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Abstract 
In recent years, there has been a renewed focus on promoting the inclusion of patients from racial and ethnic minority groups in oncology clinical 
trials. FDA Oncology has long pointed to the underrepresentation of racial minorities in registration trials leading to approval. US FDA’s Guidance 
on diversity discusses how diversity could be handled within clinical trials, giving recommendations on broadening eligibility criteria, inclusive 
trial practices, and alternative trial designs. While there is no specific guidance from the FDA on cancer clinical trials, the recommendation is to 
include a representative population applicable to the US population. With the recent renewed focus on diversity in oncology clinical trials, FDA 
Oncology has recently asked for the completion of a Diversity Plan during drug development and has issued post–marketing commitments and 
requirements at the time of approval. As FDA has started to issue post–marketing requirements or commitments regarding diversity in 2020, we 
sought to analyze the post–marketing studies asking for a study of racial and ethnic minorities issued by the FDA’s Office of Oncologic Diseases 
(OOD). The analysis demonstrated the need to increase the enrollment of a diverse patient population in cancer clinical trials.

Background
In recent years, there has been a renewed focus on promot-
ing the inclusion of patients from racial and ethnic minority 
groups in oncology clinical trials. In 2020, the US FDA fi-
nalized a Guidance on “Enhancing the Diversity of Clinical 
Trial Populations” which recommends that Sponsors include 
a plan for the inclusion of clinically relevant populations 
no later than the end of the phase II meeting. Most recently 
the US FDA issued a draft Guidance on “Diversity Plans to 
Improve Enrollment of Participants from Underrepresented 
Racial and Ethnic Populations in Clinical Trials” which de-
scribes in further detail a diversity plan to be submitted by 
Sponsors addressing how they plan to enroll representative 
numbers of patients from underrepresented racial and eth-
nic populations.1 FDA Oncology has long pointed to the 
 underrepresentation of racial minorities in registration trials 
leading to approval.2,3 In addition to the FDA, several key 
oncology stakeholders have recognized the need for more in-
clusion of underrepresented minorities in cancer clinical tri-
als.4 In addition, 21 CFR 314 outlines that applications based 
solely on foreign clinical data may be approved if the data 
are applicable to the US population and US medical practice.5 
Given the relatively lower rates of US accrual in some regis-
tration studies, the issue of underrepresentation of minority 
patients may be exacerbated.

US FDA’s Guidance on diversity discusses how diversity 
could be handled within clinical trials, giving recommenda-
tions on broadening eligibility criteria, inclusive trial practic-
es, and alternative trial designs.6 Broadening eligibility  criteria 
were likely added as a recommendation because eligibility cri-
teria in a cancer clinical trial can be narrow and strict,  making 
it difficult for ethnic and minority patients to enroll in a trial 

due to known co-existing co-morbidities that might exclude 
them from the trial. For example, it is widely known that 
type II diabetes is more prevalent in the Black and Native 
American populations, which may make them more likely to 
have impaired kidney function as a result. In addition, some 
cancer clinical trials do not account for differences in racial 
and ethnic laboratory value differences when determining the 
eligibility criteria, which could preclude certain subpopula-
tions from enrolling in a clinical trial.

While there is no specific guidance from the FDA on 
cancer clinical trials, the recommendation is to include a 
representative population applicable to the US population. 
In addition, ICH E17 stresses that a well-conducted Multi-
Regional Clinical Trial (MRCT) would have input from 
regulatory authorities, would permit analyses of regional 
consistency, and would potentially address concerns regard-
ing applicability to the US patient population, including 
underrepresented minorities.7 In a recent perspective piece 
in Lancet Oncology, FDA Oncology leadership stressed that 
MRCTs are the preferred means of drug registration and 
that the greater diversity in MRCTs might provide addition-
al information to assist the United States in addressing the 
underrepresentation of racial and ethnic minorities in drug 
development.8

With the recent renewed focus on diversity in oncolo-
gy clinical trials, FDA Oncology has recently asked for the 
completion of a Diversity Plan during drug development and 
has issued post–marketing commitments and requirements 
(authority to require sponsors to conduct PMR/PMCs was 
granted to the FDA under the 2007 FDA Amendments Acts 
(FDAAA)) at the time of approval.9 As FDA has started to 
issue post–marketing requirements or commitments that 
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 included language on diversity in 2020, we sought to analyze 
the post–marketing studies asking for a study of racial and 
ethnic minorities issued by the FDA.

