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%%iON OF ~CGRSTBRONB RECRP?OR At@ CELL REPLICATION IN 
'BREAST CANCW CELLS: A MODEL SYSTEH To TSST m TRE 

ESIRCGENIC ACTION OF ENVIRONMENTAL AGENlS. I4. V. Bcurd.", 
P.M. R.vdI", ."d V.C. Jords", D.p.rt.."t of Rum" Cmeolo~, 
U"Iv.reIty of UIsconsIn ClInIc.l C.ncar Center, H.dIwn, WI. 
U.S.A. 

Structure activity relatIc"rhIp. of known CStrCgC”iC 
lccmpoundr (Jordan et ul., Rwir. Ralth Roe., 61: 1984) 
'allows for the Id.ii%&tIcn of envircnmentel went8 with 
potential estrogenic action.. 
!phenclphtheleIn, 

lhie mod.1 predicts thet 
e compound I" "cm-prercripticn laletives 

'rhould Interact with th. ertroge" receptor and be en 
ertrogen. U. have tasted thir hypotheris by examining the 
effecta of phenclphthelein on Srcwth and expreesicn of th. 
proSez.t..rcn. receptor (PsR) In NCF-7 and T47D human breast 
cancer cell.. Phenolphthelai" end ertmdiol were aitogsn. 
for ?47D calls, and thi. effect we blocked by the mti- 
artroSen 4-hydrcxytemcxIf.n. X.tr.diol and ph.nclphth.l.1" 
Induced PgR In NCF-7 and T47D cells. Ph.nolphthelein 
glUCUrC”ide, the major human phe"olphth.leI" ??et.bclIte, 
do.. not Inhibit estmdiol binding, act ee . nitogen or 
Induce PI@. 

We found that 4-hydroxyt.aoxIfen, which inhibit. the 
mltcnenic action of ertrediol and ohanolohtheleI" on HCF7 
and T47D cell., has the .rtrog.nIc'prcpe& of stimulating 
PsR rynthe.1. I" T67D cell.. We prcpore ." updat.d model of 
artr0g.n setIon to account for the h.t.rcg.".ity of 
respcnres which occur during grcwth end dIffere"ti.tIon. 

I" rum.ry, v. demcn.tmte that the known etrufture 
activity r.letIcnehIpe of ertrogenic compcunde allcur 
sel.etIve rcreening of druugs for eatrOSe" action. l%e model 
eyrtaa I" vitro will be of velue to determine the eetrcgenic _- 
properties of other snvircnmentel chemicalr. 
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RANDOMIZED TRIAL COMPARING ALTERNATING SEQUENCES OF 
TAm)XIFEN AND MEDROXYPROGESTERONE ACETATE (MPA) WITH 
SUCCESSIVE APPLICATIONS IN METASTATIC BREAST CANCER. 
L. Maurfac, M. Durand, J. Chauvergne, F. Bonichon. 
Fondatfon Bergonie, 180, rue de Saint-Genes, 33076 Bordeaux 
Cedex, France. 

One hundred and eighty women with identical prognostic 
factors were randcmfzed between two honnonotherapfes: 
treatment A with tamoxifen 30 mg per day alternating every 
two weeks with MPA 1000 mg per day (n=B5) or treatment B 
with tamoxffen 30 mg per day and after relapse high dose 
KPA alone. 
The results are the very same between the two treatment 
groups: 16 objective responses, 37 and 48 no change, 32 and 
31 progressfve disease respectively. Thirty seven patients 
of group B could receive MPA after relapsing; 19 had no 
response, 14 got a stabflfzation and 4 an objective 
response. The actuarial survfval for group 6 is longer than; 
for group A (p = 0.01) with a median response of 12 months 
versus 6 months. 
The alternated sequential hormonal treatment get the same' 
objective results but a length of response shorter than the 1 
two hotmonotherapies applied successively. 
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11-4 \ TRR XFF%T OF TAMOXIFRN (T) ON PBo(gSTXm RSCXP'XQR (PR): 
RXLATION8IiIP OF A RIM IN Pl? TO RMPONSX AND Tm BFFSCT OF 
ALTXRNATINO T MD IQDROXYPROOBSTSB ACETATE (WA) IN 
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PATIEWTB WITU ADVANCXD BRRAST CANCER. 
Di.". M. B.rn.e, A. Ecv.11, R.N.L.E.rl.ud, A.D.B.Ild.m, 
B.8vInd.11 .ud R.A.B.llvccd. 
Christie Bospit.l, Y.nch.mter YaO BBX, U.K. 
T m.y inor.... PR I" tomcur. . . r..Ult Of It. p.rti.1 

