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Jeff Folloder:               
Let’s talk a little bit about checkpoint inhibitors, doctor. CTLA-4 and PD1 inhibitors—what are they? 
 
Dr. Beer:                     
Oh, my goodness… 
 
Jeff Folloder:               
We have to toss some difficult ones out there, right? 
 
Dr. Beer:                     
So what we’re talking about here are immune checkpoints. The basic idea is that our immune system fails to clean up or 
eradicate our own cancer, because it doesn’t adequately recognize it as foreign or an invader. Cancer evolves slowly from 
within, and it’s not like a bacterium that’s completely foreign, and shows up abruptly, and is easy to detect. 
These checkpoints are mechanisms that the immune system uses to develop this sort of tolerance to ourselves and the 
cancer, and they’re not all bad. If you had no checkpoints, your immune system would cause all kinds of diseases, and many 
folks do suffer from autoimmune diseases, so there’s a balance that needs to be struck between immune system activity 
and immune system tolerance. 
 
The checkpoint inhibitors are antibody drugs that are given intravenously, and they activate the immune system; they 
interrupt that tolerance. And the hope is that the immune system can then get another crack at recognizing a cancer and 
attacking it. They’ve been all the rage in several cancers, and have made a real difference in patients with melanoma 
increasingly, and in other malignancies. 
 
In prostate cancer, we had high hopes for ipilimumab, which is a CTLA-4 checkpoint inhibitor. It made it all the way to two 
large global so-called Phase III trials, and unfortunately, there was not enough of a benefit to have those drugs move 
forward. The PD1 inhibitors are a different class, and we’re seeing some early results that are encouraging enough to 
continue forward. I don’t think we quite have enough data today to recommend those agents routinely—perhaps with a 
small exception of patients who have a very particular type of mutation site in their cancer. 
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