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Breast cancer-diagnostic and prognostic factors

646 ORAL
BREASTCANCERSUR~VALAFTERORALCONTRACE~VE

USE
I. Schanborn, K. Ebeling, P. Nischan Department Gynecol. Obstet., Uni­
versity Hospital Rudolf Virchow, Pulsstr. 4, 14059 Berlin, Germany
The aim of our study was to investigate the influence of a positive his­
tory of OC use on survival of breast cancer. The prognostic effect of
an antecedent OC use was investigated in 471 breast cancer patients re­
cruited between 1982 and 1986 as contribution to the WHO Collabo­
rative Study of Neoplasia and Steroid Contraceptives using univariate
(Kaplan-Meier/ logrank test)- and multivariate (Cox model) survival
analyses.

297 (63%) patients had ever used OCs and 202 (43%) were long­
term users. Sixty months after diagnosis OC users had a significantly
increased overall survival (P :::: 0.037). The effect persisted after adjust­
ment for other prognostic factors and was mainly attributed to women
who had taken OCs four years or longer (P :::: 0.025). Comparing the
survival dependent on duration of OC use (never, 1--48 months, ~ 49
months) the most significant influence on survival was observed among
long-term users with a rather expected worse prognosis.

These results suggest an effect of OC use on tumor biology during the
preclinical course of the disease.

647 ORAL
PROGNOSTIC VALUE OF BONE MARROW BIOPSY IN
OPERABLE BREAST CANCER PATIENTS AT THE TIME OF
INITIAL DIAGNOSIS: RESULTS OF A 19-YEARMEDIAN
FOLLOW-UP
K. Landys, S. Persson, J. Kovarik, R. Hultborn, E. Holmberg
Departments of Oncology and Pathology, Sahlgren's Hospital, Goteborg
(DPGj, Sweden
Masaryk Cancer Institute, Brno (M CI), Czech Republic
From May 1975 until May 1980, 128 operable breast cancer patients
clinical stage I-II had a core bone marrow biopsy (BMB) from the pos­
terior iliac crest as a part of the routine diagnostic work-up at the time
of initial diagnosis. The mean age of the patients was 56 years, range
26-93. Priorto this study, in 10 patients BMB (7.8%) were positive for
tumor cells and in 118 negative by conventional histopathology. In 1995
we reexamined all BMB separately at two laboratories, using monoclonal
antibodies against cytokeratins AEl-AE3, KL 1, CAM 5-2 (DPG), and
DCIO, BA17 (MCI). Micrometastases were detected totally in 17 pa­
tients (13.3%) at MCI and in 16 patients at DPG. Moreover, at Mel
another 8 patients were classified as suspicious. Median follow-up was
19 years. All tumor cell-positive patients relapsed and deceased within
6 years of disease progression with evident osseous metastases. There
were 3 survivors of the 8 patients with suspicious BMB: 2 with evident
osseous and skin metastases, time to relapse 19 and 20 years respectively,
and one patient was disease-free after 15 years of follow-up. The median
overall survival was significantly shorter in tumor-cell positive patients
being 1.9 years compared to II. 7 years in the BMB negative and BMB
suspicious groups (P < 0.0001). BMB is useful in predicting the prog­
nosis in patients with breast cancer clinical stage I-II.

648 ORAL
PROGNOSTIC SIGNIFICANCE OF UPA AND PAI-l IN
RELATION TO OTHER PROGNOSTICATORS FOR THE
CLINICAL OUTCOME OF BREAST CANCER
A. S. Knoop, A. V. LtZTlkholm, S. Hansen, ]. Andersen, P.A. Andreasen,
JA. Andersen,]. Overgaard, C. Rose
Department of Oncology and Pathology, Odense University Hospital, 5000
Odense; Department ofMolecular Biology and Danish Cancer Society, Ex­
perimental Clinical Oncology, University ofAarhus, Aarhus, Denmark
In a retrospective study, uPA and PAI-l were assayed by enzyme-linked
imrnunosorbent assay (ELISA) in detergent extracts prepared from 400
primary breast tumours. The patients were followed for a median of 9
years and for all patients relevant clinical findings were recorded

We found a correlation between uPA/PAI-I and classical prognostic
factors such as number of lymph nodes involved, grade, tumour size,
hormone receptor status and histology, but no correlation according to
menopause or age.

Disease-free (DFS) and over-all survival (OS) were analyzed using
a Cox's proportional hazard model. As cut-off point the median uPA
and PAl-I values were used. Breast cancer patients with high content
of PAl-I (>11.0 ng/mg protein) have an increased risk of relapse and
death (RR: 1.74 (1.27-2.39), while high uPA (>4.3 ng/mg protein) had
no impact.

Despite PAI-l's correlation to other prognosticators, PAI-l retained
its independent significance in the Cox-model in contrast to uPA.

649 ORAL
PROTEIN TYROSINE KINASE ACTIVITY IN 350 Tl/n, NO/Nl
BREAST CANCER. PRELIMINARY RESULTS
M. Bolla, B. Rostaing-Puissant, S.P. Bottari, M. Chedin, ]. Marron­
Charriere, M. Colonna, E. Berland, E.M. Chambaz
CHU A. Michallon, Grenoble, France
Protein tyrosine kinases (PTKs) playa major role in the transduction of
the mitogenic signal and have been reported to be involved in cell pro­
liferation, differentiation and transformation. PTKs can be subdivided
into two major families: membrane associated PTKs consisting essen­
tially ofgrowth factor receptors (receptor tyrosine kinases or RTKs) and
cytosolic PTKs involved in the transduction of mitogenic and differen­
tiation signals. From January 1988 to January 1992, PTK activity was
assayed in cytosolic fractions prepared from 350 Tl-T2, No-Nl MO,
breast carcinomas. Enzymatic activity was measured using 32p_ATP
and poly-Glu-Tyr as an artificial substrate. According to our previously
reported pilot study, we chose a cut-off value of 12 pmol 32p incorpo­
rated min- 1 mg- 1 protein, corresponding to median value. We found
positive PTK levels (~12 pmol/min/mg) to be correlated with the loss
of differentiation according to Scarff-Bloom grade (P < 0.001), negative
PR (p:::: 0.003) and ER status (P :::: 0.004). With a median follow-up
of 30 months (0-90), patients with a positive PTK level and a positive
axillary status presented a significantly smaller 3 year disease-free sur­
viwl than the PTK negative (~12 pmol/min/mg) ones (P :::: 0.07). In
Cox multivariate analysis including pT, pN, Scarff-Bloom grade, PR and
ER, PTK activity does however not emerge as a prognostic factol:

650 ORAL
MEDULLARY CARCINOMA OF THE BREAST,
HISTOPATHOLOGICAL AND CLINICAL CHARACTERISTICS
L. Pedersen, K. Zedeler, S. Holck, T. Schiedt, H. T. Mouridsen
Department of Oncology and Pathology, Herlev University Hospital and
Rigshospitalet, Copenhagen, Denmark
We characterized 110 medullary breast cancers (MC), diagnosed ac­
cording to a new definition, recently proposed by us. The criteria are:
(I) predominantly syncytial growth pattern and no tubular component,