C..trO@C .Wi.t .CtiVit,'. In thi. ??tudy I. h.v. (1) 
sr.e...d *ether thie rice in PR ie rel.ted to .ub.eque"t 
r..pc".. to T end (2) ue.ee.d th. effeot on nrpc".. of 
elternatisg T end KPA when ocmp.rud with T or MPA .lcn. in 
. r.ndcmired olinicsl tri.1 in patiaat. rith edv..ced, 
evalwble bn..t oencw. PR vu uuumd before and 1-3 
veek. after T in 52 patients with .dvetw?ed dI..u. (teet 
group) .nd in 58 rith euly di...... Control. wer. 51 
p.ti.nte rith ..rly dis.... Cot @V.C T. PR in th. ..ooad 
biopsy v'1l ??IgcIfic."tly h1gh.r thlo in the first I" 
group. given T comp.red rith control. (p = 0.031). In the 
tent grcup 21 h.d . higher PR in the ..co"d b1cp.y and 19 
re.pc"ded to continued T (00%). ll/Sl (S5%) responded if 
PR vu lover or negative in the second biopsy. 104 peti.nt 
wr. rendcmieed to receive T/blPA c~clinu or T or MPA alon. 
There ..r. no #i(Dlific.nt difference. in tim. to prc- 
gre..icn or eurvivel between the two .N. 10 conclude 
th.t e r1.e in PR In reeDon.. to T indic.te. . r..ocu.Ive 
tuncur but that elterneti"~ T/YPA I. cot ??upericr to 
either agent give" .lcne. 

EFFECTS OF PROLACTIN (PRL) AND/OR ESTRADIOL (EZ) ON CELL 
PROLIFERATION OF lliE MX'l! MOUSE Ml&I&Y NROPLhSt4. 
;R. Kiss (I), Y. de Launoit (I), M. L'Hermite-Bal6riaux (2), 
I R. Paridaens (3) and A. Dan~uv (I). 
(1) Lab. liistdlbgie, Fat. Medicine, ULB; (2) Lab. Recherche 
Gyn6coabst6trique. l-I*&). Brugmann, ULB; (3) Lab. CancOrolc- 
Sic mammaire, Inst. J. Bcrdet, B-1000 Bruxelles, Belgirrm. 

The MRT tumor is a memmery adenocarcincna, maintained by se 
rial subcutaneous transplantation in female B6D2F1 mice; it 
contains significant amounts of eotrogen- and progesterone 
receptors. We investigated the effects of one i.p. injectiol 
of E2 (0.25 ,,g) or PRL (1 m8) or R2 + PRL (0.25 ug + 1 lag. 
respectively) on tumor cells proliferation. Animals bearing 
bilateral tumors, all having been castrated 6 days previous 
ly, were killed by lots of 5 at various times after i.p. in 
jection of the hormone(s) or of saline (controls). i.e. 6. 
12, 24, 36 or 48 hours. One hour prior to their sacrifice, 
all animals received en i.p. injection of I uCi 3H-Thymi- 
dine/S BW. After autoradiographic. processing, the nucleo 
thymidine labeling indices (TLI) were recorded in all tu- 
r&s. I" all three hormone-treated groups, . significant 
TLI increase (P<O.OOl) w.s observed transientlv. from the 
6th to the 48th hcur,.with the following mpxi& values 
(mea" X TLI + SEM) recorded et 24 hours: controls 3.4 + 0.2 
~2 12.3 fi 0.7; PRL 16.4 + 0.9; E2 + PRL 17.8 + 0.5 (E2 ve 
PRL: P<O.Ol; Eq vs PRL + E2: P<O.OOl; PBl ve E2 + PRL: NS). 
These results led us to conclude that I) PRL favcurs the MX 
cancer cells proliferation; 2) the ??itcgenic effects of E2 
and PRL are neither synergistic or antagonistic. 

Supported by grants from C.G.E.R. (Belgium). 


