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REGRESSION OF OESTROGEN-INDUCED PITUITARY HYPER-
PLASIA AFTER CHRONIC TREATMENT WITH SANDOSTATIN
(SMS 201-995) IN THE RAT

* W, Doepfner, U. Briner, P, Marbach and M. Rudin.
: Sandoz Ltd., Preclinical Research, Baste, Switzerland.

Sandostatin® is a very potent and long-acting analogue of somato-
statin (SRIF) Both compounds are capable of inhibiting prolactin
secretion in animals which have been pretreated with oestrogen. The
study described here was perfonned in order to analyse the effects|
of Sandostatin on prolactin secretion and pituitary hyperplasia after,
chronic oestrogen stim lation, and simultaneously to validate the use
of NMR-nmlgmg as @ method for repeated in vivo monitoring of
pituitary size.

Male rats received 10 mg A -oestradiol-3-benzoate in 2 silastic
implant: 61 days later, ! prol:ctm levels had increased more than 20-
fold and pituitary siz¢ more than 3-fold. Alzet minipumps were
implanted and 0.1, 1.0, and 10/. g/kg/h Sandostatin were infused for
a further 4 weeks. The lowest dose had only a slxght and transient)
effect on prolactin secretion and on pituitary size. The | 8/kg/h
dose inhibited prolactia secretion by 50% durmg the whole experi-
mental period and by day 28 had reduced pituitary size by almost
30%. The highest dose was only slightly more effective on both
parameters. Growth Hormone (GH) secretion was inhibited dose-
dependently 1 day after starting infusion of Sandostatin. With 0.1
and 1 g/kg/h the results were similar to those described for
prolacfin secretion, but after lO/v g/kg/h, an escape phenomenon was|
observed.

At the end of the experiment and after a final NMR-imaging, the
animals were killed and the pituitaries were weighed. The corr-
zluign96 b)etween imaging estimates and measured weight was excellent
r=Q

These experiments demonstrate that a) Sandostatin inhibits
prolactin secretion and reduces pituitary wenght after hyperphsu
induced by chronic oesfrogen pretreatment, b) pmntary shrinkage is
not dependent on compléete suppression of GH secretion, and ¢) NMR-
imaging is an excellent and valid tool to continuously monitor
pituitary size.

EFFECT OF TAMOXIFEN ON THE CELL KINETICS OF THE
T61 HUMAN BREAST CARCINOMA GROWN IN NUDE MICE
N.Briinner, M.Spang-Thomsen, L.Vindelsgv,
L.Hansen, A.-C.Halvorsen. University Institute
of Pathological Anatomy, Copenhagen, Denmark.

Conflicting results have been reported on the
effect of tamoxifen on the cell kinetics of
human breast cancer grown in vitro (Osborne et
al., Cancer Res. 43, 3583, 1983) and in nude
mice (Brinner et al., Eur. J. Cancer 21, 1349,
1985). In order to elucidate the cell kirmetic
effect of tamoxifen on xenografted Tél tumors
the technique of labelled mitoses (PLM) was
used to 1nvest1qate untreated and tamoxifen-
treated tumors. Tamoxifen resulted in a
cessation of the tumor growth without tumor
shrinkage. However, the PLM results showed no
significant differences between treated and
untreated tumors. Hence, the results indicate
that the growth inhibitory effect of tamoxifen
was only due to an increase in the cell loss.
These data are in agreement with previous
results obtained with the use of flow
cytometric DNA analysis, and thus suggest that
tamoxifen has no application as a synchronising
agent in combination therapy with cell cycle
phase specific drugs in tumors with a response
similar to the Té61.
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{ EFFECT OF CONTINUOUS IN VITRO EXPOSURE T0 ESTRADIOL ON CELL |
| PROLIFERATION IN CANINE MAMMARY TUMORS.

‘L. Lespagnard (1), R. Kiss (1), A. Danguy (1), N. Legros (2)
T Rauis (3), R. Paridaens (2) and N. Devleeschouwer (2).

. (1) Lab. Histologie, Fac. Médecine, ULB; (2) Lab. Cancérolo-
gie Mammaire, Inst. J. Bordet; (3) Serv. Médecine Interne,
Pet. An., Fac. Médecine Vétérinaire, U.lg. Belgique.

