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v - 3 REGRESSION OF OESTROGEN-INDUCED PITUITARY HYPER- 
PLASIA AFTER CHRONIC TREATMENT WITH SANDOSTATIN 
(SMS 201.995) IN THE RAT 
W. Doepfncr, U. Briner, P. mrbach and M Rudin. 
Sandoz Ltd., Preclinical Research, Basle, Switzerland. 

S8ndostatina is 8 veqy potent and long-acting analogue of som8to 
strtin (SRIF). Both cqmpouadr 8rc c8p8blc of inhibiting prol8ctil 
secretion in animals wlqich have been pretrertcd with oestrogen. Tb 
study described here was performed in order to analyse the effect 
of S8ndostatin on pro1 ‘ctin secretion 8nd pituit8ry hyperpl8ri8 rfte. 
chronic oertrogen stim 1 lotion, and simult8neously 10 validate the us, 
of NhfR-imlninn 8s 8 method for reoerted in viva monitorinn 01 
pituitary size: - 

hMe r8ts received 10 mg ~-oesfr8diol-3-benzo8te in 8 sil8stil 
implant: 61 days later,‘prol8ctin levels h8d incre8sed more th8n 20 
fold and pituit8ry si84 more ch8n 3-fold. A&t minipumps were 
implanted rnd 0.1, 1.0. Pad 10~ g/k#/h Slndortrtin were infused fo 
8 further 4 weeks. The lowest dose had only 8 slight and tr8nsien 
effect on prolactin sec/etion and on pituitary rirc. The 1 
dose inhibited prolactid secretion by 30% during the 1” 

g/kg/l 
who e experi 

meat81 period 8nd by day 2S had reduced pituitary size by rlmos 
30%. The highest dose ~8s only slightly more effective on botl 
parameters. 
&~qiently 1 

Growth Normone (GH) secretion was inhibited dose 

c” 

day rftdr starting mfurrpn of S8ndost8tin. With O., 
g/kg/h the rpsults were unulrr to those described fo 

prolsc m secretion, but rfter 10~ g/kg/h, 8n esc8pe phenomenon WI 
observed. 

At the end of the ex 
8” 

riment 8nd after 8 fin81 NMR-imaging. thl 
8nimRlS were killed 8 d the pituitaries were weighed. The corr 
elation between im8ping estimates and mersurcd weight ~8s cxcellcn 
(r - 0.96) 

These experiments demonstrate th8t a) SRndostrtin inhibit 
prolrctin secretion an& reduces pituitary weight 8fter hyperplaric 
induced by chronic ocslrogen pretre8tmen~. b) pituit8ry shrink8ge i 
not dependent on compl/ctc suppression of GIi secretion. and c) NMR 
imaging is 8n excellent and valid tool to continuously monitor 
pituitary size. 
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EFFECT DF TfWlOXI’FEN ON THE CELL KINETICS OF THE 
Tbl HUIWN BRECIST CPIRCINOMa GROWN IN NUDE MICE 
N.Bri.lnnrr. M.Spung-Thornsen, L.Vindellv, 
L.Hanren, PI.-C.H~lvorsen. University Institute 
of Pathological ‘Anrtomy, Copenhrgen, Denmark. 

Conflicting results have barn reported on the 
effect of tamoxi,fen on the cell kinetics of 
human breast center grown in vitro (Osbornr et 
al., Center Are. 4_3_, 3583, 1983) end in nude 
mice (Briinner ct al., Eur. J. cancel- 21, 1349, 
19BS). In order to elucidate the cell kinetic 
effect of temoxifcn on xcnografted T61 tumors 
the technique or labelled mitosms (PLM) was 
used to invertip~te untreated and tamoxifcn- 
treated tumors. Tismoxifen resulted in a 
cePi*rtion of the tumor growth without tumor 
shrinkage. now*ver , the.PLM rbsults showmd no 
significant dif?erenceR between treated and 

’ untreated tumors. Hence, the results indicetm 
thet the growth inhibitory effect of trmorifen 
was only due to an incr8rRe in the cell loos. 
These drta we in agreement with prwious 
results obtained with thr us= of flow 
cytometric DtW analysis, and thus w.IggeRt that 
tmouifen has no application ??m a 8ynchroniRing 
rgent in conbinetion therapy with cell cycle 
phase specific drug, in tumors with ?? response 
similar to the T61. 

EFFECT OF CONTINUOUS IN VI’iXO !ZXWSURB To BSl’%ADIOL 
PROLIFERATION IN CANINE MAWA?% TUMORS. 
L. Lespagnerd (I), R. Kiss (I). A. Denguy (1). N. Legroe (2) 
J. mauls (3) R. Paridaens (2) and N. Devleeschouwer (2). 
(I) Lab. Hisklogie, Fat. Medecine, ULB; (2) Lab. Cencgrolo- 
gie Mauneire. Inst. J. Bordet; (3) Serv. Hgdecine Interne, 
Pet. An., Fat. t45decine VEtkineire, U.Lg. Belgique. 
We have studied the “in vitro” proliferative effect of estrr 
diol (E2) in canine memmery tumors. Ten tumors were examined 
for thymidine labeling indices (LI) and eight of them for 
estradiol (ER) and progesterone (PgR) receptors conceotra- 
tions. Mermnery tumor pieces (+ I mn3) were incubated in mini-. 
muri essential medium (HEM) supplemented with either saline 
(controls, group A) or saline plus 1.7.10-9M E2 (group B). 
Incubation was carried out for 6, 12, 24. 36, 48 or 72 houra 
One hour before histological fixation, 3H-Thymidine (%TdR) 
was added at a concentration of 2 uCi/ml. After incubation, 
the tumor tissue wes fixed, cut and processed for autoradio- 
graphy. LI were assessed on 3000 cell nuclei scored on ten 
tumor sections per experimental condition. seven tu!nore 
were ER and PgR positive (range respectively: 14-39 and 4-96 
fmols/mg proteins) and one tumor wee ER and PgR negative. 
The mean I.1 values obtaioed for the control group (A) and 
the E2 stimulated group (B) were: after 12 hrs: 0.4 + 0.1% / 
(A) vs 2.1 + 0.4% : P<O.OOl (B); after 24 hrs: 0.7 + 0.3X(A) 
vs 2.1 + 0.5%: P<O.Ol (B). In all ER(+) PgR(+) twao?s, a ve 
ry si!@Tficent increase (Fischer Test) of LI was obeerved, 
which lasted for 48 to 72 hrs. In the ER(-) PgR(-) t-r, a i 
nearly significant very low increase wee also observed 
(PcO.05) after 6 hrs or 12 hrs incubation onlv. The Sc.ear- 
man and Kendall rank correlation test between LI measured 
at 12 hrs after Eq stimulations end ER end PgR concentra- 
tions gave a significetive correlation (r-0.7; 
se result6 indicate that proliferation of the canine mmmna 
tlIIoors can be influenced by ‘in vitrd concinuour exposure to E- 


