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ZGUEATIOW OF B OF DIETARY FAT- 
PXWlTD (PR8)mC PWCREATIC LESIONS IN 
BGP-TREATmRAHsTms BY (=)- 
M. Heijerst A. v. Gardesen-Hoetmerl, J.A. 
Foekens’, G.Ii.‘Bakkera, J.G.M. Rlijn’ and R.A. 
Woutersenl 
JIW-CIVCl Toxicology and Nutrition Institute, 
Heist and ‘Dr Daniel den Hoed Cancer Center, 
Rotterdam, Ihe Netherlands. 
In a previous study, surgical castration (SC) 
tut not scmatostatin (SMS) has been found to 
inhibit growth of preneoplastic acinar lesions 
in pancreas of asaseriue-treated rats. In the 
present study, seven groups of 20 male 
hamsters were injected sc with 20 mg BOP/kg bw 
at 6, 7 and 8 wk of age. They were fed a high 
fat (20% corn oil) diet. Three groups were 
subjected to SC aud treated SC (twice daily) 
with saline or aminoglutethimide (A(3T; 2 
q/injection) or with SMS (osmtic pump; 3 
%?:I. The other groups ware treated with 

; AGT; SMS, or with Zoladex (depot 
formlation). At 4 months postinitiation the 
pancreata were examined for the number of 
dysplastic tubular ductal complexes, 
carcinwas-in-situ and (micro)carcinomas. 

Results. (1) The number of dysplastic 
lesioslswas significantly (p<O.OS) lower in 
the groups treated with SMS. (2) None of the 
other treatmsnts siginificantly influenced the 
developpant of ductular pancreatic lesions. 

anclusiaL It is reccenwded to use both 
animal models, the SGP-hamster and the 
azaserine-rat, in a comparative way for 
studying the effects of mcdulating factors on 
pancreatic carcincgenesis. 
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lNHlBlTION OF EXOCRINE PANCREATIC ‘RIMOUR GROWlll 
BY SANDOBTATlN@ 

~.~qlrlJ, C&w', P.Mubacb’, M.Apmbamtatt’, C.Dam& 
btmm Uttitm 61, P672Xt Sms~ (‘) and Smdcz Phuma Ltd., CK4OO2 
Rub (2) 

METHOLW Sttmu fngmettt8 (-1 mm’) of lwwitm-induced 
pawwic vinlr cuciltom lwetuioocul~If.Hth.~rungionof 
male Lewir nh. When turn- buxnts palpble (10-U days) the animals 
wctm divided into two gtuqu twmivittg either SMS 201-995 (40 @g/day) 
or saline delivemd by meM, of omnotic mini-pumps for 14 days. nmollr 
volume ww meuumd thtw timw wetly utd at the end of the qwiment 
the tutnoun wem excised, waigbed mtd wed for bi&emical invea@iott 
and rseptoz attomdiogmpby. 

RESUUS: n8smnent witb SM.9 201-99s dwauod tumcur volume 
by W% @xO.OOl) tiom the 2nd day utd by 3545% (pcO.01, ti tha end of 
the tpsllhtnat petiod. l’kttnau weight snd contents of pmtein. unylals. RNA 
and DNA decreed, npcdivcly, by 32 (pcQ.05,. 46 @&OS). 16 (pcQ.01). 
63 @x0.01) utd 6(% Q&.01,. Autondioenpby with [tuI]-Ty&SMS 201- 
995onhwetttuncurwtion~dmnonetmtedtlmpnlecsof~ficSS 
reqtml i high detdty in tumour tismlc. 

-SATION OF SaMATOSTATIN REcEproR (SR) 
EXPRESSIONINHUMANCCIG-RRCTALCANCER(CRC) 
GV Miller, L WOOdhouse, JN Primrose 
University Department of Surgery, 
St James's University Hospital, Leeds, UK 
Saratostatin is an inhibitory peptide involved 
in the regulation of cellular proliferation by 
receptor mediated activation of phospho- 
tyrosine phosphatase. 
Aim: To identify and characterise SR expression 
in human CRC in terms of receptor affinity 
(equilibrium dissociation constant, Rd.) and 
receptor density (maximum binding capacity, 
wlax). We developed an assay for membrane 
bound SR utilising (1125) saratostatin-14 with 
rat cerebral cortex as positive control. The 
results were analysed by Scatchard analysis to 
provide the receptor affinity (Kd,nM) and 
receptor density (F&ax, pnol/q protein). When 
applied to rat cerebral cortex a Kd of 0.9nM 
and Rnax of 0.24 pmol/ng protein was demon- 
strated (consistent with previous reports). 
This assay was applied to 20 consecutive CRC's 
and to adjacent "normal" mucosa. Of 20 tumxlrs 
18 expressed one class of SR with a Kd in the 
100 nM range (median 200 nM) and a F&ax of 2.9 
(0.6-10) pnol/mg protein. Similarly, 18 of 20 
samples of colonic mucosa expressed SR with a 
similar Rd. (median 180 nM) but a lower Bnax of 
1.8(0.23-8.8) pnol/nq protein (NS). Thus SR 
expression occurs in the majority of human CRC. 
Studies on the effect of long acting 
scxratostatin analogues at the receptor are 
indicated. 
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SOMA'IOSTATIN RECFPIOR (SR) EXPRESSION IN 
HUMANGASrR1cADENCCARc1KMA (GAC) 
GV Miller, L Vkxdhouse, JN Primrose 
University Department of Surgery, 
St James's University Hospital, Leeds, UK 
Scaratostatin is an inhibitory peptide with 
effects on cellular proliferation mediated by 
receptor induced activation of phosphoty- 
rosine phosphatase. We have developed an assay 
for cellular plasma membrane bound SR utilising 
(1125) saratostatin-14 with rat cerebral cortex 
as positive control. Scatchard analysis of 
data for rat cerebral cortex revealed a 
receptor affinity, Kd, of 0.9nM and receptor 
density, Bnax, of 0.24pnol/rq protein which are 
consistent with previous reports. The assay 
was applied to turnour and normal mucosal 
samples from 13 GAC patients taken fran freshly 
resected specimens at operation. Of 13 tumours, 
12 demonstrated specific binding for saratostatin 
Gne of these demonstrated a high affinity 
receptor (Kd=4.03nM, &ax=O.229pnol/mg protein) 
and the remaining 11, intermediate affinity 
binding with a median (range) Kd of 80.9 (29.5- 
345) nM and median (range) &ax of 0.765 (0.14- 
2.91) pnol/mg protein. There were no histol- 
ogically distinguishing features of the turnour 
which expressed high affinity receptors. 
Conclusion: High affinity SR can accurately be 
demonstrated in GAC and intermediate affinity 
binding is almost universal. Further character- 
isation of this receptor and evaluation of the 
interaction of long acting saratostatin 
analogues at these sites is indicated. 


