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( Studies on Oral Toxicity of Eumcheonyijin-tang in Rats

Young-Mi Kim, Hae-Yun Choti, Jong-Dae Kim
Department of Internal Medicine, College of Oriental Medicine, Kyungsan University

Objectives : In order to investigate the toxicity of rats after oral administration of Eumcheonyijin-tang extract.

Methods : The experimental animals were subdivided into control, short term administration group, and long term
administration group. With changes of gross appearance, the histological changes of liver and kidney were observed. Blood
chemical indexes used in this study were AST, ALT, total bilirubin, albumin, BUN and creatinine in serum.

Results : In the long term administration group, histological changes were detected in the liver as centrolobular disposition
of fatty tissue(adipose cell), and in serum test, AST, ALT increased at 21 days after administration group, serum total bilirubin
were increased 21, 28 and 35 days after administration group. So it seems to induce toxicity.

Kidneys of the long term administration group revealed histological changes: increasing of connective tissue and pyknosis
of glomerulus cell were observed at 28 days after administration group, and in serum test, significant changes of albumin,
BUN, and creatinine were admitted. So it seems to induce toxicity.

Conclusions : In long term administration of Eumcheonyijin-tang toxicity was induced. (J Korean Oriental Med
2000;21(3):199-208)

Key Words: Eumcheonyijin-tang, Oral toxicity, Histological changes, Blood chemical index
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3 Lo A H&(g
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HEgE Paeoniae Radix Alba 4
45 Pinelliae Rlizoma 4
5354 Citri Pericarpium 4
iz 3 Adenophorae Radix 4
R Poria 3
AT Aurantii Fructus 3
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LS Liriopis Tuber 3
E Armeniacae Amarum Semen 3
B J&, Ledebouriellae Radix 3
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A2 AST, ALT, total bilirubin, albumin, BUN % crea-
tinine< auto dry chemistry analyzer(SPOTOCHEM
406010, KYTO DAIICHI KAKAKU (KDK) Co., Ltd,,
B-51o] 2743519 0™, Retiman-Frankel§ "
== Jendrassik® el whel SPOTOCHEM kits (KDK
Co., Japan) & o] &3] 24519

5) EAIA 2

Ao AL BE =

L

Japan)E o]

Aodnl 9 290 B TRERS) A B 48H 47 (409

% A}(mean tstandard deviation(S.D.)) 2. 2 A4S}
on, g x73 v)waled student's t-testZ A
dzsg

to 3@

1. |otxol 2l A

HET 2 GFEFAT REA AE7IEt 7
AL BE2 #EHA 2%k on, B4 (dehydration)
5 5¢Ad WEE vedle AR 94 #E-A
eFtch

AF WA3kE 2T 150.6+7.28g0.2
qod, 1°—;. Eo]Z e 151.3+2.79g0 2 Tty

oha Zhhgtg ot feAde A EA gtk 3

=

o EojFoAE 161.3+127g08 H@Eg e, s,
7,21, 28 2 359 EoFoAE KK 166.5+5.18,
171.3+5.18, 185.3+7.72, 190.5+7.83 & 2053+
11.15g0 2 Az} Z7}%1¢]cH(Table 1).

Z Z Al A (central vein)S FA O R
Wb ) T 17k 2 BRR W, A Eadipose
o} #EHA GethFig. la). @I F

3 59 FolwelME 2w fAatelA

Table 1. Effects of Eumcheonyijin-tang Extract on Body Weight in Rats

Short term groups

Long term groups

Groups Control
i 3 7 21 28 35(days)
No. of 10 10 10 10 10 10 10
animals
Wg:ﬁ{(u) 150.64728" 15134279 1613127 166.5+5.18 171.345.18 18534772 190.54+7.83 20531115
f=) tel

a) mean standard deviation in 10 rats
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71 FATNNE FAFNE TR 29 T
A ARAE 2] & Liﬂﬁii(l‘lg 2g, h), o]
A AEade Fodo] F71ErE ¢S dAH
FdS Jehisith =8 A7 Aol A Z e
A AEAAE B

