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AFFINITY OF ANTIOBSTRCGENS AND (ANTI)-PROGES- 
TINS FOR ‘M! ANTIOESTRwEI( BINDING SITE (ASBS) 
M.A. Blankenstein, C. Vis van Heemst, G.M. 
Elsendoorn and J.H.H. Thijssen. 
Dept. of Endocrinology, Academic Hospital, P.O. 
Box 85500, 3508 GA Utrecht, The Netherlands. 
Most breast tumours contain an antioestrogen 
binding site (AEBS). Its biological function is 
presently unknown, but it is conceivable that 
AEBS play a role in the development of resist- 
ance to antioestrogen. In view of the develop- 
ment of new antioestrogens and of reports on 
membrane bound progestin binding proteins, we 
compared the affinity of antioestrogens and 
(anti)progestins for rat liver AEBS. A lZ,OOO*g 
supernatant was incubated with 8 nM of [3H]- 
tamoxifen (Tam) and increasing concentrations 
of competitors. The relative binding affinities 
were: Tam (ICI): 100; 4-hydroxy-Tam (ICI): 24; 
N-desmethyl-Tam (ICI): 9; Nafoxidine (Upjohn): 
202; Clomiphene: 222; Toremifene (Farmos): 48; 
4-hydroxy-toremifene (Farmos): 27; N-desmethyl- 
toremifene (Farmos): 9.1. The steroidal anti- 
oestrogen ICI 164,384, the antioestrogen Zind- 
oxifene, its deacetylated metabolite D-15414 
and the new antioestrogen 3-18954 (all Asta) 
had a RBA below 0.05%. Progesterone, Org-2058 
and 19-nor-21-fluoro-derivatives, antiprogest- 
ins Org 31376 and Org 31710 (all Organon), 
cholesterol and its 7-keto-, 7-beta-hydroxy-, 
and 3,7.12-alpha-trihydroxyderivatives also did 
not compete. It is concluded that the phenyl- 
alkylaminoethoxy side chain of tamoxifen and 
related compounds is important for the recogni- 
tion by the AEBS. 
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~DOME’IRIAL SlDE EFFECTS WlTH TAMOXIFEN FOR 
WEAST CANCER 
G. La Bowdac, J. Da&at, H Cur& J.L. Achard and V. Faillal 
-0 Jam Pa&, Place Hanri Dunant, BP. 392,630ll Clarmont- 
lkand Cda, Pkamr 
‘pmnrya is tha mat widely usad ncwtaroidal anti-mstrqan for 
aijuvar& tntmant of pat-maropausal lxaast cane=. This agaut is 
d Mar&d alKl afractive according to racurrmcwfma smviwl 
md owall u&al data including mcont mnaanslym. Today, 
long tam tlmapeutic tdalr M pacrormad with adminkation of 
thiadnqfor sympn, OI‘maworavenind&nitaly.Machanimlrof 
action and pbrmcdqy ar imoqlady unkatood ‘lb 
0tqonMe a8uo@c property (via compatitiw inhibition of 
atroga mwpta) L 8aodatd with a partial agonisth mrogmic 
atra~drpndront~targ*tirrwinvolped.Vapinalb~ingir 
w an unzommm symptom obmmd iu woman so traatad. Wo 
hre inwtignti abnormal uWn0 blading cmmd among 26 
path8 mceiviag tamoxifm for hraast carcinoma. The histopatho- 
I o$cd 1 ad q oki md by dlatati on and cvatage Q hptreo 
tomy, are the following: 
-an&matrial pde and/or hype+& mucosa : 18 casaa 
- sndomurial a&nocamimma : 3 cam* 
-atfophkmucaa:Scaw 
This mpat high&ho tha potaatial mstrogan-like behaviour and 
arciaogmk risk towaxis eadomatrium with prolongal anti- 
- admMstmt&n. Matrcxrhagia was explainad by advane 
Ciumlatay offact in 80 % of aasaa (21/26). In tho littamtum, the 
iuxad h&aaw of rndomattial cancer could br nlated to the 
@w aud duration of tamoxifa axpaxa. 