We have studied the "in vitro" proliferative effect of estraj
" diol (E2) in canine mammary tumors. Ten tumors were examined
for thymidine labeling indices (LI) and eight of them for
estradiol (ER) and progesterone (PgR) receptors concentra-
tions. Mammary tumor pieces (+ ! mn3) were incubated in minif
mum essential medium (MEM) supplemented with either saline
(controls, group A) or saline plus 1.7. 10~ Ey (group B).
Incubation was carried out for 6, 12, 24, 36, 48 or 72 hour
One hour before histological fixation, 3H-Thymidine (3H~TdR)
was added at a concentration of 2 uCi/ml. After incubation,
the tumor tissue was fixed, cut and processed for autoradio—|
. graphy. LI were assessed on 3000 cell nuclei scored on ten
tumor sections per experimental condition. Seven tumors
were ER and PgR positive (range respectively: 14-39 and 4-96|
fmols/mg proteins) and one tumor was ER and PgR negative.
The mean LI values obtained for the control group (A) and
the E2 stimulated group (B) were: after 12 hrs: 0.4 + 0.12
(A) vs 2.1 + 0.4% : P<0.001 (B); after 24 hrs: 0.7 + 0.3%(A)
vs 2.1 + 0.6%: P<0.01 (B). In all ER(+) PgR(+) tumors, a ve-
ry significant increase (Fischer Test) of LI was observed,
which lasted for 48 to 72 hrs. In the ER(-) PgR(~) tumor, a
nearly significant very low increase was also observed
(P<0.05) after 6 hrs or 12 hre incubation only. The Spear-
man and Kendall rank correlation test between LI measured
at 12 hrs after E7 stimulations and ER and PgR concentra-
tions gave a significative correlation (r=0,7; P<0.05). The-
se results indicate that proliferation of the canine mammary

tumors can be influenced by'in vitrd' continuous exposure to E

i , EPTRIBICIN, METHOTREXATE AND 5-FLUCROURACIL WITH HOFMONAL SYNCHRONI-
‘ZATION (TAMOKIFEN-SPREMARIN) IN ADVANCED BREAST CANCER: A FHASE IT STUDY.
1m&.w:..wp.,mr., g Marind G.

IIT Div. Med. Gen., Fondezione Beretta, Spedali Civili, Brescia, Italy.
Thirty-tiree posteencpausal women with setastatic btreast cencer were treated
iwith the following regimen closely related to Lippmen's experience: cytowan
1500 mg/m® iv day 1, epirubicin 30 ag/tiv dey 1, tamcifen 10 ng/wtiv deye
wzms.mo.szsq/-'poma—dwzmsm.wﬂv
idey 8, 5 FU 500 mg/mtiv dey 9, Leucovarin 10 mg/a'po g6 doses begiming
24 brs after methotrexate. Up to now 31/33 consecutive patients (pts) are
ifully evalusble. Their main cherecteristics are: mesn age 53.4 yrs (27-72),
‘memn dinesse-free interval 27 monthe (0-87), mean PS 2 (1-4) (BO0G), prior
im(cr)m.mmwcmm.wm-p-
jtor eassy wes positive in 12 pts, negative in 7 and winown in 12, Predomi-
inant; metastatic sites were: gaft tissue in 3, viscerel in 15 end bane in 13.
{Overall response rate was 2% (1CR+7PR) with a 96K confidence interval be-
tween 10 and K. Amarg the 10 previcusly CT d pts, 5 responded
(50%) va. 3 aut of 21 (1) in the pretreated grap (p 0.6). Five out of
12 pts with ERvtumor responded (41%) ve. 1 cut of 7 (14%) with ER-tumor

{p 0.6). Two cut of 12 pts with ER-wimon tusx achieved a PR (16K). Tox-
icity wes moderete, including two episodes of life-threatening leucopenia:
4 pts experienced grede ITT hessainlogical tacdcity (2 far leucopenia and 2
for throsbocytopania). Grads ITI-IV arel muositis was seen in 10 pte. Our
results in this series of poor-prognosis metastatic treast cancer pts, main-
1y pretreated, suggest that this regimen had lixited but definite activity
and deserves fixther evaluations.




