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With so many new and promising cancer treatments being developed, the need for clinical
trials to efficiently and effectively test them has never been greater.
Maximizing the number of patients who are eligible for clinical trials, while still maintaining an
appropriate level of safety, is a top priority for NCI leadership, given the challenges of
enrolling enough patients in clinical trials. Eligibility criteria—the requirements that must be
met before a person can enroll in a trial—have not kept pace with the modernization of
clinical trials. Restrictive criteria have not only been a significant hurdle for many patients who
have wanted to participate in trials, but they have also limited the generalizability of study
findings.
Over the past several years, NCI has made efforts to address the issue of trial eligibility by
working to broaden the criteria for some NCI-funded trials. For example, researchers are
encouraged to relax the use of upper age limits in adult trials and allow people with cancer
who are HIV+ to enroll in trials, as appropriate.
Beginning in 2016, the American Society of Clinical Oncology (ASCO) and the advocacy
organization Friends of Cancer Research (Friends) launched an effort to further expand
eligibility criteria for cancer clinical trials in the hope that more patients will be able to join
trials, leading to more rapid advances in cancer treatment.

NCI is expanding eligibility criteria for its cancer
clinical trials in the hope that more patients will
enroll.
Credit: iStock

NCI and Food and Drug Administration (FDA) staff have been key contributors to the ongoing effort. The project has led to new and expanded eligibility
recommendations, which NCI translated into language that can be used more easily in clinical trial protocols. This new language is now being used by the NCIsponsored National Clinical Trials Network (NCTN) and Experimental Therapeutics Clinical Trials Network (ETCTN).

Why Are Eligibility Criteria Necessary?
Eligibility criteria are an important part of clinical trials. They help ensure that participants in a trial are alike in terms of specific factors, such as type and stage of
cancer, general health, and previous treatment received. When all participants meet the same eligibility criteria, it is more likely that the trial’s outcomes are the
result of the intervention being tested than of other factors, such as health conditions or chance. Eligibility requirements are also important for patient safety.
They decrease the chances that patients who might experience dangerous side effects from a study drug are enrolled in the trial.
In 2016, ASCO–Friends assembled four working groups to develop new recommendations for expanding eligibility criteria. Each group focused on one of four
variables that most often exclude a patient’s participation in a trial: brain metastases, HIV/AIDS, organ dysfunction and prior and concurrent cancers, and
minimum age for enrollment.
Working group members, which included scientists, regulators, patient advocates, and industry representatives, used an extensive review process that included
an examination of the scientific literature and available clinical results. They analyzed variables such as the number of potential patients who were excluded from
enrolling in trials and whether trials that had less restrictive eligibility criteria had higher rates of serious adverse events.
Members developed recommendations for new eligibility criteria that would be appropriate for both early- and late-phase trials. However, some differences in
the criteria for trials of different phases were unavoidable. For example, in early-phase trials, because less is known about the drugs being tested, stricter
eligibility criteria are necessary to help ensure that patients are not put at undue risk.
Once the ASCO–Friends working groups’ recommendations were agreed upon, NCI compiled them into a final document that outlined new inclusion/exclusion
criteria required for NCTN and ETCTN clinical trials. These criteria were implemented in November 2018.
In developing the final document, NCI also broadened the focus. For instance, the NCI language addresses eligibility of not only patients with HIV but also
patients with other viral infections, including hepatitis B and C. All ETCTN and NCTN trials must follow the new eligibility criteria unless researchers provide
strong scientific rationale not to do so.

Patients in clinical trials that are now following the new inclusion criteria will be more representative of the real-world patient population, thus translating into
trial results that are more applicable and meaningful to patients treated in everyday practice.

Other Barriers to Clinical Trial Enrollment
Although restrictive eligibility criteria can exclude patients from participating in clinical trials, there are many other barriers to participation.
Health care providers may not offer their patients the opportunity to participate in a trial for many reasons. For example, patients may have comorbidities—
other medical conditions—that may make it difficult for them to tolerate aggressive therapy.
And some clinicians may not offer a clinical trial to a patient based on assumptions about the patient. For instance, a provider may assume that a patient lives
too far away from the trial location and would have trouble making it to the clinic for trial visits. Or a provider might assume that a patient does not have the
social support to adhere to the treatment regimen or would have trouble understanding a very complex trial protocol and be unable to decide whether to
participate.
NCI encourages health care providers to question these assumptions. We believe that clinicians should present the option to participate in clinical trials to their
patients so that they can make informed decisions about trial participation together. Clinicians should not make this decision for their patients.
Educating and raising clinicians’ awareness are essential to promoting clinical trial enrollment. To this end, NCI and many other organizations provide
educational opportunities to enhance clinicians’ understanding of clinical trials and patient enrollment. It is important that health care providers be aware of
available clinical trials and talk to their patients when a clinical trial might be an appropriate option for them. Patients themselves can learn more about clinical
trials and how to ask their providers about participation.

Expanding Criteria while Ensuring Patient Safety: Finding the Right Balance
Because the new NCI eligibility criteria were just implemented, it will take some time before we can evaluate the impact of these specific changes. And other
changes to the inclusion criteria may be on the way, given that ASCO–Friends are convening additional meetings to address eligibility criteria that were not the
focus of the initial effort. These include how much treatment patients may have had before entering a trial and what medications a patient might be using to
treat other health conditions.
Clinical trial enrollment is a complex issue and ongoing critical assessment of clinical trial eligibility criteria is essential to achieve the right balance between
expanding criteria while ensuring patient safety. With less restrictive criteria translating into study conclusions that are more relevant to the broader patient
population, we can make faster progress in the discovery of new targeted cancer treatments and immunotherapies that will benefit more people.
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