
This issue’s topics
Targets for therapeutic interventions in leukaemias
In this issue, a study by Chambers and colleagues may provide some clues as to possible therapeutic targets in leukaemias. They examined genes that
may be highly sensitive to histone hyperacetylation by incubating leukaemic cells with the histone deacetylase inhibitor, trichostatin A (TSA). Gene
expression profiles were then determined using oligonucleotide microarrays. They found that 9% of the genes were similarly regulated in the cells in
response to TSA and that genes showing primary and secondary responses could be distinguished temporally. Interestingly,MKRN3, an imprinted gene
involved in the Prader–Willi syndrome, was the most rapidly repressed gene.

The pros and cons of exploiting p53
p53 inactivation is a common event in cancer and many cancer treatments result in the activation of p53. However, these therapies have the
serious drawback of long-term DNA damaging effects. Also, some of the adverse side-effects of these therapies are thought to be due to the
induction of p53 in normal tissues. In this issue, Lain and Lane discuss the most relevant discoveries with regard to the development of new
therapies that aim to induce the transcriptional activity of p53 in a non-genotoxic way. They discuss the benefits of such therapies. The authors
hope their review will ‘‘stimulate researchers to keep on discovering new suitable targets of the p53 pathway and encourage the search for novel,
non-genotoxic activators of p53 by high throughput screenings’’.

Loss of MMR gene and improved survival in advanced ovarian cancer
Ovarian cancer patients with loss of expression of the DNA mismatch repair (MMR) gene, hMLH1, have an improved survival when compared with those that
expressed hMLH1 conclude Scartozzi and colleagues in this issue. They examined 34 evaluable patients with stage III–IV ovarian cancer for immunohistochemical
expression of hMLH1. They divided the patients into 2 groups; those with loss of hMLH1 expression in 50% ormore of the cells (n=19; GroupA) and those with
>50% expression (n=15; Group B). Group A had a median survival of 55 months compared with only 12 months in the group B patients (P=0.014). Further-
more, loss of hMLH1 expression was the only independent predictor of survival in multivariate analysis. The authors propose that if their data could be confirmed
in a larger series, loss of hMLH1 immunostaining may be a useful prognostic marker in these patients.
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