

[e)
0]
= =

Dunnet testoll ¢J3ste] AMSHSS HAISAT

1. XIAFE & LDy

Table 37} o] 1250, 2500, 5000 mg’kg &2
NG FEEs 72 93] 5% A E

24 Folzw PRAE B8 4T Fold )

Table 3. Mortality of Male and Female ICR Mice Treated with /nsampaedok—san Extracts

Days after treatment

LDso

Sex  Group

0 1 2 3 4 5

6

7 8 9 10 11 12 13 14 (mgke

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
0/5

0/5"
0/5
0/5
0/5

CON
IPT,
IPT
IPTs

0/5
0/5
0/5
0/5

Male

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
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
0/5
0/5

0/5
0/5
0/5
0/5

>5000
mg/kg

CON

IPT,
Female

IPT,

IPT;

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
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
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
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

>5000
mg/kg

CON; Control group, IPT;; Extraction of Insampaedok-san 1250mg/kg(day) Medication Group, IPT:; Extraction of
Insampaedok-san 2500mg/kg(day) Medication Group, IPTs; Extraction of Insampaedok—san 5000mg/kg(day) Medication

Group. Values are expressed as No. Dead/No. animal.

30



&l 2 79

279 9k & ICR vhpas 149 Bk 93
A} AERe AR ) e

5000 mg/ke/day) 7H4 787+

=4
ot AgS e = §lo] LDs#te
% [e)

rL - ruz ok

Table 42} #o] 1250, 2500, 5000 mg/’kg &%

23 AR T3] Fofgt
- ICR vl
7 B gzoLoH, &5 o]

HICR wh$2a% o) 8 Adie] #4597

3 ME st

1250, 2500, 5000 mg/kg 8-S AZMGHK +

=ES AR 93] 5% AFEH FoTt
9 gjzate] AT tﬂ?ﬂr# Azt Avl= Table
5¢f Zth A4 Fo T AREH FoATY o
Zt B JRAIAIT Hlske] Algol F71ek
o Fo M Fo T 1,3 7 2 14U AolA
Yz AAMEH 25 -Eroq; 7] ¢
Al AFHste] xfol= YEREA] gt

Table 4. Clinical Signs of Male and Female ICR Mice Treated with Insampaedok-san Extracts

Variable Sex Male Female

Group CON IPT, IPT, IPT; CON IPTy IPT, IPT3

?ri'm‘;fl 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, IPT;; Extraction of Insampaedok-san 1250mg/kg(day) Medication Group, IPT:; Extraction of
Insampaedok-san 2500mg/kg(day) Medication Group, IPTs; Extraction of Insampaedok-san 5000mg/kg(day) Medication

Group. Values are expressed as No. abnormal/No. animal.
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Table 5. Means of Body Weights of Male and Female ICR Mice Treated with /nsampaedok—san Extracts
Body Weights (g)

Sex Group Days after treatment
0 1 3 7 14
CON 2397 £ 052 2656 = 0.41 27133 £ 047 30.27 £ 057 3042 + 0.72
Male IPTy 24.00 + 0.27 2692 + 0.33 279 + 0.34 31.16 £ 0.39 3160 £ 042
IPTy 23776 + 041 26.76 £ 0.43 27.08 £ 0.33 2098 + 0.34 30.00 £ 0.59
IPT3 24.08 + 0.36 2695 + 0.38 2724 + 042 30.55 + 0.58 3059 + 0.77
CON 19.34 + 0.50 21.70 = 0.59 22.85 + 0.63 25.32 = 0.60 26.30 £ 0.46
Female IPTy 2045 + 0.49 2212 £ 1.04 2367 £ 0.24 25.86 + 047 26.29 £ 0.34
IPT 20.31 + 0.20 2264 + 0.15 24.00 £ 0.23 2567 £ 0.29 2582 £ 0.26
IPT3 20.02 = 0.26 2255 + 0.28 2371 + 031 24.83 £ 0.61 2453 £ 092

CON; Control group, IPT); Extraction of Insampaedok—san 1250mg/kg(day) Medication Group, IPT:; Extraction of
Insampaedok-san 2500mg/kg(day) Medication Group, IPTs; Extraction of Insampaedok-san 5000mg/kg(day) Medication
Group. The data are presented as mean + S.E.M..

Table 6. Autopsy Finding of Male and Female ICR Mice Orally Treated with Insampaedok-san Extracts

Sex Male Female
GI‘OLID CON IPT, IPT> IPTs CON IPT, IPT» IPTs

Variable (H?g‘}f% 0 1250 2500 5000 0 1250 2500 5000
No. of 5 5 5 5 5 5 5 5

Heart 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

Thymus 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5

Liver 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
Kidney 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Adrenal gland 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
Intestines 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5

CON; Control group, IPT;; Extraction of Insampaedok—-san 1250mg/kg(day) Medication Group, IPT:; Extraction of
Insampaedok—san 2500mg/kg(day) Medication Group, IPTs; Extraction of Insampaedok—san 5000mg/kg(day) Medication
Group. Values are expressed as No. abnormal/No. animal.
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Table 7. Hematological values of Male and Female ICR Mice Treated with /nsampaedok-san Extracts

Sex Male Female
Group C IPT, IPTy IPT C IPT, IPTy IPT;
Variable (r?;ieg ) 1250 2500 5000 1250 2500 5000
No.of g 5 5 5 5 5 5 5
WBC (x1000)  42+06  37:06  45%05  42+08 37+04 35:03 3404 36406
RBC (x10)  81+01  82+02  83+01  84+03 80+02 84+03 85:02  85+0l
HGB(g/d)  880+010 90+01  90+01 9002 88+03 90+02  94+02 94401
HCT (%) 406404 41L1+06 411+05 420+12 420413 48+21 435408 43905
MCV(f1) 50302  502+05 495+03 503+02 521+06 548+33 508+04 513404
MCH(pg)  108+01 111£02 10801 1L1+£01 111£02 112401 109401  11.0£01
MCHC (g/d) ~ 216+01 220401 219+01 220+01 214+02 206+10 215:02  214+02
PLT (x1000) 120404433 12700+503 123804618 12660709 9175511 10367713 9775+225 9800+579

CON; Control group, IPT;; Extraction of Insampaedok-san 1250mg/kg(day) Medication Group, IPT:; Extraction of
Inmpaedok—san 2500mg/kg(day) Medication Group, IPTs; Extraction of Insampaedok-san 5000mg/kg(day) Medication

Group.
Values are means

+ SEM.. WBC; white blood cells, RBC; red blood cells, HGB; hemoglobin, HCT ; hematocrit,

MCV; mean corpuscula rvolume, MCH; mean corpuscular hemoglobin, MCHC; mean corpuscular hemoglobin

concentration, PLT ; platelet count.
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