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in the formulation of optimal clinical management strategies for patients with diverse forms of cancer.
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• Describe the efficacy and safety of ipilimumab monotherapy in patients with melanoma and brain metastases. 
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Dr Steven O’Day must have had his heart in his hand as he ascended the stage at the 
2010 ASCO plenary session to present some very provocative and hopeful results in a 
disease that has until recently been resistant to systemic management. 

The focal point of this landmark presentation, which was also just published in The 
New England Journal of Medicine, was a randomized Phase III trial evaluating the 
potential benefit of ipilimumab, a fully human monoclonal antibody against cytotoxic 
T-lymphocyte-associated antigen 4 (CTLA-4), for patients with previously treated 
metastatic melanoma. 

The study demonstrated that this innovative immune stimulant — which, as Dr O’Day 
explained to me during a recent interview, “blocks the brakes” on T cells — when used 
alone or in combination with a glycoprotein 100 (gp100) peptide vaccine resulted in a 
four month increase in overall survival compared to a gp100 vaccine alone. Objective 
responses were uncommon, and PFS was reported but not thought to be relevant 
with this type of treatment. In terms of toxicity, because for once investigators really 
were dealing with serious immune modulation, a variety of manageable but potentially 
serious, even life-threatening, autoimmune complications were reported, particularly in 
the gut and on the skin.

The highly enthused discussant, Dr Vernon Sondak, a rare surgeon at the head table at 
ASCO, reminded us all just how groundbreaking these findings are by reviewing a meta-
analysis of 42 cooperative group Phase II trials in patients with metastatic melanoma, 
none of which demonstrated prolonged survival. He then sincerely and empathetically 
acknowledged the persistence and patience of the many investigators in the audience 
and beyond who, until now, had little to show for their dedication to finding a solution 
to this dreadful disease. In a related ASCO presentation, evaluating “Ipi” in patients 
with melanoma and brain metastases, a series of pretty remarkable MRIs 
illustrated some of the prolonged responses that were reported. 

The other melanoma presentation profiled in this, the second in our series of email/web 
summaries of key ASCO data sets, is in a sense a follow-up to Keith Flaherty’s stunning 
presentation at ASCO last year on the B-raf kinase inhibitor PLX4032 in patients with 
V600-mutant melanoma. This year, Dr Richard Kefford showed equally impressive 
findings from a Phase I-II trial of a similar B-raf kinase inhibitor, GSK2118436, 
in which 18 of 30 patients with mutant B-raf tumors had tumor responses of greater 
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than 20 percent by RECIST criteria, and the waterfall plots were reminiscent of the 
ones shown by Dr Flaherty in 2009. Minimal toxicity was observed with this oral agent. 

While the data in melanoma that emerged at this year’s ASCO meeting are impressive, 
this was hardly a home run. But for a disease for which very little has worked, these 
two novel strategies and others coming along provide hope that we may soon hit one 
out of the park. 

Next up on 5-Minute Journal Club: NHL and CLL at ASCO and the long-awaited and very 
interesting results of the PRIMA study of rituximab maintenance in follicular lymphoma.
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