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G

ynecological malignancies can be difficult to treat. Ovarian cancer carries with it the worst
prognosis of all gynecological cancers. Approximately 75% of patients with epithelial ovarian
cancer are diagnosed with advanced disease which is curable only in a minority of cases,
resulting in a 5-year overall survival rate of only 20–30%. However, survival at all stages is improving.1
Conversely, incidence and mortality is increasing in patients with endometrial cancer.2,3
The recent approval of poly (ADP-ribose) polymerase (PARP) inhibitors for ovarian cancer and the
enthusiasm regarding the use of immune checkpoint inhibitors for all gynecological malignancies
continue to broaden the treatment landscape. In this expert interview, David Mutch discusses the
latest advances in the treatment of endometrial and ovarian cancer.

Q. What are the greatest unmet needs in the management of
endometrial and ovarian cancer?
The unmet needs in endometrial cancer are that we have not been able to identify treatments that
make a significant difference in survival. Furthermore, the incidence and mortality are increasing2,3
and we don’t know why. In terms of gynecological research, endometrial cancer is a high priority.
In terms of ovarian cancer, patients are living with their disease longer.1 We are successful in
the treatment and management of these patients, but we are still not preventing the disease.
Though we are helping patients live longer with their disease, we are not necessarily curing more
people. We need methods for predicting mortality through genetic evaluation and screening, but this
is some distance away.

Q. What have been the major recent advances in targeted therapy
for endometrial cancer?
We now know that around 30% of patients have a DNA mismatch repair deficiency,4
either due to an inherited germline mutation or a somatic mutation where the mismatch repair
gene is silenced by methylation.5 These patients can be targeted with programmed cell death 1
(PD-1) inhibitors, most notably pembrolizumab6,7 or nivolumab.8
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Q. C
 ould you tell us a little about PARP inhibitors
and their impact on the management of
ovarian cancer?
There are currently three PARP inhibitors – olaparib, rucaparib and
niraparib – approved by the US Food and Drug Administration for
commercial use in the treatment of ovarian cancer.9–11 These have
become a useful addition to our treatment armamentarium for
ovarian cancer and have been extremely successful. Those patients
who benefit most are patients who have homologous recombination
deficiency or whose tumor has a homologous recombination deficiency,
the most common being BRCA1 and BRCA2 mutations. However, we
are learning that other patients without apparent mutations may also
benefit. Furthermore, patients are now benefiting in the maintenance
setting of upfront therapy. Other patients benefit for reasons we
don’t understand, possibly PARP trapping or other mechanisms.
Many patients will benefit from PARP inhibitor therapy and this is
translating to improved survival.

Q. Which patients are most likely to benefit from
PARP inhibitors?
Patients with homologous recombination deficiency are the ones
that will benefit the most. This is most commonly due to
BRCA1/2 mutations. However, there are patients who have
mutations in other DNA repair genes, such as RAD50, who will also
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benefit.12 As we learn more, we will be able to better identify patients
most likely to respond.

Q. 
What do you think are the next steps in the
development of these therapies?
Ongoing trials are investigating a number of questions about the
clinical use of PARP inhibitors in ovarian cancer, including their use
as first-line treatment as well as other targeted therapies. The next
steps are to better understand the driver mutations influencing what
allows patients to respond to chemotherapy and/or targeted therapy.
At the moment, 'one size fits all' is the standard approach, but we
would rather tailor therapy to the individual. The PARP inhibitors
and immune checkpoint inhibitors represent the tip of the iceberg;
I would expect many new therapies to emerge in the coming years.

Q. 
What do you think are the next steps in the
treatment of endometrial cancer?
We are trying to understand the importance of lymph node involvement
and the best treatment for those patients. We are also trying to understand
the importance of immunotherapy in this group of patients. Sadly,
endometrial cancer is increasing in incidence and mortality, and we need
to understand this better and the reasons for it. In order to do that, we
need to understand the molecular genesis of this disease so that we can
better target the specific abnormalities that occur within this disease.
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