MINUTES

CPIC CONFERENCE CALL
ST. JUDE CHILDREN'S RESEARCH HOSPITAL

DATE:
January 7, 2010
PRESENT: 
Mary Relling, Matthew Goetz, Dennis O’Kane, Julie Johnson, James Hoffman, Teri Klein, Erica Bowton, Uli Broeckel, Kristine Crews, Eileen Dolan, Fran Greeson, Christie Ingram, Jim Kennedy, Grace Kuo, Daniel Mueller, Peter O’Donnell, Alan Shuldiner, Todd Skaar, Rachel Tyndale, Russell Wilke, Issam Zineh, Whitney Kramer
	TOPIC
	DISCUSSION/ACTION
	FOLLOW-UP

	Discussion of survey results
	James Hoffman lead a review of the CPIC planning survey and summarized the major points (attached). He included that there were three top priorities: listing of drug-gene pairs that were the highest priority; listing clinical action to be taken based on that genetic variation; and genotype test interpretation.  The five top-rated drug-gene pairs included CYP2D6 with tamoxifen, CYP2C19 with clopidogrel, CYP2C9 and VKORC1 with warfarin, HLA-B with abacavir, and TPMT with mercaptopurine.  It was discussed by the group that there was some controversy over the top ranking of CYP2D6 with tamoxifen. Although some on the CPIC felt that the rankings may have been difficult to interpret verbatim because of the structure of the question in the survey, there were others that were indeed using CYP2D6 genotyping to make recommendations on tamoxifen. However, there was very high agreement that a good first step for the CPIC to take on as an action item would be to evaluate available genotyping tests for CYP2D6 and put together algorithms (with references) for translating genotypes into imputed phenotypes.  The decision about which drugs would best be linked with that gene variation is one that could be discussed further. Because it was thought that the relationship between CYP2D6 and codeine was probably less controversial than the relationship between CYP2D6 and tamoxifen, this drug will be worked on soon. It was noted that PharmGKB has a number of important variants annotated for most of our first genes of interest.
It was also discussed that the focus of the CPIC will be initially on drug-gene pairs that are ready for clinical implementation now, non- controversial “slam dunks” and that for those gene-drug pairs where the data are still ambiguous, the research that is needed to define how gene variations may or may not affect individual drugs is critical to carry out and an important function of pharmacogenomics research, but beyond the purview of the CPIC, at least in these initial stages.  

There was much discussion on the degree of variability in the types of clinical information that must be considered in applying the genotype information to specific drugs.  For example, if a tumor is being treated, such as breast cancer being treated with tamoxifen, there are many different clinical features of the tumor and the host that might impact the significance of any one particular 2D6 genotype and its dosing recommendations.  It was also pointed out that there are examples of gene-drug pairs where the clinical consult might recommend alternative dosing of the affected drug, and others when the therapeutic options will be to recommend a completely different drug, and that it would be helpful for the CPIC to work on examples that included both kinds of dosing recommendations in its early choices.  
Rachel Tyndale summarized an informal survey of some PGRN members on their approach to clinical genotyping, “send-out” to reference labs vs develop in house assay implementation. There was some interest in the CPIC evaluating laboratories as to how well they interrogate functional variance, do they provide good feedback on the meaning of the laboratory results, how open are they to providing clarifications in confusing cases, what their turnaround times are, what their costs are, what their insurability is.  However, it was also discussed that many of these evaluative comments about how well commercial laboratories may or may not be performing individual genotyping tests is something that might be beyond the reasonable purview of the CPIC to evaluate or particularly to post on PharmGKB, in that it is possible that neither NIH nor Stanford wants to have the liability for recommending or not recommending individual labs.  In addition, the challenges posed by the fact that commercial labs might change their technology over time would make evaluation of individual commercial laboratory tests problematic to update and maintain.  It was noted that if we make available tables which annotate which variants are useful and their minor allele frequencies, the data could be help the individual user decide whether a laboratory is or is not interrogating those variants.  In addition, it was noted that simply indicating possible laboratories that are available to conduct individual genotyping tests would be useful and that that could probably be done without any endorsement or evaluation of any one particular laboratory test.


	Todd Sklar, with help from Dennis O’Kane, agreed to lead the effort to summarize CYP2D6 important functional alleles, put together such a table along with references, share with Teri, and then we can further vet in the entire group.

In the context of the CYP2D6 genotyping test, Kris Crews and James Hoffman volunteered to share how they are using CYP2D6 genotype to move to imputed phenotypes to dosage recommendations for codeine. 
Daniel Mueller and Jim Kennedy volunteered to evaluate CYP2C19 and CYP2C9 genetic tests and start to put together a table of important functional variants and allele frequencies for those genes.
For the group, think what drug-gene pairs they truly are interested in clinically implementing in their own environments in the immediate future so that we can prioritize what drugs to evaluate going forward.  
Grace Kuo volunteered to circulate information that her group had put together about how to evaluate different laboratories. Information is on her website: http://pharmacogenomics.ucsd.edu/
CPIC will have further follow up on prioritizing labs to list with genotyping test information.
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