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                Some of Pittet's colleagues told him to drop the project, saying that he was shooting himself in the foot by choosing such a difficult-to-treat model. But, he says, â€œthe fact that we have these tumors that are essentially unresponsive is really important to me, because that's the problem that we face in the clinic.â€�
Immunotherapies such as checkpoint-blockade inhibitors, which release the brakes on T cells, have transformed cancer therapy by making it possible to turn a body's own immune system against the cancer. But these therapies don't work for everyone. Even Pittet's mice proved unresponsive to checkpoint inhibitors when he administered the therapy to the animals. It's not clear, however, why this is the case, either in mice or in people. For most types of cancer tested so far, only about 20% of individuals respond to checkpoint-inhibitor therapies such as ipilimumab (anti-CTLA-4) or nivolumab (anti-PD-1) when given the drug alone1. Cancer researchers think that a lack of immune activity in some tumor types could be part of the reason for this failure. Lack of understanding continues to be a problem, because most chemotherapies have been screened in cell-culture dishes and immunodeficient mice, which don't have a well-functioning immune system, Pittet says.
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