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ANTIPROGESTINS. 
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Both steroid hormones, such as estrogens and 
progestins acting via nuclear receptors, and growth faders, 
such as EGF, IGFI and IGFD a&g via transmcmbrane 
receptors, are able to modulate the growth of human breast 
cancer cells. In addition to its antiesbogenie action rquiring 
estrogen receptor (BR) and leading to growth arrest, we have 
previously shown that the antihormone Tamoaifen (Tam) is 
able to block EGF, Insulin and IGFI mitogenic activities in 
total absence of eatrog+ns (BBRC,146$502,1987). This anti- 
growth factor activity is observed exclusively in ER+ eelIs and 
is rescued by cstradiol addition, thus suggesting that it is 
mediated by accessiile ER sites. In the same culture 
conditions, progestins and antiprogestina do not display such an 
inhibition, whereas rctinoic add does, thus indicating that this 
anti-growth fador effect is not restricted to ER I@&. To 
progress in the understanding of this inhibition, we first 
analyxd how Tam could a&et EGF and IGFI binding in 
responsive cells. We have shown that Tam neither affects EGF 
and IGFI bib&g to their rwpcetive receptors by direct . . cornpetItIon nor modulates their afiinities. However, Tam 
pretreatment (6 days) decreases IGFI binding sites by m 
which could explain its anti-IGFI effect. On the contrary, it 
increasRF EGF bindinS by 40% thus implying tbat it could 
affect the functionality of EGF receptors. 

In con&sion, we propose that some steroid 
anta@sts can inhibit not only the action of agonist @amis of 
the receptors they are binding to, but can also modulate the 
a&on of growth factors by decreasing their receptor 
concentrations or altering their functionalities. 

ANTITONOR ACTIVITY AN0 MECltANISM OF ACTION 
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Onapri.ton. .nd other ‘ntiproqestins provad to 
po*s*** . potat antitumor activity in *.v.t.1 
hormone-@endent exPeriment.1 breast CMCer 
model.. Thi. activity is ‘II rtronq oe .".n 
batter th.n th‘t of tamoxifen or Ov‘rieCtOmy 
in the "XT-mammery t"mOP of th. no".. a”d DMBA- 
‘nd MN"-induced m.mm.ry tumor of the r.t. Th. 
antitumor utivity i‘ evident in the.. model. 
in ‘pit. of .l.v‘t.d .e- level‘ of ovarim Md 
pituitary hormones. Th. d.t.il analysis of .11 
our data including the morpholoqiC.1 lUltr.- 
rtructur.) ‘tudier of the ~p.rmwcy tumor‘ of treated 
animal. ‘nd th. .ff.ct‘ on growth end Cell cYC1. 
kin.tic‘ u‘inq DNA Flow Cytometry indicet.‘ fh.t 
th. .ntitumor .&ion of .sntiproqe.tin. i. ??ed1.t.d 
vi‘ the proq..t.ron. r.c.ptor .nd related to the 
induction of t.rmin.1 cell differenti‘tion l..dinq 
to incr.‘..d cell d..th. The .tro"q ."titUK.r 
ativity Of .ntiprcg.stin* in OYT .xperi~t‘l 
h-mat cancer mod.1‘ do.‘ not priaerily d.pad on 
. cl...ic.l antihormon.1 m.chMi.m. 

Th. .ntiproq.,tin-r.1‘t.d r‘eduction of the ntier Of 
m.mm.ry t"mor cell‘ in the S-ph‘.. in our .xp.rim.nt‘l 
tumor n.od.1‘ ,Q,G,.re.‘t, .oph..it.‘ the ueiw. 
innov‘ti". m.ch.ni‘m of action of the,. "er agent‘ 
in the tr..tn."t Of huna" bz.“t C.nc.r. 
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TREATMENT OF BREAST CANCER UITN DIFFERENT ANTIPROGESTINS; 
PRECLINICAL AND CLINICAL STUDIES 
G.N. G.kker, g. Setyono-N.n .nd J.G.R. K1ijn 
The Dr. Daniel Den Hoed C."c.r Center, Dept. of Endocrine 
Oncology, Rotterdam, The Netherl‘nd‘ 
Trcatmant with sntiprosestins is . ".Y trestment modality 
for breast c."c.P. Previously, in r.ts uith DMIJA-Induced 
m.nvn.ry tumor. ue observed significant growth inhibitory 
effects of chronic treatment with the entiprogesti" mife- 
priston. (RUC86). In addition. in 11 poatmenop.us.1 breast 
cancer patients, Y. observed on. objective rcspons., 6 in- 
st.nc.8 of short-term stable disease, and 4 Instsnces of 
progressive disease. Side-effects appeared mainly due to 
antiglucocorticoid properties of the drug. Incree6ed plas- 
m. estredfol Levels we?. observed which prob.bly resulted 
from ovarian (rat) end adrenal (patients) sterofdogenesis. 
Combined tre.tment with ." antiestrogen in the ut model 
caused additive growth inhibitory effects. Tumor inhibi- 
tion after single treatment with mifepristona OP tamoxifen 
u.8 90% and 75X, reap. In contrast, when combined, tumor 
remission similar to that caused by LHRH-agonist tre.tm."t 
(50%) u.. observed. Even higher tumor remission u.8 found 
after combined treatment with mifepristone plus LHRR- 
agonist (75%). In preliminary studies in the P.t model *e 
observed significant It&nor growth inhibitory effects with 
revcrel ".Y sntiprogestins of greater potency which CWP. 
less unf.vor.ble side-effects. 
In conclusion: Combined treatment (entiprogestin plus 
antiestrogen or LHRH-agonist) may be of value in endocrine 
therapy of breast c."c.P. 
Supported by grant DOWK 89-6 from the Dutch Cancer Society. 
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ANTIPROGESTAGENS IN THE TREATMENT OF MEtlINGIB% 
S.lI.J. Lamherts, J.U. Koper, R. Braakman, C.J.d 
Avezaat and H. Tanghe. Departments of Medicine, 
Radiology and Neurosurgery, Erasmus Universit.v, 
Rotterdan, The Netherlands. 
The majority of neninpiomas contain high affini- 
ty progesterone receptors. RU 436 binds to the- 
se receptors. Exneriments with cultured menin- 
gioma cells showed that progesterone enhanced 
thymidine incorporation in response to epider- 
ma1 growth factor. This effect can be blocked 
by RU 436. The fact that orogesterone increases 
the sensitivitv of meningioma cells to mitooe- 
nit stimuli, whereas RU 486 counteracts this 
was further investigated in a clinical study. 
IJe treated 10 patients with inoperable meningie 
mas for 12 months with 200 mg RU 436 daily. Two 
patients died durinn the treatment period. :!ost 
oatients had complaints of nausea, vomiting and 
tiredness. In 4 patients prednisone (7.5 ma/day) 
was given simultaneously, in order to overcome 
these side-effects. CT-scan analysis of tumor 
size showed stable disease in three, regression 
of the tumor in three, and prooression in four 
natients. A decrease in comnla;nts of headaches 
and an improved general well-being was observed 
in 6 oatients. Therapy with RU 436 resulted in 
activation of the HPA-axis with a resetting at 
a higher level, with a normal diurnal rhythm 
and stimulability to CRH, with a diminished set+ 
sitivity to dexamethasone. Secondarilv the nro- 
duction of androstenedione and estrad'iol increa- 
sed considerably. These changes were caused by 
a partial cortisol receptor resistance during 
therapy with RU 436. 