Methods
Two years’ worth of oncology drug approvals were exam-
ined between January 2020 and December 2021 within the 
Division of Oncology 1 (focusing on women’s and genito-
urinary cancers), Division of Oncology 2 (focusing on tho-
racic, head and neck, rare, and pediatric cancer), Division 
of Oncology 3 (focusing on melanoma, sarcoma, and gas-
trointestinal cancer), Division of Hematologic Malignancies 
1 (focusing on leukemia), and Division of Hematology 
Malignancies 2 (focusing on lymphoma and multiple myelo-
ma) as 2020 was the first year a PMR or PMC that included 
language on diversity was issued by FDA’s Oncology Office. 
For each drug approval, the FDA approval letter was exam-
ined to determine if a post–marketing commitment (PMC) 
or post–marketing requirement (PMR) to conduct or report 
on data among US racial and ethnic minority patients was 
included in the approval letter. After identifying the PMC or 
PMR, the wording was analyzed. In addition, for each ap-
plication that had a PMR or PMC issued, Drugs@FDA was 
searched to determine if the FDA Summary Basis of Approval 
(SBoA) were available.10 If FDA SBoA were available any ad-
ditional information regarding the PMR or PMC that was 
issued was analyzed.

Results
Among 123 oncology drug approvals, 15 PMRs or PMCs 
related to diversity were identified in FDA approval let-
ters and assessed. The first PMR or PMC to be issued was 
for Diffuse large B-cell lymphoma on July 31, 2020 for 
 tafasitamab-cxix. The most recent PMR or PMC to be is-
sued was on November 30, 2021 for daratumumab and 
hyaluronidase-fihj indicated for multiple myeloma. Multiple 
myeloma indications had the most diversity PMR or PMC 
issued, followed by lymphoma, non–small cell lung cancer 
and cholangiocarcinoma (Fig. 1).

Among the diversity, PMRs and PMCs issued 9 were New 
Molecular Entity Drug applications and 6 were Supplemental 
drug applications, 6 were approved under FDA’s traditional 
approval pathway and 9 were approved under the accelerated 
approval pathway.

In FDA approval letters, most of the diversity PMRs issued 
stated to conduct a study and those that did not stated to 
include an assessment of ongoing studies. PMRs were written 
such that the Sponsor would have to provide both safety and 

efficacy data in racial and ethnic minority patients to be more 
reflective of the US population (Table 1).

In available review packages on Drugs@FDA, FDA com-
ments emphasized concerns regarding data generalizability if 
underrepresented populations were not included in the study 
within the indicated population. Within the FDA approvals 
that had diversity PMR or PMC issued, minority patients 
ranged from 1.6% to 18%.

Discussion
In most of the FDA oncology drug approvals that required a 
PMR or PMC it was evident from the FDA reviews that diver-
sity within the clinical study was lacking. To address the low 
enrollment of a diverse population in clinical studies, FDA 
issued PMRs and PMCs to further characterize the drug in 
underrepresented populations in the post–marketing setting. 
These PMRs and PMCs issued by the FDA are designed to 
further characterize the safety and efficacy of oncology drugs 
in a diverse population.

Select drug approvals that had a diversity PMR or PMC 
issued are described below.

Although sotorasib’s pivotal study had about 18% racial 
and ethnic minorities in the clinical trial, this is somewhat 
misleading as a total of 15% of clinical study participants 
were Asian, and in general the KRAS G12C mutation in 
NSCLC patients is more common in the White and Black 
patient population than in Asian patients. Only 1.6% of pa-
tients in the pivotal study were Black, which likely led to the 
FDA issuing a PMC to address the lack of diversity in the trial 
and to further characterize the safety and efficacy of sotorasib 
in Black patients.11

Another example of a drug approval where the FDA is-
sued a PMC due to an inadequate number of racial and eth-
nic minority patients is amivantamab-vmjw. Most patients 
enrolled in the pivotal study for amivantamab-vmjw were 
White, and only 2.3% of patients were Black. The Sponsor 
agreed to conduct a study with a sufficient representation of 
Black patients as it was identified that about 9% of patients 
with NSCLC with EGFR exon 20 insertion mutations were 
Black.12 Further guidance from the agency on what would 
constitute a sufficient population to ensure representation 
(depending on the prevalence of the disease in the US and in 
different minority populations) would be helpful. In addition, 
guidance on whether a clinical study, a registry, or real–world 
evidence from observational studies derived from electronic 
health records would also be helpful for the drug develop-
ment community.

