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BACKGROUND Mdm2 amplification and different staining patterns

New pharmacological agents targeting mdm2-p53 axis are available. By
blocking p53 degradation mediated by mdm2, wild-type p53 could
restore its function and induce tumour cell apoptosis, especially when
these cells express high p53 levels as a result of chemo and/or radiation
therapy. These molecules could be effective In the subset of patients
whose mdm2 protein levels are particularly high. Published studies on
mdm?2 status show rather conflicting results. In this colon carcinoma
study, we checked mdm?2 status by immunohistochemistry (IHC) and
Fluorescence In Situ Hybridization (FISH). FISH Is less susceptible to
Interobsever variation. We correlated mdm2 gene amplification status

with mdm?2 protein expression.
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METHODS

Ve examined 38 cases of invasive colon carcinoma. Mdm2 IHC and
FISH were performed on paraffin-embedded sections. FISH was
performed by using mdm2 gene probes and CEP12 probes. Mdm?2

protein expression was recorded based on staining pattern (cytoplasmic
or nuclear), staining Intensity (weak, moderate, or strong), and

proportion of tumour cells stained. We then correlated mdm2 protein
expressions with the FISH result.

RESULTS

Of the 38 cases, 11 (29%) showed mdm2 amplification. Mdm2 nuclear
positivity was seen In 12 cases (32%). In most cases, nuclear staining YT Y R e IR U
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more frequently in amplified cases (10 cases, 91%) than in non- ' oo Mo

amplified cases (18 cases, 67/%). Interestingly, we observed a
significant correlation between mdm?2 cytoplasmic staining and mdm?2

gene amplification (p = 0.0029).
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CONCLUSIONS

Contrary to published results, we showed the presence of mdm?2

amplification In 29% of cases of colon carcinoma. VWe also observed a
significant positive correlation between mdm2 gene amplification and

cytoplasmic staining, regardless of the staining intensity. Cytoplasmic expression without nuclear staining




