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Andrew Schorr: 
You know, the whole issue is if a medicine, no matter what condition it is, is not or no longer working for me is something in 
science being developed like a second line, second generation, third generation, and let's just use CLL as an example.   
 
So this oral therapy was developed, ibrutinib (Imbruvica), and also venetoclax (Venclexta), but let's talk about ibrutinib, a 
bruton tyrosine kinase inhibitor.  Well, now you're seeing a second-generation drug coming along, right?  So we're getting 
other ones, so if one doesn't work or no longer works you might have something to switch to.  Is that right?   
 
Dr. Lamanna: 
Well, I think that data, we need to be a little cautious.  So I think… 
 
Andrew Schorr: 
…you don't know.   
 
Dr. Lamanna: 
We don't know.  I think that there's a second generation of both the BTK inhibitors, so, as you said, bruton tyrosine kinase.  
There's second generation of the PI3 kinase inhibitors, and so hopefully, and there's some head-to-head studies that will 
look at are these drugs—we presume that they're all equally efficacious, but are the side effect profiles better with the 
second generation? So that's one.   
 
And then the question that you're asking is, well, if somebody is on ibrutinib and then fails ibrutinib, do you switch to 
another BTK inhibitor, or do you switch to a different class all together?  And I think there's some retrospective data that 
we put together with other colleagues, Anthony Mato, a whole bunch of other institutions, that was retrospective, of 
course, but the signal was that if you're failing that class that you probably should—you might be want to be… 
 
Right?  Because you may get a little bang, but we don't know if the other, second generations are necessarily better so 
much.  The response might be a little bit, but you probably won't last that long so you should probably go to a different 
class all together.   
 
Esther Schorr: 
Isn't that a little bit like what happens with antibiotics if you're in—like if the first sulfa drug doesn't work you can always 
switch? 
 



Dr. Lamanna: 
Now, if you get a rash to an antibiotic, that's different.  So if you get a side effect to a drug like ibrutinib, can you switch to a 
second generation?   
 
Andrew Schorr: 
It won't have the same side effect.   
 
Dr. Lamanna: 
They may not have the same side effect profile, so that's good.  You have a rash to an antibiotic to switch to… 
 
Andrew Schorr: 
…less different in effectiveness.   
 
Dr. Lamanna: 
That's different.  You got it.  So I think that's where that role is.  I think similar to chronic myelogenous leukemia or CML, 
where the second-generation TKIs became available.  If you were tolerating imatinib mesylate (Gleevec), great, you 
probably weren't switched at all to the second generation, but the newer folks who got diagnosed later on might have 
gotten started on a second generation.  So that's where that might come into play. 
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