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There is few available data about current practices in France in MBC and 
more especially in second line chemotherapy. Using a stratifled poll plan, 
we therefore conducted a survey, building first a representative sample 
of 111 hospitals and clinics out of the 2051 French public and private 
centers involved in the management of the disease. 247 patients were then 
selected while receiving second line chemotherapy for MBC and the overall 
history of their disease was collected. First occurrence of MBC: Median 
delay from first diagnosis: 4.5 years; median age (54 years); First line 
treatment: chemotherapy 66%, hormonotherapy 34%; 71% were treated 
with an anthracycline-or anthracenediones based combinations; 72% were 
treated on a day-time hospitalization basis, 18% had a full hospitaltsation. 
combined: 8%. 

Second occurrence of MBC: Mean delay after the beginnlng of first 
line treatment: one year; sites: bone 61%, liver 34%, lung 31%. pleura 
25%, nodes 24%; concerning hospitalization, repartition between in and 
out-care patients remained unchanged. At this stage, 30% of patients were 
treated with an anthracycline or anthracenediones based combinations; 
other dominant type of treatment was vinorelbine based combinations. 
Overall, no less than 68 different chemotherapy regimens were prescribed. 

Conclusion: This wide diversity of second line regimens in MBC is 
explained by the lack of efficacious combinations and shows the need 
for new validated protocols. 
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Medullary carcinoma is usually considered to have a more favourable out- 
come when compared to the other types of lnfiltratrng breast carcinomas. 
This is a biological paradox, since its clinical behavior is not in agreement 
with its morphology and rate of mitosis. Concerning proliferative activity, it 
should be remembered that neoplastic gromh equals cell production minus 
cell loss, the latter being achieved by a specific type of cell death called 
apoptosis. At present, bcl-2 oncogene (apoptosis-inhibitor) and p53 gene, 
are assumed to be involved in the regulation of cell death and tumor prolifer- 
ation. Sixty breast carcinomas previously indexed as medullary carcinomas 
were re-classified using Ridolfi’s criteria. This review yielded 13 typical 
medullaty carcinomas (TMC), 24 atypical (AMC), and 23 non-medullary 
carcinomas (NMC). Following antigen retrieval by microwave treatment 
the immunohistochemical anlyses were performed on serial sections from 
formalin-fixed, paraffin-embedded tissue using MIB-I, ~53 and bcl-2 mon- 
oclonal antibodies. The mean MIB-I index of TMC (61%) was significantly 
higher than those of AMC and NMC (40% respectively). Intensive nuclear 
~53 staining in almost all tumor cells was found in 69% of TMC, 39% of AMC 
and 13% of NMC. TMC were all bcl-2 negative. In contrast 25% of AMC and 
36% of NMC showed moderate to strong cytoplasmatic bcl-2 staining in the 
majority of tumor cells. The mean MIB-I index in p53 positive tumors was 
significantly different from the mean MIB-1 index in ~53 negative tumors 
(54% vs 39%). 

Surprisingly, TMC revealed the highest incidence of intense p53 positivity, 
and the highest mean MIB-I index, and absence of the apoptosis-inhibitor 
protein bcl-2. The results indicate a higher overall cell turnover in TMC 
compared with AMC and NMC. Increased apoptosis balancing the increased 
cell proliferation might explain the more favourable prognosis in typically 
medullary carcinomas. Despite the relatively small number of patients in 
each group, preliminary results indicate a more fovourable prognosis for 
TMC. 
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This study was designed to evaluate the value of nm23 protein expression 
and tumor angiogenesis as a prognostic indicator in breast cancer of Korean 
women, and to compare with established clinicopathological prognostic fac- 
tors. We obtained surgical specimens from 59 patients who had undergone 
surgery for breast cancer between July, 1988 and July, 1994. By using 
lmmunohlstochemical staining with anti-nm23 nucleoside diphosphate ki- 
nase A and CD31, we studied 59 paraffin block for the expression of nm23 
protein and microvessel count (MVC), respectively. All the patients were 
female and the 22 (31%) cases were negative for nm23 protein, 37 cases 
(63%) were positive. The positive staining of nm23 was not correlated with 
age, tumor size, and lymph node metastasis, but with tumor grade (p = 
0.023) and hormone receptor (p = 0.006 for ER, p = 0.0001 for PR). Also 
the overall survival and disease free survival rate was superior in the group 
of positive staining for nm23 (p = 0.0026 and p = 0.0048). The mean value 
of MCV in 59 paraffin block was 42 (* 20), and this value was negatively 
correlate with overall survival and disease free survival rate (p = 0.0001 and 
p = 0.0001). But there IS no correlation with other established prognostic 
parameters. So we conclude that nm23 expression and MVC can be used 
independent prognostic indicator and they may play a role in the tumor 
metastasis and growth. 
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Background: p21IWAFl is a critical downstream effector in the p53-specific 
pathway of growth control, IS related to terminal differentiation, and its 
expression may be prognostically relevant. Mater/al and methods: We 
investigated p21 lmmunoreactivity in 261 breast carcinomas (141 node- 
negative and 120 node-posirive) with long-term follow-up (median = 73 
months, range 37-119). Results: Sixty eight (32%) cases showed ~21. 
p21 overexpression was associated with large tumor size, positive nodal 
status, high histological grade and high mitotic count, and was related 
to short dtsease free survival in the whole series of patients (p = 0.04), 
in the node-negative subgroup (p = 0.004), and in the group of patients 
which did not undergo systemic adjuvant therapy (p = 0.003). Bivariate 
analysis of the combined p21 and p53 phenotype showed that, in patients 
treated with systemic adjuvant therapy, p21+ip53+ tumors were associated 
with long DFS and overall survival (OS), while p21-/p53+ tumors had 
the worst prognosis. Multivariate analysis showed that, in treated patients, 
the p21-/53+ phenotype was independently associated with short DFS 
and OS. Conclusions: The p21-ip53+ phenotype could correspond to a 
situation where p53 function is disrupted, Gl checkpoint is impaired and 
DNA-damaglng drugs may be not able to induce apoptosis. 
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In a pilot study involving 235 patients we previously showed that the 
urokinase-type plasminogen activator (uPA) and its inhibitor PAI- were 
associated with a poor response to tamoxifen therapy in recurrent breast 
cancer (J Nat/ Cancer fnsf 87 [I9951 751-756). The present study involves 
534 patients who were treated with tamoxifen as first-line therapy for 
metastatic disease. The overail response rate was 51% (objective response: 
15%, no change > 6 months 36%). In these patients we have evaluated 
the predictive value of uPA, its receptor uPAR, and its Inhibitors PAI- and 
-2. The parameters were measured in cytosols with ELISA’. In univariate 
analysis for progression-free surwval (PFS) using continuous variables, ER 
and PgR were related with a favorable outcome, while UPA, uPAR and 
PA&I, were associated with a poor response to therapy and a poor PFS 


