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Morning session 
 
We will be focusing on three questions, using three illustrative case examples: 
 
Questions 
 
1. What is the definition of clinical utility of classifier assays? 
2. What evidence is needed for an assay to be used as a marker of response/recurrence? 
3. What are the relevant endpoints for a molecular marker? 
 
Three case studies 
 

1. CML:  In CML the measurement of BCR-ABL mRNA has quickly become a surrogate of response, 
and even was the main outcome in the upfront registration trial of dasatinib?  How did this 
happen?  What worked, and in retrospect, what didn’t?  (Hughes, Kaeda et al. 2003; Hughes, 
Hochhaus et al. 2010; Branford, Kim et al. 2012) 

2. ALL:   In pediatric ALL, large studies using either flow cytometry or RQ-PCR for Ig/TCR gene 
rearrangements have shown that the level of minimal residual disease (MRD) present after 
induction and consolidation is highly associated with relapse and survival, and is the single 
strongest prognostic factor in multivariate analyses. Can MRD be used as a surrogate for clinical 
trial design and drug registration (accelerated approval)?  What is the appropriate surrogate 
(level of MRD, timing of MRD)?  Which assay is best, or does it matter?  (Borowitz, Devidas et al. 
2008; Conter, Bartram et al. 2010; Bruggemann, Raff et al. 2012) 

3. Myeloma:   Here MRD has been associated with outcome, but the association is weaker, and the 
path for MRD to be a surrogate of outcome is less clear.  Is this because of the test, and/or does 
it reflect the overall inadequacy of the drugs in treating this disease?  (Sarasquete, Garcia-Sanz 
et al. 2005; Martinez-Sanchez, Montejano et al. 2008; Hart, Jagasia et al. 2012) 

 
 

Afternoon session 
 
While the morning session will examine where we are and where we want go, the afternoon session will 
focus on how to get there and how to facilitate acquisition of key data and information. 
 
How do we get the evidence we need to move forward? Given that these are relatively rare diseases, 
how do we best study molecular assays of response and relapse?  Do we really need randomized 
controlled trials?  How do we deal with issues of statistical power, especially when we use molecular 
markers to carve rare diseases into really rare diseases? 

 
How can the NCI help?  Can the NCI help with organizing and supporting cooperative trials that bridge 
intergroups, and include community centers?  Can they help fund the development, standardization, 
and testing of promising assays?  Can they help to facilitate interactions with the FDA, particularly given 
limited resources available for cooperative group and investigator-initiated clinical trials? 
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