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Current Challenges in ovarian cancer
Ovarian cancer continues to be one of the most challenging cancers
to diagnose and to treat, and remains the deadliest of gynecologic can-
cers. Since the war on Cancer was declared 40 years ago women with
ovarian cancer are living significantly longer, but cure rates are only
slightly better. [1]. While no one could attempt to address the totality
of difficult issues in ovarian cancer, the Ovarian Cancer National Alliance
convened a groundbreaking meeting last year which focused on three
of the most challenging topics facing the ovarian cancer community:
patient reported outcomes (PROs), access to clinical trials at the com-
munity level and personalized medicine.

To be clear, many of the questions we addressed at the conference
have no easy answers: how can more women be treated where they
live; how can we facilitate increased awareness and use of PROs by
regulatory authorities and payers; and what can we expect from per-
sonalized medicine in the next few years for womenwith ovarian and
other gynecologic cancers—does the hype outweigh the reality? How-
ever, through a facilitated discussion, a diverse group of researchers,
gynecologic oncologists, medical oncologists, regulatory experts (includ-
ing the FDA), advocates and industry representatives came to some con-
sensus (Table 1—Supplemental material). We identified key problems,
opportunities and recommendations to help shape the Alliance's future
policy positions, with the ultimate goal to improve ovarian cancer pa-
tient outcomes.

Patient reported outcomes

Within the cancer community, there is increasing evidence that
PROs are essential to assessing the overall burden of cancer and treat-
ment efficacy [2]. Ovarian cancer, with its high rate of recurrence and
multi-therapy treatment regimens, makes a compelling case for PROs.
While most current clinical trials are beginning to integrate PROs into
study design, patients and physicians often differ as to which PROs
they deem important, and reports of qualitative issues—such as energy
level, neuropathy, and “chemobrain”.—can vary widely from patient to
patient. PROs also require complex measurement processes, and are
often stigmatized as unscientific or tacked on at the end of studies as
“soft endpoints,” such that it is challenging to implement and use
PROs as the basis for policy or decision making.

Recommendations

Our consensus is that we must first define the ovarian cancer PROs
and put patients at the center of that discussion. Currently there is no
firm answer to what the ovarian cancer-specific PROs are or should
be. In addition, PRO-related research should be integral to the trial
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design process for all clinical trials, both in public and private settings.
To achieve this, we must first come to an agreement on a simpler way
to measure and objectively validate PROs.

PROs must also be included in FDA approval standards and the
payer process. While it would be a sea change for the FDA to require
PRO data pre-approval, this would mean increased burden on data
collectors and manufacturers, and could result in the rejection of
certain drugs because they are not appealing enough from a reim-
bursement standpoint. Given that the issue of PROs in ovarian can-
cer involves science, practice and payment, it would be fruitful to
convene a broader group of cancer patients, across all diseases,
along with the National Cancer Institute, payers, advocates and or-
ganizations such as the American Society of Clinical Oncology and
Society of Gynecologic Oncology for a PRO summit. As PROs are es-
sential to improve patient care and outcomes, they should be incor-
porated into the standard of care for all patients with ovarian and
other types of cancer. To that end, the group agreed that we should
financially incentivize providers to ask patients about and report
PROs, regardless of clinical trial status. These PROs can become
part of quality outcome measures which are used to determine pro-
vider payment.
Patient access to clinical trials at the community level

Fewer than 10% of adults diagnosed with cancer participate in
clinical trials [3]. While organizations such as the National Cancer
Institute have made efforts to increase clinical trial enrollment,
the medical community does not view clinical trial participation
as a high priority. We have a fundamental problem of substandard,
decentralized care in ovarian cancer, and studies bear this out. For
example, studies show that while approximately 78% of people
live within 50 miles of an academic center, many are not treated
in these centers. A recent study of SEER-Medicare patients found
that only 39% of women treated for ovarian cancer receive even
the baseline care of surgery and six cycles of chemotherapy in any
order [4,5].

Far too many physicians are not referring to clinical trials or wait to
tell their patients about trials only when they have no other treatment
options to offer, in part because they don't want to lose these patients
and the financial reimbursement. Then there are the financial consider-
ations of clinic trial research: an abstract that presented the Society of
Gynecologic Oncology's 2010 Annual Meeting on Women's Cancer de-
tailed the current costs of conducting a phase-3 Gynecologic Oncology
Group (GOG) study compared with the amount of reimbursement
provided by the GOG. The study found that participants are only
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reimbursed for about 30% of their costs of conducting a clinical trial [3].
This factor alone can be highly disincentivizing to physicians to have
their practice and patients participate in clinical trials. For patients,
late diagnosis (just 15% of patients are diagnosed in the early stages of
disease) [5], makes proactive disease management more difficult, and
far too many patients wrongly assume that clinical trials are solely for
rare cancers, or are a last resort for the sickest patients.

Recommendations

Clearly,wemust raise patient awareness about the role of clinical tri-
als in disease management, and reach these patients before they start
making treatment decisions. This could be achieved in part through
the sharing of educational materials, many of which currently exist
and are easily transferrable. Additionally, the online patient community
could significantly boost patient recruitment and education, allowing
patients to hear from trial participants or those who are alive because
of others' participation in clinical trials. Social networks that link geo-
graphically diverse patients have the potential to drive research partic-
ipation and clinical trial accrual.

