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A PHASE Il TRIAL OF GOSERELIN (ZOLADEX) IN
RELAPSED EPITHELIAL OVARIAN CANCER

B.M.J. Cantwell, M.J. Lind, M.J. Millward,
J. Carmichael, and A.L. Harris

University Department of Clinical Oncology,
Newcastle General Hospital, England NE4 6BE

26 patients, median age 57.5 years (range 38-
90 years), with relapsed epithelial ovarian
cancer were treated with the LHRH analogue,
Goserelin (Zoladex), given as a long acting
depot preparation subcutaneously. Patients
had previously undergone debulking surgery and
treatment with platinum based chemotherapy.

22 patients had prior multiple seguential sys-
temic treatments for ovary cancer. The sites
of relapse were: pelvis (13), abdomen (18),
ascites (8), lung (3), liver (5) and supra-
clavicular nodes (2). A median of 2 cycles of
treatment were given, range 1-11. There were
2 partial responses, each of 6 months duration,
and 3 patients had stable disease (of 3, 6and
11 months duration). Goserelin (Zoladex) has
modest antitumour activity in chemotherapy pre-
treated patients with advanced ovarian cancer.
In view of its lack of significant side effects
this treatment should be further exploredclin~
ically and possibly earlier in the course of
ovarian cancer in patients who could be identi~
fied as unlikely to respond to cytotoxic chemo-
therapy after relapse or progression with
platinum based chemotherapy.

We thank ICI Pharmaceuticals (Macclesfield,
Cheshire, England) for supplies of Zoladex.
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SPECIFIC BINDING SITES FOR GONADOTROPIN
RELASING HORMONE IN HUMAN ENDOMETRIAL
CARCINOMATA

G. Emons, G.S. Pahwa, S. Kullander, G. Vollmer,
F. Oberheuser and R. Knuppen.

Depts. of Obstetrics and Gynaecology Universi-
ties of D-2400 Liibeck, D-35600 Marburg, FRG
and S-2140 Malmd, Sweden

Specific low affinity, high capacity binding si-
tes for Gonadotropin Relasing hormone (GnRH)
have been discovered in human breast and
ovarian cancer. We checked if simular binding
sites are present in human endometrial cancer.
Plasma membranes were incubated with (139,
D-Alat-des Gly 1°) GNRH-ethylamide in the
presence or absence of unlabelled GnRH agonist
or other peptides. GnRH-binding could be de-
monstrated in all twelve tumor samples tested.
The analysis of the binding data was consi-
stent with a single class of low affinity (Ke=
0.8-1.4 X 10° M-!) and high capacity (Bmax =
184-142 X 10712 M/mg membrane protein) bin-
ding sites. GnRH itself had similar binding cha-
racteristics, while oxytocin, somatostatin and
thyrotropin relasing hormone did not crossreact
with the binding sites. Photoaffinity labelling
of endometrial carcinoma membranes revealed
the presence of a specific single molecular
weight component of 62 KDa. If this GnRH-
binding site in endometrial cancer is8 functio-
nally relevant, it could be used for new the-
rapeutical approaches.
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DIFFERENT GROWTH RESPONSES TO ESTRADIOL IN TWO
HUMAN ENDOMETRIAL ADENOCARCINOMAS HETEROTRANS-
PLANTED INTO NUDE MICE

G Horvath

University Hospital, Dept of Oncology

S$-221 85 Lund, Sweden

'The tumor growth phenotype and growth response
to estradiol were investigated. In two separa-
te experiments, using 20 animals each, two dif-
ferent, estrogen receptor (ER) positive and
progesterone receptor (PgR) negative human en—
dometrial adenocarcinamas growing in nude mice
were transplanted. Ten tumor bearing oophoreg-
tomized animals were treated with Estradurin
(17 mpolyestradiol phosphate) i m indicating
250-300 pg/ml plasma estradiol value during
experiment, whereas remaining 10 oophorecto-
mized animals were treated with normal saline
as control.

Both tumors grew in oophorectamized animals
with unchanged growth pattern which suggests
an ovarian (estradiol) independent growth of
these tumors. The estradiol treatment of tu-
mor bearing animals, however, resulted in in-
hibited growth in the one and stimulated
growth in the other tumor.

Our results have shown that an ovarian (est-
radiol) independent but estradiol sensitive
growth phenotype exists in human endometrial
adenocarcinomas growing in nude mice. Growth
response to estradicl, however, may be either
inhibition or stimulation.
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Acute and Chronic administration of long-acting
dopamincmimetic (LAR bromoscriptine) and soma-—
tostatin analogue (osteotride) in acromegaly

S. Malactari, I. Chnaraki, G. Tolis
Hippokrateion Research Unit Athens 11527 Greece

Medical treatment of acramegaly involves the
administration of dopaminomimetics i.e lisuride
and bromocriptine or samatostatin analogues i.e
octeotride or somatuline. In order to assess
whether there is a differential sensitivity in
the acute response we tested LAR bromocriptine
50 mg i.m or octeotride 25 pg s.c. Blood was
collected prior to and for 12 hours after ILAR
and hourly for 4 hours after octeotride in 4
active acromegalics. LAR suppressed GH to a
mean of 38% (range 18-66%) in 3 ocut of 4 whe-
reas in the same patients octeotride suppressed
to a mean at 75% (range 74-82%). In the fourth
patient (who was normoprolactinemic) GH values
suppressed by 83% to LAR and 90% to octeotride.
Serial measurements of GH (4-24 daily) were
made weakly or bi-weekly for a six month thera-
py with either agent. Chronic administration of
IAR in the first 3 failed to maintain this sup-
pression whereas octeotride maintained its ef-
fectiveness. In the 4th patient agent was
equally effective.

This data suggest that the acute test with LAR
or octeotride may predict chronic responsive-
ness and that octeotride seems to be more con~
sistent and effective in the treatment of unse-
lected patients with acramegaly.



