Interview with Dr. Albert Lai, Assistant Clinical Professor, David Geffen School of Medicine, University of California

Stuart Bell (S.B.)
S.B.: How does your protocol differ from the EORTC-NCIC[1] (“Stupp”) regimen?

Dr A. L.:  “The regimen used in the EORTC-NCIC study was temozolomide and radiation therapy, followed by temozolomide for 6 maintenance cycles. In our trial, this regimen was modified by adding bevacizumab from day 1, and continuing bevacizumab every 2 weeks thereafter. Another significant difference was that in the original study progression-free patients received only up to 6 cycles of maintenance temozolomide whereas, in our study, patients continued on temozolomide for up to 2 years (24 cycles), as long as their disease remained stable. Additionally, in our study if patients were stable then bevacizumab was continued as single-agent therapy until evidence of progression.”

S.B.: Why is the OS notably worse in patients under 50 years of age in your study?

Dr. AL:  “We were surprised by this result, and hypothesized that this has something to do with different tumoural molecular characteristics between younger and older patients. However, the result is consistent with earlier studies from our group, where bevacizumab in older patients, in the recurrent setting, was more effective. We know that tumours in older patients differ from those of younger patients, and one observed difference is that tumours in older patients appear to make more VEGF, and are more dependent on that pathway. It is possible that the increased VEGF expression of tumours in older patients make their tumours more sensitive to bevacizumab therapy. VEGF may also be implicated in the worse outcome we in observed in poor RPA class patients, as edema may be mediated by VEGF.”
SB:  What are the clinical implications of your results?

Dr AL:  “These data actually guide how we are doing things. Our trial (at face value) didn’t show a benefit from upfront bevacizumab – across the entire cohort we did not see an overall OS advantage, although there was a benefit in PFS. It may be that the poor RPS class is a sub-group that benefits from early use of bevacizumab. What we do (and what we would recommend that our colleagues do until randomized data comes out), is not give bevacizumab upfront to all of our patients. But, in patients who are deteriorating quickly, or with predicted poor outcome (that is to say, with lots of residual tumour, are older, have a lot of edema) we would use bevacizumab early.”
SB:  What are your future research plans?

AL:  “We here at UCLA, and others, have an interest in understanding molecular determinants of response to bevacizumab as well as assessing how MRI parameters such as, the apparent diffusion coefficient of pre-treated tumours may be predictive of outcome.”
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