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INVIVOMANJPULATIONOFHUMANBREASTCANCER 
GROWTHBYESTROGENS AND GROWTH HORMONE: 
KtNErIcANDcLINIcALRBsuLTS 
P.F. 0n80, A. Alama, G. Cmavese, A. Catturich, G. Gardin, 
LI@lie&@M.Pra,L Repetto,R. Rosso. 

111 In viva tumor cell recruitment after low doses of 
diethylstilbatrol (DES) haa been demonstrated by our group. 
Tumor prdifatiw activity was evaluated in 78 patients (pts) with 
loully &maced breast - (L4BC) and metastatic breast center 
(MBC)UtbafollowinOtimer:Itdiagnoris;anerDESlmgperos 
on day 1 to 3; 24 houm efter the first chemotherapy; and, whenever 
fe&ble, at mutstolqy after 3 DES-chemotherapy. 
[2l Revious studies shod that growth hormone (GH) can induce 
in vitro cell proliferation by the increase of Insulin-like Growth 
F-1 (IGF-I).'Ibsrrforrwemeasured in vivotumorproliferative 
activity, se~m and tumor IGF-I levels before and after 
administration of human recombinant GH (4 U/die im. day l-2) in 
12pts.with&ancedbreastcancer. 

In order to verltj if the reauitbq activity of DES may improve fhe 
efficacy of chemotheqy in human breast cancer, we have carried 
out the following 3 mndomized clinical trials in advanced breast 
ccnar: 
I1 1 In LABC, 93 pts were randomized to receive 3 FAC (*DES 
for 3 daya befas chtmothempy), followed by local treatment end 3 
FAC altaruring with 3 ChfF (*DES). 
I2lInthefinttrialoaMBC,ll7ptsweretreatedwithllCEF 
on d.1 VI. 11 DES-Cl% (Cl-X d.1, DES d 5-7, FU + ADM d 8). 
[31htbe011g0hgtislcmMBC,258 ptsreceived 11 CEFond.1 
(ODES far 3 days b&t chemotherapy). 
Supp&edlnp~&byagrantofCNRn. 88.00601.44andA.I.R.C. 
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ASSESSMENT OF ESTROQRNIC RECRUITMENT 
BEFORE CH -PY IN ADVANCED BREAST 
CANCBR: PRELIMINARY RESULTS OF A 
DOUBLE-BLIND RANDOMIZED EORTC STUDY. 
R.Parldaans(l) J.P.Julien C.Veyrat(Z) 
J.vanZijliJ) J.G.Klijn(4) R.Sylveeter 
F.Mfsnolet(S) J.C.Heuson (61 - EORTC 
Breast Group. (1) CHU Sart Tilman 
Lieget (2) Centre Becquerel Roucnt 
Hosp. Univ. StellOnbO8ch Tygexbe:;: 
(4) D.den Hoed Cancer Center 
Rotterdamt (5) EGRTC Data Center 
Brussels; (61 Inst. Borddt Bruxclles. 
WQ investigated whether estrogenic 
recruitment could enhance antitumor 
effect of chemotherapy in advamed 
breaot cancer. 165 pte with ER* and/or 
PgR+ lesion8 were treated by: (a) 
aminoglutethimide lg/d + hydro- 
cortisone 4Omg/d; surgical castration 
in premenopausol pt8 only; (b) FAC 
(5PU 50Omg/m2; 
mcr/m2) Q. 3 

ADM 5bmg/m2r CPA 500 
wksj (cl following 

randomization, 24h prior to chemo, 1 
tablet of either placebo (PL) or 50 
mcg ethinylestradiol (ER2). Tolcranae, 
responses, time to progression and 
median survival were identical in both 
groups. Only performmco status (PSI 
and menopausal status oeemed 
influence rcrponae (CR’P:l): 22%+45% ii 
PS=C vs 5%+54% if PS=;-2: 24%+52% if 
pre- vs 10%+48% if portmenopauee. 
Thus, EE2 before chemo did not change 
results. 

ANDROGEN-PRIMED CHEMOTHERAPY - 
EXPERIMENTAL CONFlRMATlON OF EFFICACY 
R.J. San&n, A. Mannl, H.F. English, D, Heitjan 
PA State Univ College of Medicine, Hershey, F;A 
A current hypothesis suggests that sndrogen admln- 
istrdon prior to chemotherapy (sndrogen prlming) 
may potentfate tumor c$otoxlcity in prostate oancer. 
The Dunnlng R3327Q rat prostatic tumor model was 
used to test thls concept experimentally. Control 
groups without primlng Included 1) lntaot untreated, 2) 
castrate alone, 3) castrate t chemotherapy (cyclo- 
phosphamlde, 30 mg/kg/day for 2 days with npest 
cycle in 25 days - GQX). Two expertmental groups 
recslved androgens, 1 before and 1 after chemo- 
therapy. Treatment effect was monitored by 
quantitating turr,ar voiume and animal survlvel. 

Control groups receiving castration and chemod 
therapy had a retardation of tumor growth and a 
prolongation of survival when compared to untreated 
animals. Androgen prlmlng before but not after 
chemotherapy enhanoed the degree of tumor 
suppression. With the androgen prlmlng protocol, all 
androgen-primed tumon had regressed, 3/6 tumors 
had disappeared and 3 were only palpable. At the 
same time point, tumors in all the other groups were 
acthely growing and had volumes greater than the 
initial values (pe.01). Median survival was sfgnifi- 
cantly prolonged in primed animals to 191 days vs. 40 
days for untreated animals and 15C days for the 
nonprlmsd castration t chemothewpy animals 
(p< ‘02). These observations confirm the efficacy of 
androgen priming in an experimental system. 

69 

RELATIONSHIP BETWEEN EPIDEMIOLOGICAL AND TUMO- 
RAL FACTORS IN 149 BITCHES WITH MAMMARY TUMORS. 
Donnay I., Rauis J., Devleeschouwer N., 
Verstegen J. 
University of Liege, Dpt of obstetric and 
reproduction, Faculty of veterinary medicine, 
Brussels, Belgium. 
The dog has a higher natural incidence of mam- 
mary lesions than the othermammalians,included 
man. In order to better understand thebehaviour 
of this special tumor which is prevented by 
early ovariectomy, we studied the relationship 
between epidemiological factors (race, age, 
neutering, pregnancy, progestagen treatment, 
pseudopregnancy) and tumoral parameters (histo- 
logical types, number of lesions and amout of 
oestrogen and progesterone receptors) in 149 
bitches bearing mammary lesions. Purebred 
bitches seem to develop more benign lesions 
(dysplasias and tumors) than crossbred (72% 
versus 58%). The malignant lesions arise later 
than benign (median 11 versus 9,5years). Only 
nine bitches were ovariectomised before the 
emergence of the tumors. They were all sterili- 
sed after 6 years and theyweremostly suffering 
from malignant tumors (55% versus 33%). In 
accord with Ruttemanetal. (1988)we found that 
benign lesions and malignant tumors that con- 
serve a papillary or tubulary structurecontain 
more steroid receptors than solid oranaplastic 
carcinoma. There is no significant relationship 
between the frequence of pregnancies, progesta- 
gen treatments or pseudopregnancies and the type 
or the number of developped lesions, nor the 
emergence time or the amount of receptors. 


