getate)aral A #2378 A32(20029 99)
J Korean Oriental Med 2002;23(3):200-210

2 X
Bhiikkdiol A A2 2 23 A= 9%

SA0HHm BHoj2t Ofst chfst T

A Study on the Treatment Effect of Dojeckjiyu-tang for Ulcerative Colitis

Sung-Uk Kim, Seong-Woo Lim
Dept. of internal Medicine, Coliege of Oriental Medicine, Dongguk University

Objectives : Dojeckjiyu-tang has been used to treat Hwaseol (ki) & Jeokri (7#41). The object of this study is examination
of the treatment effect of Dojeckjiyu-tang for ulcerative colitis of the mouse descending colon.

Methods and Materials :

Twenty-one rats were divided into 3 groups and treated as follows: the control group was untreated mice. The UCE group
was ulcerative colitis elicited mice. The DIT group was Dojeckjiyu-tang treated mice after nlcerative colitis elicitation.

The groups were examined with common morphology, paneth cells in intestinal crypt, absorptive cells and goblet cells in
epithelium, cell division in mucose, COX-1 as mucosal protector, COX-2 (which appears to play an important role in
inflammation), IL-2R-, ICMA-1-inducing cellular immuno-chainreaction, and the distribution of apoptotic cells.

Results :

1. The morphology of colonic mucosa from UCE mice: the disappearance of epithelium and intestinal propria in
hemorrhagic erosions were seen, but in the morphology of colonic mucosa from DJT-treated mice, the configuration of
epithelium and intestinal propria were the same as normal.

2. The distribution of goblet cells and absorptive cells with microvilli in intestinal propria from UCE mice: a noticeable
decrease of goblet cells and absorptive cells with microvilli were seen, but with the distribution of goblet cells and absorptive
cells with microvilli in intestinal propria from DJT-treated mice, the configuration of goblet cells and absorptive cells with
microvilli were the same as normal.

3. The immunohistochemical stain for BrdU in colonic mucosa and COX-1 in lamina propria from UCE mice: BrdU
positive cells and COX-1 positive cells in the region of hemorrhagic erosion disappeared, but in the immunohistochemical
stain for BrdU in colonic mucosa and COX-1 in lamina propria from DJT-treated mice, BrdU positive cells and COX-1
positive cells were seen.

4. The immunohistochemical stain for COX-2 in lamina propria, IL-2R-in lamina propria, intestinal propria and submucosa
and ICMA-1 in intestinal propria and submucosa from UCE mice: a noticeable increase COX-2, IL-2R-, ICMA-1 positive
cells were seen, but in the immunohistochemical stain for COX-2 in lamina propria, IL-2R-in lamina propria, intestinal
propria and submucosa and ICMA-1 in intestinal propria and submucosa from DJT-treated mice, a numerical decrease of
COX-2, IL-2R-, ICMA-1 positive cells was observed.

5. The distribution of apoptotic cells in epithelium and lamina propria from UCE mice: a noticeable increase of apoptotic
cells in region of hemorrhagic erosion was seen, but in the distribution of apoptotic cells in epithelium and lamina propria
from DJT-treated mice, a remarkable decrease of apoptotic cells was seen.

Conclusions : According to the above results, Dojeckjiyu-tang has a moderate effect on ulcerative colitis in descending
colon. (J Korean Oriental Med 2002;23(3):200-210)

Key Words: Dojeckjiyu-tang, ulcerative colitis, COX-2, iL-2R-, ICMA-1.
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ZEHE A9 B 1%} indomethacin© 2 7)ok A

O
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UCET# DITZ2 oAl A dids 2 F A
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<

32 & 7 nk ) wg s R

2) oA

S A A f-eH(Dojeckjiyu-tang : DIT) 238 & =%/
500 mlof] ¥a1 2A)17HE<t M3 & ot
o] NS rotary evaporator ©] &8} 50 ml o2 7+
TE5E T DITT Al Hgd g 35, 423
F, 22l 4847 Fofl 2.5 milkgs 727 stET
(Table. 1).

T

)

g FEAZ AR HRRE 329 28 Fo ARl AHEHAE W sodium pentobarbital §4 0 2
F vepd JAFEZA 22&3] FERAE F vhF St vascular rinse®}t 10% T4 EEHU LA
At 523 A= A7 B.ask= vlo|th (neutral buffered formalin : NBR 2.2 AABETAH S
Table 1. The Amount and Composition of Dojeckjiyu-tang Extract.
Species Part used Latin name Weight(g)
Sanguisorba officinalis Roots Sanguisorbae Radix 5.63
Angelica gigas Roots Angelicae gigantis Radix 5.63
Paeonia lactiflora Roots Paeoniae Radix Rubra 375
Coptis chinensis Rhizomes Coptidis Rhizoma 375
Scutellaria baicalensis Roots Scutellariae Radix 375
Sophora japonica Flower Sophorae Flos 375
Equus asinus Skin Asini Gelatinum 3.00
Schizonepeta tenuifolia Herb Schizonepetae Herba 3.00
Glycyrrhiza uralensis Roots Glycyrrhizae Radix 1.88
Total amount 34.14
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The morphology of colonic mucosa from UCE mice.
The disappearance of epithelium (arrow) and intestinal
propria (IC) in hemorrhagic erosions are seen. EP,
epithelium; LP, lamina propria. H & E. x 200

\4 w

Fig. 4. The distribution of goblet cells in IC from DJT-treated

mice at 72 hours after UCE. The configuration of

goblet cells were the same as normal. Vacanted

arrow head, neutral mucin secreted goblet cell; Long

arrow, acid mucin secreted goblet cell. Alcian blue-
PAS-Orange G. x 200

treated mice at 72 hours after UCE. The
configuration of EP and IC were the same as
normal. Arrow, absorptive cell with microvilli;
occupied arrow head, goblet cell. H & E. x 200

The distribution of absorptive cells in EP from UCE
mice. The noticeable decrease of absorptive cells were
seen and infilrration of RBCs (vacanted arrow head) in

LP were increased. Phloxine-tartrazine. x 400

Fig. 5.

