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Jeff Folloder: 
Do the genetic profiles change after treatment? 
 
Dr. Walker:  
First of all, I'd say that we don’t know everything yet. 
 
Jeff Folloder:  
You’ve got another hour or two. 
 
Dr. Walker:  
We understand a lot of stuff about the genetics going on in tumor cells, but there’s still a lot to be discovered. So a lot of 
what the testing so far and research we’ve done is mostly centered around about 2 percent of the human genome. And so 
there’s the other 98 percent which we still haven’t looked at yet. But as technologies get cheaper for us to use in the labs, 
we can now go on and look at the rest of the genome and see what other things might be changed in these tumor cells that 
are important.  
 
It’s not just the genomics, either; it’s about what else is going on in the body as well so the interaction of those myeloma 
cells with other cells in the body; what is supporting them and their growth and so on. So it’s not just that. 
 
But yes, you’re right as well. During a patient’s treatment or disease course, the genetics can change as well. So some 
markers don’t change, so some of what we call primary events, so they’re present in the initiating cell and so they’re 
present in all the cells that are in your tumor. But then during treatment, the resistant cells can adapt and have additional 
genetic factors which cause them not to respond to the treatment that the patient might be on. And so we can look to see 
how these changes happen during the course of a patient’s treatment to try and predict which patients this might happen 
in. 
 
Dr. van Rhee:  
One thing he said is the CLL example to illustrate one of the important things which is about doing trials in the appropriate 
setting.  
 



Ten years ago CLL, one disease and then the cytogenetics identified a loss of the short arm of chromosome 17P. And then 
we viewed the gene called P53 was on that site. And it soon became obvious in CLL that the group with P53 mutations did 
badly with standard treatment. So now the approach is you do specific trials in that group to try and improve the outcome.  
 
The same thing holds for multiple myeloma where people with P53 mutations do badly. What we need to do now is take 
the CLL example and really try and drive clinical trials for that type of group. And I think that’s an idea that’s permeating 
around the pharmaceutical company world, and they’re just beginning to believe that personalized medicine can be 
beneficial to them. 
 
And once they believe, it will come into clinical practice really quite quickly.  
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