2) Bl#E

xFde & wgd A7A e AasEe] 4
ARz 1'35491231(% 2a), D7) FAFT 7]
Tl 219 FARNAE 27T fAE &7

— e - S oeempeeTmE TTL ST

o . 0o ;
Fig. 1. Histological profiles of liver after administration of
Eumcheonyijin-tang extract.

a. Control b. After | day administration
c. After 3 days administration ~ d. After 5 days administration
e. After 7 days administration  f. After 21 days administration
¢. After 28 days administration  h. After 35 days administration
a-h: X 150, Hematoxylin-eosin stain
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& YERIZ 2 WFig. 2b-), 28% T Fo N = AL
Aol A ZA(AT2A)] Z7lo] Qg 9|&AA
o] A7) A 1 (Fig 2g), 359 Fof TolAl
ATA AES & FES EFoR e AlFAY
#%3530] B ATHFig. 2h).

4. golslshE Ha}

1) @3 ASTS] ¥is}

NE2TAME 46.31421.20IU/LE #EHA S
DrFAEA 1,38 5Y Rl 22t 4532
+30.27, 47.35+31.28 2 4936+29.25%2 ojzF1}
FAFHA BRER o, 7 Fol oA 53.35%
31272 2 gzt w3l ol 4 A eP<0.05) F7H7t

Fig. 2. Histological profiles of kidney after admlmstratlon of
Eumcheonyijin-tang extract.

a. Control b. After | day administration
¢. After 3 days administration  d. After 5 days administration
e. After 7 days administration . After 21 days administration
g. After 28 days administration  h. After 35 days administration

a-h: X 150, Hematoxylin-eosin stain



AHYUTE A7) FAT 20D FAPNA 17235
+98312 t)ZFo| ¥lg] oA 9EP<00) & &
o] F7p7F #AHUL, 289 2 359 FoFdM e
7}7} 188.51+101.28 2 196.31+112302.2 24
B E=(P<0.01) F7} 74 8-S eEh) 1 ch(Table 2, Fig. 3).

2) €4 ALT9| ®3}

&M E 18.33+11.51IULE B glon,
918l 1,3,59 794 FAFdME 47
17.56+9.31, 18.73+10.12, 1633+11.27 2 2135+
123302 27 fARH BREAY, F7F
o 79 219 FodFoA 5836435312 thZETd
v oAU EP<0.01) & Z9 Z7) R
31,289 9 359 Rod o Me 47} 59.66+32.27 2
73274333602 AZNA F7iE e 33S el

Adu) ¢ 29 T RRS A B¢ YA A7 @1

9 THTable 2, Fig. 3).

3) 83 total bilirubine) ¥13}

2T E 0.18+£0.09ng/dl 2 BRE o, ¢
71572 1,3 2 59 FATdME 242 017+
0.03,0.16+£0.09 2 020+0.172 tJ2Z7 FAFeHA
#FAFA oY, 7Y FAZAAE 028101322 T
3o vla] oA 9= (P<0.05) F717t AR HA
A7 EAE 21,28 2 359 FEA RN E 7z
0.35+0.16, 048 +0.21 2 0.59+0.312 #3250} tj
Z7 B8] 94 3l=(P<0.01) F7P7t AEHUT
(Table 2, Fig. 4).

