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Less than 2% of patients diagnosed with cancer participate in a clinical trial in the United States (1). Gynecologic oncology patients do not appear to participate in trials with any more frequently than other cancer types. While gains in progression free survival have continued to improve overall life span for women with advanced gynecologic cancers, more cures have not been realized. Clinical trials, defined by the National Institute of Health as “a research study in which one or more human subjects are prospectively assigned to one or more interventions to evaluate the effects of those interventions on health-related biomedical or behavioral outcomes” (2), are the primary focus for enrollment of most patients with an active malignancy. Clinical research studies such as tissue banks and longitudinal cohort studies provide invaluable data for researchers but require a consenting population and may be overlooked when the focus is on therapeutic intent. Lack of accrual to clinical trials leads to early closure of studies and a waste of critical resources as well as extended periods of enrollment, which can hinder the ability to interpret the results. Stensland et al. reported that 1 in 4 cancer clinical trials were stopped early with 1 in 10 being stopped for poor accrual (3). A panel of experts convened by the NCI and ASCO to discuss barriers to clinical trial enrollment in 2013 (4) cited barriers in three areas as most significant: (1) patient/community, (2) physician/provider level, and (3) site/organizational. Physician/provider level barriers include willingness to refer a patient for study, lack of knowledge about available clinical trials, and concern regarding a patient’s ability to participate (4–6). Patient/community barriers have been noted to include being unaware of trial opportunities and complexity and stringency of the protocol (7).

But really, in this time of internet and social media, of immediate and total access to seemingly endless information, why are adult patients not enrolling on clinical trials? A large single institution review of clinical trial enrollment noted a dramatic difference in the proportion of pediatric cancer patients enrolled in clinical trials compared to adult (22 vs. 6%) (8). Is this because parents of children with cancer and young adults with cancer are so much better at searching the internet for clinical trial opportunities? Unlikely, this high rate of participation in the pediatric population preceded the internet age. I believe there are two vital differences between the adult and pediatric cancer communities. First, centralization of treatment in pediatric cancer results in high volume centers. The rarity of pediatric cancer forced pediatric oncologists to band together in universities and research centers. The vast majority of children and young adults are treated in these centers today. Data from several areas suggest that treatment in high volume centers results in improved pediatric oncology outcomes (8, 9). Still, most pediatric cancers are exceptionally rare. Even at high volume centers, collaboration with other sites must be done to gather enough similar cases for research.

Second, and perhaps most importantly, there is a pervasive culture in pediatric oncology that “clinical trials are standard practice in cancer treatment for children, adolescents, and young adults” (https://www.childrensoncologygroup.org/index.php/what-is-a-clinical-trial). The pediatric oncology community has remained faithful to the charge that cure is the goal (10). In addition, the research structure embraces that the cancers in this space are inherently rare and as such designed studies that use the available patient volume. These elements seem to combine to provide a complete package of physician motivation, patient engagement, and available studies for the vast majority of patients despite the low numbers.

In gynecologic oncology, there are no data to suggest that female gynecologic cancer patients participate in clinical trials at a higher rate. However, a recent large retrospective study by Cliby et al. suggests that treatment for ovarian cancer at high volume centers improves outcomes (11). The authors of this study suggest that a national effort be made to provide access to women to centers with expertise in ovarian cancer. It remains to be seen if these data will move patients from community settings into centers where participation in clinical trials is more common.

The National Comprehensive Cancer Network states on their website that “without clinical trials, cancer care can’t improve.” This group compiles clinical practice guidelines from the data produced by clinical trials to help guide the care for patients treated off study. Access to this resource is simple and available to both patients and providers. It is updated regularly and carefully curated.

This is in sharp contrast to information about open clinical trials. The main resource for clinical trials information is the national registry of clinical trials, which is available online at www.clinicaltrials.gov. The goal of the registry was to require the registration of all clinical trials in the US and to provide a resource for clinicians and patients to find open studies. The site is searchable by location and disease but is often woefully out of date. Studies that have closed months ago are often still listed as actively recruiting, studies that have published data are not listed as published, and studies that are open will often have incorrect listings of site information. This lack of timely and correct information results in the inability for interested patients and clinicians to find open and appropriate trials.

