Interview with Dr. Riccardo Soffietti. 
Professor of Neuro-Oncology, 
University of Torino Medical School, Italy.
Dr. Soffietti was interviewed about the recent work of the Italian Association of Neuro-Oncology (AINO) which was presented at the 2011 ASCO meeting. This ASCO presentation described the final results of the AINO phase II trial of bevacizumab with fotemustine in recurrent GBM.
Q. Can you explain a little bit about the background to this study?
A. Of course. This work was undertaken to answer the question of whether any cytotoxic compound adds anything, in terms of improved outcome, when used in combination with bevacizumab in recurrent GBM. We decided to use fotemustine because it is the standard treatment used at first relapse in GBM. Etoposide and carboplatin have both been tested in combination with bevacizumab at first relapse in this disease, but have failed to result in improved outcomes over bevacizumab alone. 
Q. What did the results of your study demonstrate?
A. The result is that we did not find any data to support that adding fotemustine to bevacizumab is significantly better than bevacizumab alone. However, even if the results are not positive in terms of efficacy, it was the first study to try a nitrosourea compound in this setting, and as such has set a baseline for our understanding of these compounds in combination in recurrent GBM.

Q. Your ASCO abstract mentioned that your analysis of MGMT methylation status was ongoing for this trial. Can you explain some more about this?
A. Yes, MGMT methylation status is a strong prognostic factor for survival in newly-diagnosed GBM. Other studies presented at ASCO clearly demonstrated this. However, at first recurrence, MGMT methylation status seems to lose its importance. In fact, in our study MGMT status did not correlate with response and survival after second line treatment. There is a lot of debate regarding the best way to evaluate MGMT status, and currently we do not have a completely reliable method for assessing MGMT status, and there is a lack of agreement on what constitutes the ‘threshold’ that demarcates methylated from unmethylated MGMT. This poorly-defined threshold may explain some of the conflicting results we have observed in the past. Additionally, MGMT status may change over the course of the disease and furthermore, the life-span at recurrence is so short that it can be difficult to determine differences in outcome between methylated and unmethlyated MGM.

Q. What for you were the highlights from the recent ASCO, in relation to GBM?

A. For sure the most important paper presented at ASCO (abstract 2006) was the phase III international trial of Mark Gilbert and colleagues reporting that there is no benefit from using a dose-dense schedule of temozolomide, instead of a standard schedule, in the adjuvant part of treatment in patients with newly-diagnosed GBM. And this is true for both MGMT methylated and unmethylated tumours. Further, an indirect message could be that the so-called ‘re-challenge’ with temozolomide using either a metronomic or dose-dense approach in the recurrent glioblastomas is still an avenue worth exploring. 

Overall, in my opinion the data on recurrent GBM presented at this year’s conference were quite ‘flat’. All phase II single-arm studies with new molecular agents have more or less failed to demonstrate a significant activity. Another thing of note is the lack at the moment of any new promising molecular agents in GBM. 
Q. What do you see as being the future of research in this area?

A. Since 2006 (and the publication of the EORTC-NCIC study by Stupp et. al.) the optimisation of different treatment modalities has led to a small, but significant improvement in overall survival in GBM. Looking to the future, there is a consensus across both Europe and the US, that we should wait for the results of the AVAglio and RTOG phase III studies of bevacizumab with radiotherapy in newly-diagnosed GBM, and the EORTC phase III study of cilengitide in the same setting (CENTRIC study) before embarking into any further phase III trials with molecular agents in newly-diagnosed GBM. Once the results of these trials are known we will be in a much better position to plan future research into this disease.