4) @4 albumine} W3}

RN E 291+1.51g/d 2 HEAHJQon, &
71 2 A7) BdEQl 1,3,5,7,21 9 289 Fo 7o

Table 2. Changes of Serum Chemical Levels after Eumcheonyijin-tang Extract Administration

Short term groups

Groups Control

Long term groups

1 3

7 21 28 35(days)

ASTAU/L) 4631£21.29" 453243027 47.351+31.28 49.36+29.25 53.35+31.27% 172.35::98.31* 188.51 +101.28* 19631+ [12.30*

ALTJIU/L) 1833£11.51 17564931 18.73+10.12 1633 11.27%* 21.35+£12.33 58.36:£3531* 59.66+32.27* 73.27433.36*
Toflmgg?)‘bm 0184009 007003  0.16+009 020017 028+0.13% 035-+0.16** 048+021% 0.59+031*
Albumin(g/dl) 2914151 295+2.10 2.66+1.32 3.01£1.33 3.02:+£1.66 297+1.31 3.23+1.21 2.531+0.09
BUN(mg/dl) 14994778 1538+9.16 1627+11.35 1526%+11.12 14974831 16271723 23.35+11.26%* 27.17+1536*
Creatinine ) i, }
(ng/dl) 0.80+0.53 0.79+023  0.81+0.21 0.95+0.32 0804043 0.93+0.12* 09940.13** 135+0.78*
$ The days after administration *P<0.01 compared to control group
% P<0.05 compared to control group a) meanzS, D.
- 3 4
= g 12
g g
h T 08
7 S os i
- 04 E
a2 02
sls 1= = 1= I 1§
Control 1 3 5 7 21 28 35 & Control 18 5 7 20 28 35
3 Bilirubin 018 017 0.6 0.2 0.28 0.35 0.48 0.59

m AST 46.3 453 47.4 494 53.4 172 189 196
O ALT 18,3 17.6 18.7 16.3 21.4 58.4 59.7 733
The days after administration (days}

Fig. 3. Changes of serum AST, ALT levels after drug
administration of Eumcheonyijin-tang extract.

H Creatine 08 079 081 095 0.8 093 099 135
The days after administration {(days)

Fig. 4. Changes of serum total bilirubin, creatinine levels
after drug administration of Eumcheonyifin-tang
extract.
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A Zbzr 2954210, 2.66+1.32, 3.01 +1.33, 3.02 +
1.66,2.97-+1.31 @ 323+1218 #FHo] xi
FAeHA BEEA O, 359 FoFoAE 253k
0.098 BaHo] T & 24 UeP<0.01)
7y 57} 2% 9 ti(Table 2, Fig. 5).

5) ¥4 BUN2] W3}

2R e 14.99+7.78mg/dl & BEEQom,
&7l @ A7) Fo$dl 1,3,5,7 % 21H FA7olA
L 7z} 15.38+9.16, 16.27+11.35, 15.26+11.12,
1497+831 2 1627+7.230.8 #&AF o] 2L}
FARHAl BEAHR o, 28U FolFoA e 2335+
112622 thz=7o) v8} #2943 3 =(P<0.05) F717t
1Y 11, 359 Eo M E 27.17+15360.2 2
2o} tlz7ol| HlE) #9443 =®<0.01) F7H7t B
2he) 9l t}(Table 2, Fig. 5).

6) @A creatinine?] ¥ 3}

HZZAAE 0.80+-0.53mg/dl 2 BAHUNLH,
71FAEQ 13,58 7d FoAZdM e 44 079
0.23, 0.81+0.21, 0.95+0.32 2 0.80+043°0 2 %
o] ETH FASHA #EEH A %Pﬂ—ro:ii-
21 2 28Y B ZoAE 2z 0934012 2 09
0.130.2 F#zxo] Yo H s %«Vé%
P<0.05) Z77F AR =N 1L, 354 Fol Pl A= 1.35
+0.782 #AHo] iz v Feldds
(P<0.01) Z7}7} B35 QY THTable 2, Fig. 4).

lr H— e mZL I+ rSL

Albumin(g/dl)
BUN{mg/dl)

—_ Ny W

[« 3¢, BN =N - =)

Control 1 3 5 7 21 28 35

m Albumin 291 295 266 301 302 297 323 253

1 BUN 15 15,4 163 153 15 16.3 234 272
The days aiter administration (days)

Fig. 5. Changes of serum albumin, BUN levels after drug
administration of Eumcheonyijin-tang exiract.
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