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SOMATOSTATIN RECEPTOR IMAGING WITH 1231-Tyr3- 
OCTREOTIDE. 
S.W.J. Lamberts, W. Bakker, J-C. Reubi and E.P. 
R?ZeMing. Department of Medicine, Erasmus Uni- 
versity, Rotterdam and Sandoz,Berne,Switzerland. 
1231-Tyr3-octreotide (lo-15 mC) was injected in- 
travenously in patients who were suspected to 
have Somatostatin (S)-receptor positive tumors 
and planar and CCT images were obtained with a 
gamma camera. This scanning procedure revealed 
the localization of the primary tumor and/or its 
previously unknown metastases in 7 of 9 patients 
with endocrine pancreatic tumors. There was a 
close relationship between a positive scan, the 
presence of S-receptors in vitro, and the & 
vivo and in vitro sensit??.~ hormone secret- -- 
ion to octreotide. Two insulinomas which could 
not be detected in vivo, were subsequently de- -- 
monstrated to be avoid of S-analoa receators. 
In 12 of 13 patients with metastatic caicinoids 
the primary and metastatic tumors could be vi- 
sualized, while these 12 patients were subse- 
quently shown to respond well to therapy with 
octreotide. Paragangliomas, small cell lung can- 
cers, neuroblastomas, astrocytomas, hormone se- 
creting pituitary tumors and a minority breast 
cancers could also be visualized. This is a 
easy, harmless and cheap diagnostic method in 
the detection of S receptor positive cancers in 
man. It helps in the localization of multiple 
and/or metastatic tumors, predicts the success- 
ful control of hormonal hypersecretion by oc- 
treotide and seems of prognostic value for cer- 
tain types of tumors. 
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Inhibition of prolactin and growth 
hormone secretion in the treatment of breast 
and prostate cancer. A. Manni, A. Boucher, L. 
Demers, H. Harvey, A. Lipton, M. Simmonds, M. 
Bartholomew. Depts of Med, Path and Ctr for 
Biostat. Epidemiol, the MS Hershey Med Ctr, 
PA State II., Hershey, PA 17033. 

Suppression of lactogenic activity with 
the combined use of the newly developed 
somatostatin analogs (SMS) and dopaminergic 
drugs may induce regression of hormone- 
dependent tumors, such as breast and prostate 
cancer. In a phase I clinical trial, we 
administered SMS 201-995 (100-200 ug S.C. BID) 
and bromocriptine (2.5 mg p.o. BID) to 10 
heavily pre-treated postmenopausal women with 
advanced .breast cancer. During treatment, 
growth hormone levels following provocative 
testing were suppressed in 7/9 patients, while 
basal somatomedin-C decreased in 6/9. 
Prolactin secretion was almost totally 
abolished in B/9 patients. Circulating levels 
of FSH, LH, El, E -S, E2, T4, T3 RU and 
cortisol were not a fected. ). Nausea occurred 
in 3 patients, requiring discontinuation of 
treatment in one. One patient experienced 
disease stabilization lasting 7 months. SMS 
analogs, particularly when combined with LHRH 
agonists, induce regression of experimental 
prostate cancer. The efficacy of this 
treatment in humans, however, has not yet been 
demonstrated. In addition to suppression of 
lactogenic hormones, SMS analogs may have 
direct antitumor effects through inhibition of 
growth factor mediated signal transduction. 

GROYTII FACTOR-RECEPTOR PATWAY IYTERFERIWG TRLATMEIIT IV 
SOHATOSTAlIY AYALOOS AND SIJRAMIY: <PRE)CLIYICAL STUDIES 
J.C.M. Klijn, B. S*tyonO-H*n. G.H. I)*kk.r md J.A. Fwkmr 

