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Antitumor and antimetastatic activities o various natural _compounds isolated
from traditional drug through the regulation of tumor environment and immune

function
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Traditional drug compound resveratrol-related three dihydroxystilbenes
inhibited the colon tuymor growth induced by azoxymethane(AOM) plus dextran sulfate sodium (DSS) in
mice. Furthermore,three dihydroxystilbenes inhibited the elevations of IL-13 , IL-6, MCP-1 and
programmed cell death-1 (PD-1) in AOM/DSS-treated mice. Three dihydroxystilbenes inhibited the PD-1
expression in M2-macrophages. These findings suggested that three dihydroxystilbenes prevented colon

tumor growth by inhibiting cytokines, a chemokine, and PD-1 induced in the colon tumor
microenvironment by tumor-associated macrophages (TAMS).
Kampo Medicine (Keishi-ka-Shakuyaku-To) and Mallotus japonicus cortex (Akamegashiwa) prevented the

DSS-induced ulcerative colitis.
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Disease Activity Index : Weight Loss Score: 0, None; 1, 1-<5%, 2, 5-<10%, 3, 10-<15%, 4, >15%. Stool

Score: 0, Normal; 1, Light loose; 2, Loose, 3, Light diarrhea, 4, Severe diarrhea. Bleeding Stool Score: 0,

Negative; 1, Light surface positive; 2, Hemoccult positive; 3, Bleeding; 4, Gross bleeding.
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- Table 1. Effects on red cells, leukocytes and platelets, and Hb and Ht levels in
[ B DSS-treated mice
Groups Red cells Leukocytes Platelets Hb Ht
(x10%/uL) (x10%/uL) (x10%uL) (/100 mL) (%)
Normal 867.7+105% 477+072 4840+4.59* 13.32+0.09* 39.45+043*
¥ * by
3%DSS 247.2+40.5 385125  2620+6.27 4.01+070  11.10£2.15
N - *
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e e solutien ‘-.-=~ X ¥ (200 mgkg) | 637.3+£29.5% 3.17+059 51.07+£6.69% 9.75+047% 2812+ 1.33*
s ! - keishikashakuyakuto
L] -
; ":" , Foml — 4t (500mgkg) | 39924374% 525121 68.03+£544% 620£056* 17.85+ 1.55%
G gy E— DSS: dextran sulfate sodium.  Values are means + SEM of 6 mice.
o “Simficaty &ferent fom DSS-weaed mice, P-0.05 #a D55 solution L. . .
o *Significantly different from dextran sulfate sodium-treated groups; P<0.05
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Table 2
Effects of 2.3-.
and COX-2-positive cell pumbers in the colon in AOMDDS-treated C57BL /ST mice

4.4°- and 3 4-dibvdroxystilbenes on colon weighr and namor number. Tumor ar

B X OUEE BT O COX-2

Bo R R AL D 0 2 B L 7=( 12),

Groups Colon (ms) Tumosr Tumos area (m=mn’) COX-2-positive cell
‘b meber (zom* Seld)
Expertavent !
MNeormaal 226 13D 24 o=0* C=0* S.0=49
ACMDDS-gsamd
mice (Contral) 450 15422 36 4.50 =067 23673 =3677 156.0% 238

= 13 Dikydrorv=rilbese

217 =068
0.53 = 0.4~

1185 84 = 42 65~
50.43 = 28.16°

379 07233 97~
365 20=23 33~

S mgks rwice daily
115 me'ks. rwice daily

= 4.4 -Dibvdreztilbene

= 5 mpke. twice daily 345.53=1890- 250=102" 92.94 = 3505~ 38.2 =100~
+2 3-Dihydroxystilbene 125 mpks. rwice daily 3505722842 3.00=058 112 274 25.79 S4.5=18.6"
(12.5 mg/kg. twice daily) x
Expertawenr 2
E12. KE&EED Mormal 155 43=15 T+ o=0oe o=0- 1.3=68
| A80OOCOX-225 ACM DDS-samd
L ICRET Dihydroxy mice (Conmel) 6224824464  1240=204 19506 = 1498 18513=277
stibeneX M E + 3.4 Dikydroxysnlbene
4 5 mpks. twice daily 49 559773 433 =174 106.65 = 65.18 56.5 =329~

7 & 20.5*

115 mg ks, twice duily 4936257213 617=2.75" 46.37 =15 50~ 57

(125 mg/kg, twice daily) (1.5 mg/kg. twice daily)

Valuess are the means = S E of 6 mice *Significantly different from AOMDSS-meat
mice. P<0.05 AOM: Azoxymethane (10 mgkg ip). DSS: 15% Dextan sulfi
sodmum
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