The barriers for women with cancer to participate in clinical trials are numerous but they are not insurmountable. Dramatic and sweeping cultural change is necessary to bring about rates of adult enrollment that rival the pediatric population. A profound commitment to the provision of timely data to the national clinical trials registry by sponsors and the timely curating of the website is required for better clinical trial information. A commitment to providing access to high volume centers with experience in gynecologic cancer is required for improving outcomes with the current available strategies. Lastly, physicians and patients need to fully commit themselves to a belief that clinical trial participation can really bring about better treatments and better drugs and most importantly, better lives.

AUTHOR CONTRIBUTIONS

The author confirms being the sole contributor of this work and approved it for publication.

REFERENCES

1. Mannel RS, Moore K. Research: an event or an environment? Gynecol Oncol (2014) 134:441–2. doi:10.1016/j.ygyno.2014.08.001

2. National Institutes of Health. NOT-OD-15-015: Notice of Revised NIH Definition of “Clinical Trial”.

3. Stensland KD, McBride RB, Latif A, Wisnivesky J, Hendricks R, Roper N, et al. Adult cancer clinical trials that fail to complete: an epidemic? J Natl Cancer Inst (2014) 106:dju229. doi:10.1093/jnci/dju229

4. Denicoff AM, McCaskill-Stevens W, Grubbs SS, Bruinooge SS, Comis RL, Devine P, et al. The National Cancer Institute-American Society of Clinical Oncology Cancer Trial Accrual Symposium: summary and recommendations. J Oncol Pract (2013) 9:267–76. doi:10.1200/JOP.2013.001119

5. Lara PN Jr, Higdon R, Lim N, Kwan K, Tanaka M, Lau DH, et al. Prospective evaluation of cancer clinical trial accrual patterns: identifying potential barriers to enrollment. J Clin Oncol (2001) 19:1728–33.

6. Comis RL, Miller JD, Colaizzi DD, Kimmel LG. Physician-related factors involved in patient decisions to enroll onto cancer clinical trials. J Oncol Pract (2009) 5:50–6. doi:10.1200/JOP.0922001

7. Mills EJ, Seely D, Rachlis B, Griffith L, Wu P, Wilson K, et al. Barriers to participation in clinical trials of cancer: a meta-analysis and systematic review of patient-reported factors. Lancet Oncol (2006) 7:141–8. doi:10.1016/S1470-2045(06)70576-9

8. Collins CL, Malvar J, Hamilton AS, Deapen DM, Freyer DR. Case-linked analysis of clinical trial enrollment among adolescents and young adults at a National Cancer Institute-designated comprehensive cancer center. Cancer (2015) 121:4398–406. doi:10.1002/cncr.29669

9. Shaw BE, Logan BR, Kiefer DM, Chitphakdithai P, Pedersen TL, Abdel-Azim H, et al. Analysis of the effect of race, socioeconomic status, and center size on unrelated national marrow donor program donor outcomes: donor toxicities are more common at low-volume bone marrow collection centers. Biol Blood Marrow Transplant (2015) 21(10):1830–8. doi:10.1016/j.bbmt.2015.06.013

10. Knops RR, van Dalen EC, Mulder RL, Leclercq E, Knijnenburg SL, Kaspers GJ, et al. The volume effect in paediatric oncology: a systematic review. Ann Oncol (2013) 24(7):1749–53. doi:10.1093/annonc/mds656

11. Cliby WA, Powell MA, Al-Hammadi N, Chen L, Philip Miller J, Roland PY, et al. Ovarian cancer in the United States: contemporary patterns of care associated with improved survival. Gynecol Oncol (2015) 136(1):11–7. doi:10.1016/j.ygyno.2014.10.023

Conflict of Interest Statement: The author declares that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

Copyright © 2016 Rimel. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) or licensor are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.

OPS/images/cover.jpg
’ frontiers
in Oncology






OPS/images/logo.jpg
e S S0





