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Andrew Schorr: 
Here is a question we got in from Francis, she wants to know, can refractory, high-risk multiple myeloma patients become 
refractory to daratumumab (Darzalex)? 
 
That’s a great question. I think that unfortunately right now, as we know it, myeloma is not curable. And that means 
unfortunately, the myeloma will become refractory to almost all of our therapies, including lenalidomide or Velcade or 
carfilzomib (Kyprolis) or pomalidomide (Pomalyst) or elotuzumab (Empliciti) or panobinostat (Farydak) and even 
daratumumab. So, unfortunately, even though daratumumab is a very good drug, unfortunately the myeloma becomes 
smart, those cells become smart, and they’re going to be refractory to daratumumab just like everything else. 
 
And it doesn’t matter if you have high risk or not high risk. I think at the end of the day, unfortunately, those myeloma cells 
will at some point become refractory to daratumumab. So I think the answer is yes. And that really starts bringing up the 
question about what do we do next? And I think it’s important when you start talking about daratumumab, I think it’s a 
great drug. There’s lots of excitement about it, and people are using it as a single agent right now.  
 
And so even in that setting when people are using it as a single agent by itself, the response rate is around 30 percent. So 
even when there’s lots of excitement about it, I think we have to be realistic saying as a single agent, it only works in about 
30 percent of patients, and it works for about four months for patients. And so ultimately, all these patients do become 
refractory to daratumumab. So it’s a great drug, a great step forward. We see even better activity when you combine it as 
we move forward. So I think that’s important. 
 
There are a lot of new drugs that have been approved last year, and so there are other options, which I don’t know what 
you have or have not had in the past.  
 
But I think clearly, it does kind of start talking about what’s the next wave of new drugs coming after that, after the 
daratumumab, and I think that’s where I want to share some of the excitement that we have. That even once you become 
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refractory to daratumumab, within a clinical trial setting there [are] lots of options that we have in that setting. And that 
starts getting into this whole world of immunotherapy. 
 
There [are] lots of new drugs that are coming that really target the immune system to activate the immune system. Drugs 
like checkpoint inhibitors, for example, are very active, and we saw some very nice data at ASH, some preliminary data that 
was very exciting. So I think there [are] a number of new options that are coming down—other small molecules, as well, 
that are going to be available in clinical trials after daratumumab. 
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