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Fig. 2 Experimental protocol of the rapid production model for pancreatic duct ade-
nocarcinomas in hamsters. 0 70mg/kg BOP, s. c. 0 0 20mg/kgBOP. s.c. £+ 00 500
mg/kg DL-ethionine, i. P. | 0 800mg/kg L-methionine, i. p. ¥ O sacrifice.

Augmentation pressure

1

B OP L-methionine

DL-ethionine

410

CD diet

Sacrifice

N L]

: basal diet.

: choline deficient diet, CD diet

EEm ) °

12 1618 26

3032 46 96 (days)

: test compound in diet, group 1; control (basal diet), group 2; 0.1% OPB-3206, group 3; 0.2% OPB-3206

Table 10 Effects of OPB-3206 on the development of pancreatic ductal
lesions in the rapid production model for pancreatic adenomarcinomas

Dose of

Effective Mean number of pancreatic ductal lesions] means+ SDO

Group OPED %0 number of

. Atypical Invasive
hamsters  Hyperplasia hyperplasia  carcinoma Total
1 0 17 480+ 281 281+ 147 482+ 260 3.02+ 261
2 01 15 320+ 1.16 0.87+ 0.92¢ 187+ 1.199 151+ 1610
3 02 14 443+ 327 173+ 1.449 240+ 1.019 225+ 246
CIS, carcinoma in situ.
USignificantly different from group 1, pCJ 0.05
Fig. 3 Representative data for proMMP-2 activation 0O O

in pancreatic cancer§] PCLin hamsters with or with-
out OPB-3206 treatments.
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Table 20 Relation gelatinolytic activity of hamster
[ pancreatic cancer?”

PC 0.1%0PB 0.2%0PB

OnO60 OnO60 OnO60

proMMP-2 1.00 211+ 031 2,60+ 1.06
activeMMP-2 310+ 0.32 012+ 1.10 0.20+ 0.81

alGelatinolytic areas relative to that of proMMP-2 in extracts
from PC. Values were obtained by densitometric scanning of
zymograms. Data were valuest SD. PC, primary pancreatic
cancer.
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Chemopreventive Effect of Hamster Pancreatic Cancer

Katsumichi Iki, Toshimitsu Majima, Tadahiko Kubozoe, Sueharu Iwamoto,
Eisi Onuma and Tsukasa Tsunoda
Department of Surgery, Division of Gastroenterology, Kawasaki Medical School

In the present experiment, the effects of OPB-3206, 35— 4£] N-hydroxyamino3-2R—-isobutylsuccinyl
amino-1-methoxy-3, 4—dihydrocarbostyril, a novel metalloproteinase inhibitor, were studied on the growth of
hamster pancreatic ductal carcinomas induced by a rapid production model. OPB-3206 inhibited the activities
of interstitial collagenase, gelatinase A and B, and stromelysis in vitro. When 00, 0.10 and 0.200 OPB-3206
was orally administered in the diet for 7 weeks, the numbers of pancreatic nodules were significantly reduced
in administered group from 46 days after BOP initiation onward. Zymographic analysis showed that the ge-
latinolytic activity of proMMP-2 and activeMMP-2 was detected in control group. On the 0.1 and 0.20 OPB-
3206 diet proMMP-2 activity was increased, but that of activeMMP-2 became undetectable. The results thus
suggest that OPB-3206 selectively inhibits carcinogenesis in hamster pancreas by inhibiting MMP-2 activa-
tion.

Key words[] matrix metalloproteinase, chemoprevention, pancreatic cancer
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