
 

Three-drug combination moves forward for
advanced breast cancer
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Breast cancer cells. Credit: Ewa Krawczyk

A combination of three drugs is safe and shows signs of effectiveness in
treating some patients with previously treated advanced breast cancer, a
clinical trial shows.

The 'triplet therapy' combines the hormone therapy fulvestrant with two
targeted drugs, called palbociclib and taselisib, that block cells from
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multiplying and dividing.

A total of 78 patients with breast or other cancers were enrolled in the
trial, and were given either the triplet therapy or a 'doublet' therapy of
the targeted drugs without fulvestrant.

The triplet therapy showed particular promise in the 25 patients with
advanced and previously treated estrogen receptor positive, HER-2
negative breast cancer with mutations in the PIK3CA gene, with more
than one third of patients with this type responding. Mutations in the
PIK3CA gene are the most common mutation in this type of breast
cancer.

The trial was led by a team at The Institute of Cancer Research, London,
and our partner hospital The Royal Marsden NHS Foundation Trust, in
collaboration with partners in industry.

Triplet therapy

In the new study, published in Cancer Discovery, researchers combined
palbociclib, a CDK4/6 inhibitor, with PI3K inhibitor taselisib and
hormone therapy fulvestrant. The results demonstrate an important proof
of concept for a new treatment combination and could lead to the
CDK4/6-PI3K inhibitor combination being used to treat advanced breast
cancer in the future.

Currently, the use of targeted drugs in combination with hormone
therapy is widely approved, but in many cases the cancer becomes
resistant to one drug. This combination could be more effective in
treating select patients and preventing drug resistance—as combination
treatments are used, for example, to treat HIV.

New treatments that prevent drug resistance and alter the evolutionary
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paths of cancer—including in combination—are a major focus for
researchers at our new Centre for Cancer Drug Discovery, which opened
its doors to our researchers this month.

This trial was led by Professor Nicholas Turner, Professor of Medical
Oncology and Team Leader in the Breast Cancer Now Toby Robins
Research Centre at the ICR and Clinical Medical Oncologist at the Royal
Marden Hospital NHS Foundation Trust, and involved joint teams at the
ICR and the Royal Marsden.

It was largely funded by the companies Pfizer and Roche, with
additional support from others including Cancer Research UK, the
Experimental Cancer Medicine Centre at the ICR, and the NIHR
Biomedical Research Centre at the ICR and The Royal Marsden.

A challenge with triplet therapies is finding right dosages for drugs and
untangling their individual effects. This study showed that these drugs
can remain effective when taken at once rather than sequentially to treat
patients, and is the first trial to demonstrate the safety and efficacy of
these drug types in combination.

The doublet therapy combining palbociclib and taselisib also found
promising results for triple negative breast cancer with mutations in
PIK3CA, suggesting that targeting this mutation may also be an
approach to treating other breast cancer types. The researchers aim to
explore the potential for the combination therapy in future research.

Proof of concept

Professor Nicholas Turner, Professor of Medical Oncology at the ICR
and Clinical Medical Oncologist at the Royal Marden Hospital NHS
Foundation Trust, said:
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"The combination of retroviral drugs transformed HIV treatment and the
combination of drug therapies now presents an exciting frontier in
cancer research. Combining new and existing therapies is key to
developing more treatments with more durable response. By using
combinations that aim to treating cancer in multiple different ways, we
hope we can stop cancer from developing resistance early on.

"Our study shows that a combination of drugs targeting a common breast
cancer mutation is a safe treatment option and already seems effective
for some patients. This study was an important proof of concept for
combining CDK4/6 and PI3K inhibitors and has enabled further studies
with these drug types to move forward."

Dr. Alison Turner, head of the team that managed this ICR-sponsored
trial, in the Division for Clinical Studies at the ICR, said:

"We were delighted to see signs of clinical efficacy as well as observing
that this new combination treatment for breast cancer has a good safety
profile. Earlier research had suggested the drugs could be synergistic,
with the effect of the drugs in combination being greater than the sum of
its parts, and in confirming this we hope our trial will play a part in
bringing a new treatment for women with advanced breast for whom,
unfortunately, there are still too few options."

  More information: Javier Pascual et al. Triplet Therapy with
Palbociclib, Taselisib, and Fulvestrant in PIK3CA-Mutant Breast Cancer
and Doublet Palbociclib and Taselisib in Pathway-Mutant Solid Cancers,
Cancer Discovery (2020). DOI: 10.1158/2159-8290.CD-20-0553
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