The Dr. Denial Den Hoed Ceneer Cent*r, Div. of Endocrin* 
Oncology, P.D.Box 5201, 3008 AE Rott.rd*m, The IIetherlend. 
Sloeking growth fretor (OF) medi*t.d pethwey. I. . new 
strategy in the treatment of cmcer. Someto*t.tfn ??n*iog* 
(SW-A*) cm inhibit hormonc *MI OF ??ecretion, whil* cure- 
min c*n block the binding of ??ev*r.l OF* to their recept- 
or.. SWS-A* ten erus. direct growth inhibitory effect* ??f- 
ter binding to the wmato*t*tIn r*ceptor OHS-R). Ye te*t- 
ad the .ffIc*cy *nd sndoCrin* effect* of SWA. (*.r&*t.- 
tin, RC-160, COP 15425) md ruramin in .*ver.l tumr mo- 
del* and v.riou* center patients. 5119-A tre*twnt crurcd 
growth inhibition of brerrt cancer cell* (MCF-7) in-vitro, 
end of ret tran~pl*nt.bIe pmcre*tfc (50-70X inhibition) 
and prostetfc Dunning tumor* (12% inhibition). No Inhlbf- 
tion of DYSA-Induced r*t maI*ry tumors or ??tr*n.pIant*- 
bl. colon tumor or * rh*bdoayo*.rcoma. In 34 patient* with 
met**t*tIc pancreatic or g*etroint.rtin*l tumor* chronic 
smdostetin tr..tm.nt c*us.d stebls dIr.sr. In 27% of the 
patient*, but no oblectiv. r*mission. WI-R* wr. found In 
the responding rat tumor* and in 20X of humen breret can- 
cer *p.cin.n* (J.C. Reubi). but not in rat DMSA--ry 
tumor. or in 10 human pancreatic tumor.. Suremin ceurcd 
dose-dependent growth fnhibftion of hunun breest cmcer 
cells In-vitro and *light growth inhibltion In r*t 
pmcrestic tumors (pl.sn* level. up to lSOflg/mL). In . 
prelinlrwy clinical study of 11 p*ti.nts with vwlous 
tumors Y. observed signific*nt h*wtoIogic*l, bfocharlc- 
.I, endocrine *nd *id.-effecta, but no objective remission 
(p.*k pl*sma ??ur*rfn Level. 270-33O&g/mI). b conclu: 
SW-As and *wanIn c*n CWI. growth inhIbItion in sever*1 
type* of twor cells. Supported by The Dutch center Socie- 
ty (RR11 85-15). Smdor, Cib* OeIgy, and Bristol W.y*r*. 
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MWIPULATIDN OF CELL CYCLE KINETICS; INFLUENCE Ow UPTAKE, 
CELLULAR DISTRtWTIOll AND CYTOTDKICITY OF DoxDRIBICIN 
W.Bonte&al, A.M. Siewerts, H.A. Petera. P. SonneveW, J.A. 
Foeka, ud J&M. Klijn. 
The Dr. Danirl den Hoed Cancer Center, PD Box 5201, and ??Er- 
University, RottoW , The Netherlende. 
we have rtudied the effect* of estrtiiol on cellular uptake, 
c.llul*r disrrlhution, and cytotoxiclty of doxorubicin (DDK) on 
two hu*l brevet cenc*r cell Line8 WCF-7: ER+, EVSA-T: ER-). In 
modfun, lecking phenol red end swlnarted ulth 4.5X (WCF-7) md 
2.5X (EVSA-1) dextran-coated ch*rcoel-treetad f-t.1 calf I*-, 
ertrdiol (1 tW1 we added efter prcultur. for A8 h. Following 
stinul*tion for 24 h the percentage of cell* in the S-ph*s. 
(determined by PI/anti-grdlrd FITC fIuoreecenceI incr~rd 
nrxi~~lly IO-fold in MCI-7 cell line, rfter ??Lag period of 6-12 
h. In EVSA-1 c*lls no stlluletion with atrdfol we tiewed. 
The effect* of estrdlol pretrumt on the c*Ilul*r qtek. of 
doxorubicin (DDK) by IICF-7 and EVSA-T cell. w* m@aWrcd by IIPLC 
and flow cytcaetry, end the DoK dfstrIbution In IaCF-7 c*ll. ws 
Inv.stig.ted by fluoreecent microacopl. Growth curve. we ued 
to establish differences in wrviwl due to thi* cc&in& 
treatmaw. In both cell line. pr.tr*.tmt wfth estradiol (15-21 
h) had overall no rlgnifismt effect on the upt*ke of 0.04-3.0 IM 
DDK sc*inlstered for 0.5-U h. But In the ER+ MCF-7 cell. 
estrdiol pretreatment resulted in I more iqwired cell grouth or 
better cell kill in 6 out of 9 exp. IA4~19X). c-red to 
uutinuletad cmtrols. After I 3 h In&aim uith 185 rW DDK 
there WI nuclear fluoracm., sting uith incr..*ing DDR 
cmcentr*tica and incrbltion tin*, and Mch we* uuffectd by 
estrwiiol. UHk cytoplautic fluor.*cm. been* -rant only 
after prolmged inc&ation tlmn and higher DDK cmcmtr*tim.In 
conclmion: eetrdIo1 pretrutmt of ER+ bn**t cancer ~011s May 
Cluse m WSmmtRi cytotoxic effect of DDK, Mt n*dI*ted bF 
Increa*d rpteke of the drw, but probebly via infIwnc* of cell 
klmtle.. 
This study wa* *upported by grmt RRTI 87-11 of the Dutch Cancer 
society. 


