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Group Number of metastatic colonies
A 25.3%+5.8
B 64.7+8.8
C 29.8+7.7

A: control (without surgery), B: with
surgery, C: BRM administration with sur-
gery.

A: B; <p<0.05 (Student-t test),

B:C; p<0.05.
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Fig. 1 Con A-induced lymphocyte blastogenesis
in gastric cancer patiens (n=146).
[} : PRE (before surgery), : DO (within24 h
after surgery), B : D7 (7 days after surgery)
1: Stage I, I1: Stage II, III : Stage III, IV : Stage
IV. according to The general rule for gastric
cancer study (the 11th edition), Japanese
Research Society for Gastric cancer.
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Fig. 2 Effect of preoperative BRM administration
on Con A-induced lymphocyte blastogenesis in
gastric cancer patients (n=61).

C ) : Before Adm. (before administration), E3:
After Adm. (1 day after administration), : Do
(within 24 h after surgery), HR:D7: (7 days
after surgery)

I: stage [, II: Stage II, III ;: Stage III, IV : Stage
IV. according to The general rule for gastric
cancer study (the 11th edition), Japanese
Research Society for Gastric cancer.
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Fig. 3 NK activity in gastric cancer patients (n=
146).
[1: PRE (before surgery), : DO (within 24 h
after surgery), Hl : D7 (7 days after surgery)
I: Stage I, I1: Stage II, Il : Stage III, IV : Stage
IV. according to The general rule for gastric
cancer study (the 11th edition), Japanese
Research Society for Gastric cancer.
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Fig. 4 Effect of preoperative BRM administration

on NK activity in gastric cancer patients (n=61).
[1: Before Adm. (before administration), =4 :
After Adm. (1 day after administration), : Do
(within 24 h after sugery), HB : D7 (7 days after
sugery)
I: Stage I, II: Stage II, III : Stage III, IV : Stage
IV. according to The general rule for gastric
cancer study (the 11th edition), Japanese
Research Society for Gastric cancer.
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Fig. 5 Influence of oral BRM administration on
normal healthy donors (n=10).
[ : Before Adm. (before administration), E2:
After Adm. (1 day after administration), Bl 7
Days (7 days after administration)
I: Stage [, II : Stage II, III : Stage III, IV : Stage
IV. according to The general rule for gastric
cancer study (the 11th edition), Japanese
Research Society for Gastric cancer.
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A Study on the Enhancement of Hematogenous Metastasis by Surgical Stress

Hideaki Watanabe, Hitoshi Okahara, Akinori Higashiyama, Masahiko Sugano,
Kazuhiko Nishimura and Noburu Sakakibara
First Department of Surgery, Juntendo University, School of Medicine

To defermine the influence of surgical stress on metastasis, we counted the metastatic colonies on the
surface of the lung after inoculating melanoma cells into the tail veins of mice that underwent surgery.
The surgical stress increased the number of metastatic colonies. To prevent host immune suppression
after surgery, BRM (OK432) was administered to the mice preoperatively. Preoperative oral administra-
tion of OK432 inhibited the enhancement of metastasis by surgical stress in the murine experiment.
Clinical investigation demonstrated that Stage III and IV gastric cancer patients showed a decrease in
Con A-induced lymphocyte blastogenesis, and Stage IV patients also showed a decrease in NK activity
after surgery. But preoperative oral administration of OK432 inhibited these decreases. NK cells are
considered to play an important role in prevention of distanat metastasis, and the enhancement of
metastasis may be due to the suppression of NK activity after surgery. The study suggests that preoper-
ative administration of BRM could inhibit the enhancement of metastasis gy maintaining the NK activity
after surgery.
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