Lastly, FDA issued a diversity PMR for melphalan flufenam-
ide due to the differences in safety between White and Black 
patients in the clinical study. In melphalan flufenamide’s piv-
otal study, 6% were Black, and the FDA review stated that 
the data may have demonstrated a potential for a higher rate 
of dose modifications for hematologic toxicities in racial and 
ethnic minorities, including Black patients. FDA required the 
Sponsor to enroll more racial and ethnic minority patients 
including Black patients to determine if the finding in the re-
view was valid.13

The PMRs or PMCs issued by FDA’s Oncology Divisions 
reflect a need for cancer clinical to enroll a more diverse pa-
tient population to reflect the population most likely to take 
the approved drug. As a result of the lower participation 
of racial and ethnic minority patients enrolling in cancer Figure 1. FDA PMR or PMC issued by oncologic indication.
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clinical trials, the importance to patients and the attention 
the FDA has put on this topic, Sponsors are making more 
of a concerted effort to enroll a diverse patient population 
into clinical trials.14 However, it is not without challenges 
and obstacles.

Enrolling a more diverse patient population is important 
in cancer clinical trials as it gives a more realistic snapshot 
of the patients who will be taking the investigational drug to 
help inform safety and effectiveness. in addition, a diverse 
patient population may help improve health equity by pro-
viding access to investigational drugs that might not be avail-
able to them. Although not a focus of this paper diversity in 
cancer clinical trials also includes older adults as there is a 
large unmet need in this population. For the vast majority of 
cancer, clinical trials patients 75 years and older are rarely 
included or enrollment is low. Due to this disparity and the 
importance of including older adults FDA issued a Guidance 
in March 2022 to address and assist sponsors to enroll an 
adequate representation of this patient population.15 In ad-
dition to diversity PMRs and PMCs issued by the FDA as 
related to race and ethnicity, FDA has issued several PMRs 
and PMCs related to age to urge Sponsors to address this 
disparity.

However, there are many challenges to enrolling a suffi-
cient population of racial and ethnic minority patients in 
cancer clinical trials. First, there is an inherent distrust of 
the medical system due to historical events and abuses that 
have occurred. In addition, there are issues with health dis-
parities, access and the cost of participating in cancer clini-
cal trials. Lastly, a patient’s lived experience varies based on 
many factors such as race, ethnicity, geographic location, and 
education. The issues aforementioned are broad societal is-
sues and cannot be solved by Sponsors alone; however some 
ways in which Sponsors can aid in the enrollment of racial 
and ethnic minority patients in cancer clinical trials are to 
consider selecting sites with higher concentrations of diverse 
groups, use diverse investigators within cancer clinical tri-
als, and increase patient engagement and education around 
cancer clinical trials to help with recruitment and retention 
efforts. Communicating the importance and necessity of en-
rolling a diverse patient population in trial sites for a trial to 
be reflective of the US population would also be critical in 
increasing enrollment of racial and ethnic minorities. In ad-
dition, Sponsors could incorporate diversity plans into their 
cancer clinical trials. The diversity plan may include informa-
tion regarding the prevalence of the disease in racial and mi-
nority groups, expected geographic locations of the studies, 
and strategies on how to enroll a diverse patient population 
in clinical trials.16

Conclusion
The number of diversity PMRs and PMCs issued by the FDA’s 
Oncology Office reflects a renewed emphasis on studying ra-
cial and ethnic minority groups during the lifecycle of clinical 
development to address the lack of diversity in cancer clini-
cal trials. Although there are many challenges and barriers to 
overcome in increasing enrollment of a diverse patient popu-
lation in cancer clinical trials, many stakeholders are aware of 
the importance and necessity of enrollment and are starting to 
implement strategies to conduct cancer clinical trials that are 
more reflective of the US population.
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