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AtmruMmBPPBccsoP- OP IEmi AND 
soLMmmATlNt BxmRmmrAL AND cmNIcALsruDms. 
A&&&&, BmIocrine, Polypeptide end cmmer Institute, VA. Med. 
Co.. end Tulane Univ. Sch. of Med., New Orkane. LA. USA. 

pfobeingdevelop&ewdooaoelogeofIa~Hormo?le-Relea9iog 
Hormone (LH-RH) aal eomamU&. Inhibition of pituitary-gonedel axis 
form8 the beei8 for oocologicel epplic%tiocu of Lli-RH egordeta like [D- 
Trp6]-LH-RH sod “ew IA-RI4 mooi6ta free of -mnic effecb 
such u [Ac-~N;11(2)‘-~~~~l)a-~~~)3,~it’,~~10]-~-~ 
(SB-75). zQoni& end enugoniae of LH-RH have been wsd in patient8 
with pmetate caocer lad might bo SKI beneficial for treatment of breast 
ce”cereodovariam,eodometrielend~reaticcercioomee. some of the 
effecb of LH-RH analog8 ten be duo to direct effects eince L&RH 
reeeptore heve been knmd in thea ceocere. The w of soete&d delivery 
syaermbuedollmicrocPplulerofPoly@,LLsctid 
cenbe edmir&emd once a month, m&e4 the treatment more precticel 
and effic&kue. Octapeptide aoeloga of somatoe@o such PI D-PheCys- 
Tyr-D-Trp-Lye-Vel-Cys-TQ-NH2 (RC-160) and related analoga were 
dosigned lpecifically for eotitumor activity. The- eometostatin annlogs, 
by virtue of heviog e wide qectrum of ectivitiea which include the 
suppresnion of the secretion of the pituitary. pencreae, stomach end gut, 
interfereoce with growth factors, prd direct antiproliferative effects 
eppear to inhibit various tumors tbmogb multiple mechanisms. Direct 
antiproliferative actions of somatosteti” analogs appear to be mediated by 
specific receptors located o” tumor cells. Iiigb eftkity bindii sites for 
RC-160 end mInted amlogs have been found in home” pancreatic, 
prostate, breast and ovarian c~ll~en and brain tumors such aa 
meoiqiomea. I” viva edmi”istmtioo of analog RC-160 i&ibib the 
growth of Dunni”g R-3327 prostate ce”cera in rem, MXT mammary 
turnon in mice and BOP-induced duct4 peocreatic capers in hamsters. 
Combinarion of micmcepmdes of RC-160 with ID_Trp’]-L.H-RH results 
in spergistic pote”tiatio” of tbe iahibitio” of these cp~~cers. Sometoetati” 
exalog RC-160 end LH-RJ3 aotagonimt SB-75 are the objwt of further 
experimeotal studies and clinical trials aimed et the exploretion of their 
inhibitory effecb on the processes of melig”am growth. 
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CHOLECYSTUKININ AND GASTROINTESTINAL TUMOURS 
C.B.H.W. Lamers, J.B.M.J. Jansen and R.A. Wouterse”. 
University of Leiden, Dept. of Gastroenterolcqy and 
TNO-CIVO Toxicology and Nutrition, Zeist, The Netherlands 

Choleqstokini” is a hormone secreted from the upper 
small intestine in response to feeding exerting powerful 
effects on gastrointestinal motility, endocrine and 
exocrine secretion, growth and possibly satiety. Our 
knowledge of the significance of this hormone has bee” 
greatly enhanced by the development of sensitive end 
specific radioimmuooassays for cholecystokini” and 
specific cholecystokini” receptor a”tego”ists. The grcwth 
promoting action of cholecystokinin is mainly directed 
towards the pancreas. Longterm administration of cbolecys 
tokini” to rats i”d”ceS pancreatic hypertrophy, 
hyperplasia Md premelignant changes of the pancreas, 
while the hormone enhances the development of premalig- 
“ant and malignant acinar cell tumours after 
administration of azaserine. Similar effects have been 
show" when endogenous plasma cholecystokini" levels vere 
raised by dietary or surgical manipulation. These effects 
of cholecystokinl" on pancreatic tumour growth could be 
inhibited by the administration of cholecystokini" 
receptor antagonists. The effects of cholecystokinin on 
pancreatic ductular cell carcinoge"esis in the hamster 
after BOP administration are more co"troversal. since it 
has bee" reported that some human pancreatic cancers have 
receptors for cholecystokini" and that the hormone stimu- 
lates growth of human pancreatic c~cer 1" vitro or after 
tra"spla"tatio" into the nude mouse, blockade of the 
effects of cholecystokini" by receptor antagonists may be 
beneficial for human paacreatic cancer. However, until 
no" it has not bee" show" that such receptor antagonists 
inhibit the growth of fully developed pancreatic cancer 
neither in the animal lnodels "or in hunans. 
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SOMATOSTATIN RECEPTORS IN MALIGNANT TISSUES. 

J.C. Reubi 
Sandoz Research Institute Berne, P.O. Box. 
3001 Berne, Suitzerland 
High affinity sonatostatin receptors (SS-R) have been iden- 
tified in membrane homogenates or tissue sections from 
several hundred human tumors. SS-R were found in most tu- 
mors originating from SS target tissues, i.e. GH and 
TM producing pituitary tumors, endocrine gastroentero- 
pancreatic (GEP) tumors (including netastases). brain tu- 
mors including glionas and neuroblastomas. SS-R were al- 

so expressed in several tumors originating from various 
other tissues, i.e. several breast and small cell lung 
carcinomas, some colorectal cancers and medullary thy- 
roid carcinomas. In general, most of the SS-R positive 
tumors are uell differentiated and/or have neuraendocri- 
ne features (pituitary, GEP, breast tumors, SCLC). They 

correlate with steroid-R status (breast tumors) and are 
negatively related to EGF-R status (pituitary, breast, 

lung tumors, gliomas, pancreatic Ca, but not meningiomas). 
In sane tumors (i.e. breast tumors) SS-R are not homage- 

neously distributed, making SS-R autoradiography a par- 
ticularly useful tool for assessing SS-R status. SS-R 
are functional in pituitary and GEP tumors, where they 
mediate hormone secretion inhibition. In these and in the 

other SS-R positive tumors, SS-R may also mediate anti- 
proliferative effects, as evidenced in animals in uhich 

grouth of SS-R positive tumor xenografts (SCLC, pancrea- 
tlL or colon Cal we inhibited by SS analogs. There is 
evidence that in breast tumors and neuroblastomas SS-R 
are favorable prognostic factors. For diagnosis, SS-R po- 
sitive tumors and metsstases can be localised in viva by 
scanning techniques after 1231-SS analog injection. 


