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CATHEPSIN 0 IN BREAST CANCER CYTOSOL - FOLLOW-UP AFTER 
16 NONTHS 
W. Jiiger. E. krkle, E. Maloth. N. Lang 
Univsreity of Erhng~n, F.R.G.. Oept.Obstet.Gynecol. 
It has recentlv been claned thet the concsntretions of 
Csthepsin 0 (Lath 0) in breast center cytosol could 
serve es e prognostic peranetar in that dxeeee. 
We nwasured the Ceth D concentrations in 71 breast 
center cytosols. which had been obtained during 
prmery surgery between December 1997 snd July 1966 end 
were kept frozen at -40 C until detemxnatlon. 
The essay ie based on the binding of tw monoclonal 
antlbodles directed egalnst Ceth D epLtopes. The 
meesuring range of the essay ranged fron 0.6 pm01 to 
120 paal Cath Olmg cytosol protein (cytprot). 
Cancentrationr exceeding 1M pmollmg cytprot were 
resssaysd after appropriate dilution. The intra- end 
intereasay coefficients of verietloc of duplicate 
deteninetione were always <IO%. The assays were kindly 
provided fror IO-CIS. Dreiaich, F.R.G.. 
From theee 71 petiente 9 developed meteeteess until 
February 1990. The Cath D conce”tret1.,“6 of the60 
patxents wpa bewteen 18.6 end 76.2 pmllmg cytprot. 
uth e median of 35 pnollmg cytprot. The Cath D 
concentrations of the raining 62 patients, who did 
not develop meteeteees eo far wsm scattered in wide 
range fra 5.4 to l20.9 p+ml/mg cytprot, with e median 
of 36 pal/rg cytprot. 
NO differences could be observed in Ceth D 
concsntretians in respect to lymphnode uwolvement, 
histology end sirs of primary tumor. No direct 
correlation between estrogen or progesterone receptor 
concsntration and Ceth 0 concentret~on could be 
detected. 
From these prelininary results no difference in Cath D 
cytoeol ccixentretione could be observed between 
patients with eerly meteeeteeee of their disease end 
pstients without metssteees st lee& 16 months after 
primary surgery. 
These dots do not support the assumption that the Ceth 
0 concentratiare of the primery tumor could delineete e 
9roup of breast center patients with high risk of early 
rec”rre”ce. 

131 

INTBRACTIVB BFFBCTS OF ESIRADIOL, TPA AND 
BRYOSTATIN ON GROWTH AND ON THE BXPRESSION 
OF BSTROGEN RESPONSIVE GENES AND TGPj IN 
HUMAN BREAST TUMOUR LINES. 
J.Nun’, A.L.H&’ ond LLautec’. 
‘Cancer Research Unit, University of Newastk upon TJme, UK 
??ICRF Lhmtories, Institute of Molecular Medecinc, Gxfo& U.K. 

The phorbol ester, TPA (1OnM) produced a marked reduction in 
thegrowthofMCFIc+Usinfullgrowthmcdlum,buthadonlya 
small effect on MDA and T47D &Is. The effect of TPA on MCF7 
cells was partiaUy reversed by bryostatin, suggesting bryostatin does 
not mimick TPA in this system even though both are believed to 
act via effects on protein kmase C. When the estrogen receptor 
t vc MCF7 and T47D eeIis were maintained in charcoal-stripped 
serum, the incxcasc in DNA synthesis on stimulation with atradiol 
was inhibited with 5OnM TPA in MCF7 eeIIs but not in T47D cehs. 
The effects of these treatments on the expression of the estrogen 
responsive genes pNR2 and pNR1OO(Cathepsin-D) were examined. 
Rather than preventing transcription of these estrogen responsive 
genes, TPA alone increased pNR2 and pNRlO0 mRNA IeveIs in 
MCF7 cells and the combined effect of estradiol and TPA had a 
marked synergistic effect in increasing the mRNA IeveIs of these 
genes. In T47D c&s pNR2 transcripts were not detected and the 
increase in pNRlO0 expression was not affected by TPA. We 
con&de that the inhibitory effect of TPA on the growth 
stimulation of MCI7 cells by estradiol was not due to a general 
inhibition of the expression of estrogen responsive genes. 
An ahemative possibihty examined was that the inhibitory effects 
of TPA on MCFr7 &Is might be due to the stimtdation of TGF- 
8, acting as an autoaine inhibitory growth factor. B&radio1 
treatment of MCF7 cegs redwed the levek of TGF-B mRNA, 
whereas TPA produced a marked increase, The combined cffeet of 
TPA and @radio1 furthur increased TGF-/I mRNA above the 
levels seen with TPA alone. Bryostatin bad little effect on TGF- 
B expression either alone or in combination with estradiol. These 
observations suggest that the inhibitory effect of TPA on MCF7 
ce.Us is due an autoerine inhibition by TGF-b. 

THE C”ROMOSONE 13ql3 REGION AND PROGRESSION OF HUMAN BREAST 
CANCER 

Ed Schwaring. Ele Vcrhoeven, Hans Peterse. Carla de Boer. 
Marc VM de Vijver. R-1 Nussc. Walter Mooi end Rob Michalides. 
Departments of Tumor Biology end Molecular Biology. the 
Netherlende Cancer Inefitute. Aasterdem. the Netherlands. 

Activetion of several oncogenes (e. z end G-2) bee been 
described in human breast cancer end may be OF interest es 
potenti.% pmgnoetic marker in breeet CMCBP. We have studied 
the clinical implications of amplification OF ones within the 
chromosome llq13 r&on et different et-s OF breast cancer 
development. We found thet the E-2 onco&ene in this region ie 
amplified in 25/l@ (131) of the cesee etudied. Two other 
oncogenes within this region. the m-1 end E-1 oncogene. were 
always co-amplified with m-2 (25/25 end 20,20 cases. 
respectively). A fourth oncogene within this llq13 locus. the 
e-1 oncogene, wee not amplified in tumors vlrh an ‘“t-2 
aaplificaria” (O/11). 
Two other oncoyncs. “eu on chromosome 17 end w on chnxvxome 
6. were amplified in 11% and in 8% of cases studxd, 
respectively. Amplification of genes within the llq13 regxon did 
not coincide with emplification of “eu end/or of s: in only 
one ceec z end in another caee s ws co-emplified with the 
oncogenee within the llq13 pegi.,“. 
AmpliFicstion of the 11~13 region wee significantly correlated 
with estmEen receptor positivity (p<O.O4) end with the preeence 
of lymph ncde meteetesee (~<0.011. These data sueeest that 
amplificatlo” of the chromo&.e llq13 re9lon is es&&d with 
a distinct tumor type and presumably is mdicatxve. wlrhln the 
group of patients with estrogen mceptor Positive tumors. of 
poor pmgnosie. However, the mean follow-up time of our patients 
io still too ehorr to esaociate amplification with tumor 
recurrence end with patient survival. 
Because we did not observe eny RNA expression of the s-2 and 
E-1 gene in tamore with an 11913 amplification. we assume that 
enother geoe 18 involved, loceted witbin or nearby the oncogenes 
int-2. g-1 end u-1 of the chmmoeome llq13 re@on. By meens 
ofin-gel-renaturaeion. phenol-~sion-~associarion-tffhnlque. 
differential cDNA cloning and megabase ??epplng. we are presently 
endeavoring to identify thus gene. 
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wmmlF- b&r+, A.M. ’ , i&jasq$.E. , Laire, A.M.‘, Alitalo, 
K.K. z-d I&+c&Q P.L. 