6 4

The distribution of absorptive cells in EP from DJT-
treated mice at 72 hours after UCE. The dark
reddish colored absorptive cells (arrow) with
microvilli were seen. Phloxine-tartrazine. < 400

The distribution of goblet cells in IC from UCE mice.
The noticeable decrease of goblet cells were seen.
Long arrow, acid mucin secreted goblet cell;
vacanted arrow head, neutral mucin secreted goblet
cell. Alcian blue-PAS-Orange G. X 200

Fig. 6.
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Fig. 7. The |mmunoh|stochem|cal stain for BrdU in colonic Fig. 8. The immunohistochemical stain for BrdU in colonic
mucosa from UCE mice. The BrdU positive cells mucosa from DJT-treated mice at 72 hours after
(arrow) in region of hemorrhagic erosion (asterisk) UCE. The BrdU positive cells (arrow) in IC
were disappeared. x 200. surrounded region were seen. x 200.

Table 2. The Image Analysis of Immunohistochemistry and TUNEL in DJT-treated Murine Descending Colon after Ulcerative
Colitis Elicitation.

Antibody CONTROL UCE DJT
particle intensity particle intensity particle intensity

BrdU 1941+16.2 119.8+214 8651132 12294235 1823 +19.4% 120.1+22.8
COX-1 5234+174 127.4+169 1374+19.4 136.1+14.1 5033+154%* 128.8+18.5
COX-2 2643+21.6 132.5+184 3986+£25.2 120.0+25.8 2886+ 19.6* 1284£225
IL-2R-a 16424243 1342+19.6 7850+£18.7 119.6+25.1 1661 £19.1* 136.1£12.7
ICAM-1 2014+14.7 12744203 4206420.1 125.4+£20.6 2443 +26.4% 126.3£22.6
Apoptosis 21360794 124.6x£12.6 38052+74.3 120.5+24.1 24396 +94.2% 123.84+23.9

(image analysis for 200000 particles / range of intensity : 50 - 150)
Values are Mean + Standard Deviation

CONTROL : No treated mice

UCE : Ulcerative colitis elicitated mice

DIT : DJT treated mice after ulcerative colitis elicitation

BrdU : bromodeoxyuridine

COX-1 : cyclooxyhenase-1

COX-2 : cyclooxyhenase-2

ICMA-1 : Intercellular adhesion molecule

*: P <0.03 compared with ACD.
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FAE A E7F BEE ) 2 (Fig. 11), DIT &
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UCEZRT A& 52 BaEol(Fig 12), %24 3

Fig.9. The immunohistocheh;iéal étain for COX-1in LP from
UCE mice. The COX-1 positive cells (arrow) in region
of hemorrhagic erosion were disappeared. x 200.

Fig. 10. The immunohistochemical stain for COX-1 in LP
from DJT-treated mice at 72 hours after UCE. The
COX-1 positive cells (arrow) were seen. x 200.

|
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|
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Fig. 12. The immunohistochemical stain for COX-2 in LP
from DJT-treated mice at 72 hours after UCE. The
numerical decrease of COX-2 positive cells (arrow)
were observed. x 200.
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Fig. 11. The immunohistochemical stain for COX-2 in LP
from UCE mice. The noticeable increase COX-2
positive cells (arrow) in region of hemorrhagic
erosion were seen. x 200.
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Fig. 13. The 1mmunoh|stochem|cal stain for IL-2R- in LP,
IC, and submucosa (SU) from UCE mice. The
noticeable increase IL-2R-a positive cells (arrow) in
SU were seen. x200.
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Fig. 14. The immunohistochemical stain for IL-2R-a in IC
and SU from DJT-treated mice at 72 hours after

UCE. The numerical decrease of IL-2R-« positive
cells (arrow) were observed. x 200.

«Su x: o s

Fig. 15. The immunohistochemical stain for ICMA-1 ln IC and
SU from UCE mice. The noticeable increase ICMA-1
positive cells (arrow) in SU were seen. x 200.
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Fig. 16. The immunoﬁistochemical stain for |CMA-1 in IC
and SU from DJT-treated mice at 72 hours after

UCE. The numerical decrease of IL-2R-a positive
cells (arrow) were observed. x 200.

The dlstrlbutlon of apoptotlc ceIIs in ) EP and LP
from UCE mice. The noticeable increase of
apoptotic cells (arrow) in region of hemorrhagic
erosion were seen. TUNEL Method. x 200.

Fig. 17.

The dlstnbuhon of apoptotlc ceIIs in EP and LP
from DJT-treated mice at 72 hours after UCE. The
remakable decrease of apoptotic cells (arrow) were
seen. TUNEL Method. %200

Fig. 18.
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