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UlXGU_ATIoN(F EGWJ?XVX INXEDBY ALPHA-INTERFERON 
INMMDNA431CELLS 
A.Budillcm,P.Tagli&rri.C.Oi Lazzaru*,M.Towisi*.G.Palmieri 
G.Genua,M.Caraglia,S.Wpe,R.tQraro*,L.Frati* and A.R.Bianco 
Catt.~lo@a Mica.11 Facolta di Msdicina,Napoli; tip. 
Msdicina @et-inmtale,lWersiti "La Sapi0ua",Rana, Italy 
The availability of reccnbinant ~UWI Interferon (IN has 
paralleled their increasing use in the treatiwt of hunan 
cwcert twzver the biological bases of their antituw 
activity have not been carpletely elucidated. Elation of 
g-u&h f&or receptors by physiological agents,like IF% 
in tnarw turor cells,could be of potftltial clinical inte 
rest. We have studied the possible relationships bebw?n- 
q-c&h inhibition induced by r=alpha-IFN and the eXpresSiOn 
of EGF-R in the humn cwcer A431 cells. 5CJJ UI/ml of IM 
induced 50% grwth inhibition after 48 hrs of treatment 
without cell toxicity ti in the absence of cell cycle 
pert.urbations,as assessed with Flw Cytaretric analysis. 
Es binding evaluated 4Bhrs frcmbegimingoftreatment 
shwed an uprqlation of E[f-R expwsion. The overall 
increase in EGF binding sitesws not a earlyevent,was 
dose+endent adwas duet0 anircreaseof lcw affinity 
receptors ranbet- (3.6x10‘ sites/cell in controls, 5.WxlO‘ 
sites/cell in IFN-treated cells). The affinity of the race 
ptorfwmwaslnaffectedbyIMaswellasthe~oT 
high affinity receptors. These results of radiobinding were 
confinred byimnroelectrun microscopic analysis ti quanti 

- tation of the tpld labeled receptors 01 the cell plasra 
ntznbranes. NJ clear -logical changes were obsetwd in 
IFN-treated cells. Vzqorted by A.I.R.C.) 
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ANTlPROLlFER4TlVE POTENCY OF THE NEW 
NONSTEROIDAL ANTIESTROGEN ZK 119.010 IN 
RSTROGEN-DEPENDm TARGET ORGANS AND 
MAMMARYlVMORS 
MR. Schueiderl, Y. ~i~hinol, H. ~ictmal, M.P. El Etrebyl 
and E. van Angere? 
lResearcb Laboratories of Schering AG, Be&, West Germany, 
2 Institute of Pharmacy, University of Regensburg. 
2-(4-Hydr~~~)-5-hydroxy-3-mcthyl-l-[~(l-~~~o) 
he@]-indolc (ZK 119.010) was shown to be a potent and pure 
antie.strogen io the immature mouse uterus a8 well as a strong 
inhibitor of the MCP-7 breast caucer CZII Iiue (van &erer et 
al., J. Cancer Rcs. Clin. OncoL 1989, &5, S56). In this study, a 
comparison of ZK 119.010 with ICI 164.384 and tamoxifeu in 
antiuterotrophic effects and antiproliferative activity on the 
normal mammary glaud and on hormone-dependent mammary 
tumors was made. ZK 119.010 was superior to ICI 164.384 and 
tam&en io autiuterotropbic potency in immature mice. In rats, 
ZK 119.010 was more potent than ICI 164.334 and, unlike 
tamoxifeo, both were able to induce abnost complete inhibition 
of uterine growth. The estrogenic activity of ZK 119.010 was 
much below that of tamoxifen, but slightly above that of ICI 
164.384. ZK 119.010 as well as tamoxifen was able to sigaiticantly 
inhibit the development of tubular alvwhu buds in the normal 
mammary giaud of ovariectomized, hormone-substituted rats, 
whereas1C1164.3&)wasineffe&e.W119.010 andICI164.3&1 
- in contrast to tamoxifen - had no marked effect on growth of 
the hormone-dependent MXT mammary tumor grown either iu 
intact or iu e&rogen-substitu~ ovari.x3omized mice, whereas 
both compounds strongly inhibited uterine weight in the same 
assays. However, ia the NMU-induced mammary cardnoma of 
the rat, 7X 119.010 (kchauge of tumor area: 171 %, control: 
455 96) ti well as ICI 16434 (168%) caused a si@cant 
inhiin of tumor growth though lower than that after 
ovariectomy (8%). 

