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Jack Aiello: 
So I'd like to ask a couple of questions that came in with respect to the biology. Gary asks, for example, "Can you explain 
how myeloma—Dr. Orlowski—causes chromosome loss and how you address it?" 
 
Dr. Orlowski:  
Yeah. Great question. One of the hallmarks of myeloma—and this is true for other cancers as well—is what we call genomic 
instability. Every time that a normal cell divides, it has to make a complete copy of the chromosomes, which are kind of its 
instruction manual. And then you have to get two copies of each to each of the daughter cells. But cancer cells make more 
mistakes when they copy the chromosomes.  
 
They don't catch them and edit them as well. And sometimes, they can make mistakes when those cells divide. For 
example, some patients have myeloma with what's called hyperdiploidy where they have more than the normal two copies 
of some chromosomes. And this can cause the myeloma to behave a little bit differently in some cases. And as we talked 
about earlier, like the fish changing, at times, this also can change over time. Because as the myeloma cells divide in the 
patient's body throughout the years, new abnormalities can arise that weren't present before. As of right now, we don't 
have—for the most part—specific drugs to address some of the different abnormalities. Except for venetoclax (Venclexta) 
which Dr. Raje mentioned before about the 11;14 translocation.  
 
But we are trying to develop drugs that would be what I like to call designer drugs. Where you would use it, for example, 
just in 11;14. And then in 4;14. And maybe deletion 17P. Because then hopefully, we would be able to improve the 
outcomes in those settings.  
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