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When checkpoint inhibitor therapy stops working...
what’s next?

What is checkpoint inhibitor therapy?

This is a type of immunotherapy, using the body s T cell PD-1

immune system to ght cancer. Its sometimes called PD-1 receptor
immuno-oncology (I-O) treatment. Antigen iPn'i'ifitor l
. . a Major histo-
As part qf a normgl immune system, immune CO,#patibmty ﬂ
checkpoint proteins stop the immune system complex
PD-L1

overreacting and attacking healthy body cells. Some
cancer cells hide from the immune system by making

large amounts of one of these proteins. Tumor cell
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PD-L1 inhibitors block PD-L1, enabling T cells to nd and kill cancer cells

An immune checkpoint inhibitor blocks the protein the
cancer cells make (PD-L1 for example), allowing immune
system cells called T cells to recognize and attack them.

Why can the treatment fail?

For some patients, this type of treatment works really well, but for others it doesn t work at all. In these patients, the
cancer cells are naturally resistant to this type of treatment. Other people’s tumors may become resistant to treatment
after a while and begin to grow again. They may have gene changes (mutations) that help stop T cells from targeting
the tumor or the tumor may have ways of switching the T cells off.

Sometimes the treatment helps to stop the cancer growing but the side effects are unmanageable. If this happens,
your doctor may stop the treatment for a while so you can recover from the side effects.

What happens if checkpoint inhibitor therapy doesn’t work for me?

If your tumor starts growing again, it may be possible for the immunotherapy to be combined with one or more other
drugs, although this approach is not well studied. If the cancer hasn’t progressed much, your doctor may suggest
surgery or radiotherapy to deal with any areas of cancer progression.

Researchers are looking into adding other types of therapies to checkpoint inhibitor therapy to help it to work. Your
doctor may suggest a clinical trial, combining the checkpoint inhibitor therapy with chemotherapy, for instance.

Standard treatment options can be limited if a tumor has already been treated with immunotherapy and chemotherapy,
but additional chemotherapy-based treatment may be helpful. Other treatments being researched include targeted
therapies and cancer vaccines. Targeted therapies work by blocking the chemical signals that encourage cancer cells to
divide and grow.

Information and support

You may need support from elsewhere, as well as from your doctors and nurses. Some organizations and most large
cancer charities run information services online and/or by phone. These include the American Cancer Society
(cancer.org) in the USA, Cancer Research UK (cancerresearch.org.uk), and The Cancer Council in Australia
(cancer.org.au).

Ask your nurse about local support or patient advocacy groups. There are also now many online forums, such as
KRAS Kickers (kraskickers.org), Macmillan Cancer Support (community.macmillan.org.uk), LungCancer.net
(lungcancer.net/forums), and LUNGevity (forums.lungevity.org/forum/15-nsclc-group).

Clinical trials

There may be a clinical trial of a new treatment for your cancer that you can join. All potential treatments that show
promise in early tests need to enter clinical trials.
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