THimmTmv- 
cE.LcroLE -IYOaLDemnaHoPmIBn 
-m- 
l-l. Michru’ , W.L. MoQulr& MR. Schnokler ??, Y. Nlshlnd , M.F. 

El Et&y* , w. Kllhnel _ 

’ Resruoh Moratodr of Sohwing AG. kiln, llckrt Gwmany 

+C+t. Medldn., Div. oncOlooy, Univ. Texas, San Antonlo. U.S.A. 

_ Insntuu of Anatomy, Macal lklhr. Liibeok, wsf Q.rrnaly 

The pro~osterotw antagonl#t~a, ONAF’RISTONE and ZK 112.983 

(Schadng Ewfin. Wnt Gfmany). proved to powus tumor 

Inhibltwy affwfa In smw(LI pmgwirmna nerptM porithn 

rxpwfmantal mammary turnon. m0k UIUIU~OI wavily I* tl 
strong or won better than that ol mmoxbn or wadwkwny In the 

MXlmammwy tumor oi tha mouw and tha DMBA- and MNU- 

Induced mammuy (umOm of lho rat. I~nQly, anlltww 

acuvilywnfculdInaplteofrlwafadk4sdc7wle?l~pltuihly 

hormones. To elucidate the rfwhanhm of actIon of we 

antagonistr wa evaluated fbair ofhem on growth, ultraarWn and 

cell cyole klnaiccl In the MNU and MXT tumor model. LigM and 

electron mlcroecoplcal ewmlnaffon of MXT, MNU and DMSA 

tumors lead U(I m propore thaf the ormvth inhlbkoty of&I8 of 

proQestrron0 rwopfor anfeJonhts msun from tha lIKhJotknl of 

tetmlnal dlfkrartiatlon, Ireflng to cell death and tfw apppplunoa 

of nuolw fmQment8Uon by apophmh. Analysla of nudw DFU 

conbnf In such turnon udng flow oylomaby atmwd fhaf the 

progeatemne ant@~on!& in able to block pmonrkn of tumor 

~llrIn~G,ph~ot~eollEyaoMdrsduad~mo(lonot 

o(1lls In the S and G2 M phases. ln contrl, usa of the csmwtional 

therapies with tamoxlfen or DES M well u wadectomy dhplayed 

no change8 In the dletributlon of cell8 within ihe call cycle, 

indicating that prog6aterons receptor antagonists mpmaenf a 

fundamsntaily innovstivs endocrine therapy of breast cancer. 

101 

The effects of antiprogestins on the 
proliferation of breast cancer cells 
R. Ii era. B. Bahlmann. J. Hofmann,_ ack enb 
F. HBlzell. K-D Schulz 
Departments of Obstet. and Gynecol., 
Universities of Marburg and Hamburg~ 
Pilgrimstein 3, D-3550 Marburg 
In this study the in vitro effects of 
the antiprogestins ZK 98.734 and ZK 
98.299 on proliferation of the human 
breast cancer cell line MCF-7 were 
investigated. The experimental 
cultivations were performed with 10 % 
charcoal-stripped FCS. Proliferation of 
MCF-7 cells is stimulated by 10 nM 17p- 
Estradiol (Ez) (> 200 % versus control 
after I days). The progestin R5020 (100 
nM to 1uM) antagonizes stimulated cell 
proliferation. 

The antiprogestin ZK 98.299 stimu- 
lates slightly cell proliferation, 
whereas it is not altered by ZK 98.734. 
Stimulation of cell proliferation by 10 
nM Ez is inhibited by ZK 98.734, but 
not by ZK 98.299. The growth inhibitory 
potential of 100 nM R5020 can be ant- 
agonized only by 1uM ZK 98.734 but not 
by ZK 98.299. 1 uM R5020 cannot be ant- 
agonized by either of the substanzes. 

The results show the diversity of 
the effects of different antiprogestins 
on breast cancer cells in vitro, which 
have to be investigated in more detail 
before a clinical application of these 
substanzes. 