Centralizing ovarian cancer care is another much-needed change.
With new care models that provide all-around, centralized patient
care, incentives are changing. Under these models, all of the medical
professionals who work with a given patient have a vested interest in
shared accountability, such that physicians don't “win” by not referring
to clinical trials. Ultimately, it must become easier for physicians to per-
form trials. To that end, financial incentives should compensate physi-
cians for the additional time and paperwork required for clinical trial
participation.

Finally, linking tumor registries to clinical trials would provide an
optimal reporting mechanism through which doctors can participate.
The current Surveillance, Epidemiology and End Results (SEER)
Program's population-based cancer registries, a premier source for can-
cer statistics, have limitations—namely, the average two-year delay
fromdiagnosis to data availability [6]. The Society of Gynecologic Oncol-
ogy is working to create a registry/database that can link the PROs to
physicians' trial reports, which could make clinical trial participation
far less burdensome for physicians.

Personalized medicine

Though personalized medicine has the potential to improve out-
comes, decrease side effects and lead to more effective treatments
for specific cancer subpopulations, there are limited targeted treat-
ments in ovarian cancer. The results of The Cancer Genome Atlas—a
large project by the National Institutes of Health to examine genetic
abnormalities in cancer—showed that there are no common drugable
mutations for ovarian cancers that can be targeted for therapy [7].
Thus, the current treatment protocol is to try one drug after another,
based in large part on guesswork. Gene-based studies are difficult to
do in ovarian cancer in part because of its small patient population.
In fact, a key challenge with gene-based research as a whole is the
small number of people or tumors that may carry a specific genetic
mutation, such that if patients are divided into studies by their gene
mutations, there are typically too few patients for a study [7].

Recommendations

Advocacy groups should press the National Cancer Institute to
develop the infrastructure needed for smaller, smarter, gene-based
or pathway targeted studies with multiple disease sites, rather
than continuing to fund organ-based large-scale trials. Once a path-
way is identified, we should allow any type of tumor with that path-
way to participate in the same trial. This is the way to determine, for
example, if breast cancer responds differently to a drug than ovarian
cancer.
The key to these smaller trials is synthesized research via consor-
tia and collaborative work. For example, in a consortium of medical
centers, each center directs one or more studies of one mutation
and one drug that might act on that mutation. While just a small per-
centage of cancer patients would have a specific mutation, patients
across the country with that mutation could participate in a clinical
trial of a targeted drug. The medical center directing the trial could
then analyze the data in partnership with the drug's manufacturer
[7].

Another way to advance personalized medicine for ovarian
cancer is to include a bio bank, for example, a sample of each
patient's tumor, on every major clinical trial. Biological specimens
could then be made available to researchers to determine, among
other things, why specific drugs work in patients with specific genet-
ic pathways.

We must also work with patients so they understand what is feasi-
ble. Many patients are excited by chemo-resistance and sensitivity as-
says, but we do not currently have data to support their widespread
clinical use. Tumor response tests vary in their ability to predict sensitiv-
ity, and assays for sensitivity and resistance are less developed in ovar-
ian cancer than in breast cancer [8]. Validating these tests through
clinical trials is a crucial next step and we are looking forward to seeing
the emerging science.

Finally, we must find a sharper, more targeted use of tax dollars
for research, making better use of available money versus requesting
more. We unfortunately are not seeing sufficient progress in our
clinical trials, so we should consider different mechanisms for
obtaining information, such as registries. As each patient is treated,
patient outcomes and DNA samples could all be linked to the registry
to determine which approaches are the most cost effective. Instead
of conducting a clinical trial for $10 million, we can redirect the
money by investing in the registry, allowing researchers to share
information.

Ultimately, “redirecting” turned out to be a key theme of the
conference: in order to reduce ovarian cancer mortality rates, we
must redirect not only resources but also our energy and a lot of
our current thinking. The barriers that we face are numerous. Some
of these barriers are unique to the subculture of ovarian cancer, in-
cluding the prevalence of late diagnosis, high rate of recurrence,
decentralized care, and “missing pieces” such as the lack of defined
PROs and validated biomarker assays. Other barriers are more general,
and include socioeconomic factors, patient and physician burden, deep-
ly imbedded attitudes and protocols within the research community,
and low patient and physician awareness about the importance and
availability of clinical trials. Coming out of the conference, we are
recommending a number of action steps to inform future policy of the
Alliance, centered around a few key themes:

• Cost effectiveness and getting “the biggest bang for the existing
buck”

• Education for better advocacy and highly informed patients
• Model programs and how to emulate their success
• Centralized care and research to increase patient access to clinical
studies

These recommendations are be highlighted in the white paper, A
Conversation about Ovarian Cancer: Outcomes, Opportunities and Recom-
mendations, available at http://www.ovariancancer.org/conversation/.

The conference achieved on a smaller scale is what we hope to bring
to fruition in ovarian cancer care: namely, collaboration among the
spectrum of stakeholders in the ovarian cancer community. In turn,
the greater cancer community must work together, and break away
from its current siloed structure based on cancer type. Most importantly,
patients must have a seat at the table when and wherever policy deci-
sions are made. It is time that we truly deliver patient-centered care.

Supplementary data to this article can be found online at http://
dx.doi.org/10.1016/j.ygyno.2013.04.006.
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