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Andrew Schorr: 
So let’s say that with one of these drugs that we’ve had around for even just a few years, you start to see that somebody’s 
progressing. You have trials trying to see what’s next, right? Some of these are combinations—a number of them are 
combinations, right? And we’ll meet some of your patients who are doing that.  
 
So, for instance, he was mentioning earlier—Dr. Sharman mentioned SyK inhibitors, we talked about other BTKs—I know 
it’s alphabet soup. PI3K, and those Lin inhibitors. So what’s the big idea here? Trying to get at the cancer in a different way, 
or in a more targeted way, or if—he said the Pac-Man mouth, something changed there, you hit the Pac-Man in a different 
place? 
 
Dr. Kolibaba:  
Yeah, the real exciting part about that signaling pathway is that it is like the signal hopping from one protein to the next, 
and so each one of those proteins is a potential target to block the signal moving into the cell. And so, we really do, then, 
need to see if it works and the only way to do that is in clinical trials, to see if that drug is better or not tolerated, to see if it 
works in people for whom ibrutinib (Imbruvica) has failed. So all of those are clinical trials that we’re glad to offer to 
patients. 
 
Andrew Schorr:  
So, Dr. Spurgeon, you do research at OHSU—they all do, all of you do research—so combination therapies. What’s the idea? 
I mean, when I had FCR with Dr. Keating—Dr. Keating, I’ll never forget you told me this. You said, “Well, the fludarabine is 
gonna hit the cell in the moth, and one’s gonna hit it in the knees, and one’s gonna hit it in the solar plexus.” Is that the idea – 
to try to surround the cell so it has no escape? 
 
Dr. Keating:  
I cleaned up where they were gonna be. 
 



Dr. Spurgeon:  
I’ll have to remember that three-pronged approach there. So, I think the key thing about here is we’re trying to outsmart 
the cancer before it outsmarts us. I think that’s number one. I think you can apply that—some analogies would be how we 
think about treating tuberculosis or HIV. When HIV was first discovered, we had one drug. HIV quickly outsmarted that 
one drug, and now we treat it with multiple therapies at once. The same is for tuberculosis.  
 
So when you get this mutation in BTK, or if someone’s on ibrutinib anyway, other pathways may be up-regulated, meaning 
that the cancer works on trying to find an escape route. Or, not all these cancer cells are exactly the same. They may have a 
little different genetics to them, and there may be even a portion that’s not responding well to that drug. So, the idea of the 
combination is just to—like you said, trap it from all sides. 
 
The other thing that’s so relevant—and this has pharmaco-economic implications as well—is that if we could create a 
combination therapy, an oral combination of three drugs, let’s say—or maybe two drugs, three drugs and an antibody—that 
you could still get, like you did with chemotherapy, for six months, that fully eradicates the disease and then we can have 
another period of observation, I think we’d all aim for that due to long-term toxicity, whether it be financial or ongoing side 
effects.  
 
So I think those are the key things to understand: can we outsmart the cancer, and can we suppress it so we don’t have to 
do prolonged therapy? 
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