Samg&ic and hystarwcopic examinations ara recommendad 
4th tha aim of oamfully fohwhg up the utarine corpus a* long a* 
plonqd tammdfan treannant ir given. 

NON METASTATIC BREAST CANCER 
First line treatment with tamoxifen 
L. Mauriac, S. Dezou and M. Durand 
Fondation Bergon%, Dpt. of Medicine 
Bordeaux, FRANCE 
Locally advanced breast cancer are usually treated with 
chemotherapy, because prognosis is overweighted by 
future wide-spread metastasis. For elderly women, the 
best treatment is often antiesttogens. They are prescribed 
either continuously for patients with poor general 
conditions (group A) or primarily before locoregional 
treatment by surgery and/or radiotherapy ; this treatment 
is either performed after secondary recurrence despite 
hormonal treatment (group B) or after maximal efficacy 
of hormonal treatment (group C). 
One hundred women (median age 72,6 years) with non 
metastatic breast carcinoma are retrospectively studied. 
Sixty-nine objective responses have been got with first 
line tamoxifen (30 mg/d) (10 complete responses) ; only 
3 patients progressed and the others were stabilized. 
Objective responses occure after median follow-up of 
5 months. Actuarial adjusted survival curves are 
identical for group A (palliative hormonal treatment) and 
group C (locoregional treatment after response to 
hormonal treatment) but are better than group B 
(locoregional treatment after secondary failure of 
hormonal treatment) (p=O,Ol and p=O,OOO3 respectively 
- log rank test). 
This retrospective analysis allows to realize a 
randomized trial comparing hormonal treatment to 
horrnono-chemotherapy for menopausal patients with 
operable breast cancer bigger than 4 ems, before 
adjusted locoregional treatment. 
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TtwcmTm(w)m~~cIu3cFRINcBD~ 
G.!ktec&i: M.Mzwtti: S.Milmi: A.Plxhinot& A.FaPris, 
A.Scami, L.Maiwino, A.Surko, A.Traina. G.Mq&i, 
A.-i, AZ&U, G.D’Aiuto, V.P&si, I.-, E.Vil 
la.V.Fcsaar. P.&&tini, F.S&Lttulli, P.Q&eceiar, - 
E.De Fabiani, C.ceCi&to, M.Lorberdi axi other trialiet of 
Ccqer&ive M G.R.E.T.A. 
Q&M chmlogico, vie PM& 19, 34100 Trieste - Italy 
Bebiwn&rillw7ardDecal&r lsq 3ll-overt& 
e@ofiO,withcperahlcbrarh~ (b.c.), were rimdo_ 
mizedtoSqery+Tan(~rrg/dfa-5yrs)orTan(160~ 
d 1, follwed 20 mg/d till GUI). Ihe n&im f.w 
wae13~,ihemem43eofpk3was76yr&Thetwo@-qJe 
WapWellbaLncsd f~tUux&z@,cumaitaltdirrasess 

=lwan== stahrr. IntheTan@xa@z7pta (18.1%) 
dev++laalFaqxeaial,witi5-folloNadbydis 
oantmewtaw3(Ml).TheovaauincidExxofMlwaa10 
(6.7 %). Nti pts (6 X) died: two fcr in-t diem 
eas (i.d.) fYw ofhU, iw fcr i.d. with Ml, five fcr b.c.. 
In the w omup 13 pts (10.1 X) dew.@& Ml. Fair pts 
(3.1 SC) died, of rhon two fcr b.c.. 
Inptecwer7o~,with@rauylra0stcmaar,Tmlalore 
qle8xY8tobeabletopwidelccalmd6yateaiccontral 
ofttrediwmein63%of-. Inceeeoflccal~_ 
eial, IIndline~crlUi~iqvcultrolule 
disaeseinfUrth?rl4%of-. Iffktherf.~willcQl_ 
finn~&ta,klcculdbeminterm~firwtline 
~ineucilpatients. 
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