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In vitro studies with endometrial tissue fragments have shown differences in enzymatic 
activitiesand responsiveness to hormones of normal and neoplastic endometri um. Ihey have 
also suggested tests that may identify patients with endometrial tumors who are likely to 
respond to hormonal therapy. Estrogens significantly stimulate PGFPD output ty secretory 
but not by proliferative endometrium under organ culture conditions. The PGEz/PGF2 (1 ratio 
in basal output is higher in endometrial cancer than in normal endometrium. Progestins 
inhibit the basal and estrogen-stimulated PGF2. output, increase estradi ol 17s dehydroge- 
nase activity, promote glycogen accunulation and diminish lipocortin output when added to 
cultures of endometrial fragments. Epithelial cells in primary cultures also produce 
PGF2 ., and respond to estrogens, even when derived from proliferative endometria. The 
basal output of PGF2 o by strcmal cells is much lower than that of epithelial cells in cul- 
ture and is not signiricantly increased by estrogens. A hunan endometrial adenocarcinoma 
cell line (Ishikawa), established in Kuramoto’s laboratories, was found to be responsive to 
estrogens. Progesterone receptor levels as well as 
tase activities were elevated by estradiol 8 

NA polymerase and alkaline phospha- 
(10’ Ml. Addition of estradiol to quiescent 

cultures of Ishikawa cells resulted in about j-fold increases in cell numbers. The estro- 
gen-responsive Ishikawa cell line offers the opportunity to examine hormonal regulation of 
autocrine factors promoting or inhibiting growth and, by cowarison with estrogen-unrespon- 
sive cell lines (e.g. HIZC-1, HEC-501, to identify differences in the quality and function 
of specific estrogen binders. Such studies could be extended to the examination of defi- 
ciencies progesterone receptors present in Ishikawa cells, especially after estrogen treat- 
ment, since these cells do not respond to progestins. 
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Steroid! hornoncs are nresent in iwan tissues in si*:nificant a!ciounts, and apart 
from act ins-7 as a ‘, :lor7!onnl reservoi.r, these steroids may affect t!le activity of 
cneymes concerned wit!1 steroid nctnbolisi?, e.:. deiplro~enase and aroxntase. ::e have 

shown that in endo7ctrial tissue anil in breast tumcur cells nndrop,ens are inhibitors 
of dehyc!ro:enase, an cnzyx rrhicll is also sensitive to nro,Sesterone. hromatase can 
be mar!cedly affecter1 by cortisol and by 7ro:esterone in vitro. ‘:e have therefore 
investiRatcd tissue steroic’ concentrations and cnzvme .xtivity to see!: a possible 
relationship, and to colloare norxal and nali,~nnnt tissue. ;Yo relationship betxeen 

cortisol and aromctase -gas found, but 3 npgativc relationship 17it!l proCcsterone was 
anpcrent. Anc!roSen levels rrere hiC:ler, but not significantly so betTleen breast 

tu:70ur and nornal tissue. DehydroSenase activity ‘las higher in thr? tumour compared 
:3i t’l normal tissue but oestrodiol levels were hi;‘ler than oestrone in tunour and 
were similar in norma1.s. T!lUS, androy,eas and Drozcsterone ::lay alay a role in 

I lodulat in,? oestro,Ten metabolis_; in !xcnst turlours, but dIether this .lechanisn can 
totally account for the different relationship bet\reen oestrone and oestradiol in 
breast tumours co-l?ared :rith norwl tissue requires furt%r investigation. 


