
September 25, 2024

The Honorable Robert M. Califf, MD
Commissioner
U.S. Food and Drug Administration
Department of Health and Human Services
5630 Fishers Lane
Rockville, MD 20852

RE: Diversity Action Plans to Improve Enrollment of Participants from Underrepresented Populations in Clinical
Studies [Docket No. FDA-2021-D-0789]

Dear Commissioner Califf:

The Obesity Action Coalition (OAC) appreciates the opportunity to comment on the Food and Drug
Administration's (FDA) draft guidance for industry, “Diversity Action Plans to Improve Enrollment of Participants
from Underrepresented Populations in Clinical Studies” (draft guidance).

The OAC is the leading national non-profit dedicated to serving people living with obesity through awareness,
support, education, and advocacy. Our vision is to create a society where all individuals are treated with
respect and without discrimination or bias regardless of their size or weight. We strive for those affected by the
disease of obesity to have the right to access safe and effective treatment options. OAC has a strong and
growing membership of more than 85,000 individuals across the United States.

Obesity is driven by strong biology, not by choice, and it is often the root cause and driver of other health
complications. Research shows that obesity is a complex, serious, and costly chronic disease that serves as a
major risk factor for developing conditions such as heart disease, stroke, type 2 diabetes, renal disease,
non-alcoholic steatohepatitis, and 13 types of cancer (which make up 40 percent of all cancers diagnosed).1 As
such, obesity requires treatment and management like these other serious chronic diseases.

OAC has long been committed to improving access to care and reducing weight bias and stigma for people
living with obesity. Diversity in clinical research and drug development is critical to ensure study participants
represent the broader population. Inclusivity is essential for reliability and generalizability of findings for all
people, especially people living with obesity.

1 Centers for Disease Control and Prevention. https://www.cdc.gov/cancer/obesity/index. Accessed September 6,
2024



General Comments

OAC applauds the FDA for recognizing “the broader issues regarding health disparities and differential access
to health care and clinical studies due to geographic location, gender identity, sexual orientation,
socioeconomic status, physical and mental disabilities, pregnancy status, lactation status, and comorbidity.”
Under comorbidity, we encourage FDA to consider obesity and larger body size, measured most often by body
mass index (BMI) as an additional factor. A study participant’s BMI is often an exclusion criterion for eligibility of
clinical trials, leaving out a clinically relevant and representative portion of the population. People living with
obesity make up 42% of adults in the U.S., and another 31% of people live with pre-obesity or overweight,
representing 73% of the general population.2

Despite the high prevalence of obesity, people are often excluded from studies evaluating medications for
conditions other than obesity. Thus, most medications have not been fully tested on people with obesity even
though they represent most Americans. Medications may be less or sometimes overly effective for people with
obesity, and this can have real health consequences and possibly lead to harm. This systemic exclusion
creates two major challenges.

First, excluding individuals with obesity in clinical trials leads to a lack of data on how medications perform in
the majority of the population. This undermines the diversity and inclusivity of clinical trials, making it difficult to
assess the appropriate dosages, efficacy, and potential side effects in persons with obesity. Further,
medications may interact differently in people with obesity due to variations in body fat composition,
metabolism, and drug distribution. Failing to study these differences can jeopardize the safety and
effectiveness of treatments.

Second, the exclusion of persons with obesity from clinical trials leads to incomplete drug labeling, leaving
healthcare providers without necessary information to properly prescribe medications to patients with obesity.
Examples of this gap include posaconazole, an antifungal medication, and brexpiprazole, an antipsychotic
drug, where the drug labels do not stipulate appropriate guidance on dosing or safety considerations for
individuals with obesity. This can lead to either under-dosing, which reduces the effectiveness of the
medication, or overdosing that might create problems because of slow clearance of a drug in persons with
obesity. Without specific recommendations for this population clinicians are left to guess, unintentionally putting
patients at risk.

Health Equity

OAC applauds the FDA for efforts “to help address the participation of underrepresented populations to help
ensure that clinical trials related to FDA regulated products appropriately test the product against a
representative sample of the product’s intended use population.” As stated previously, it is imperative to include
people living with obesity because they represent a significant proportion of the intended use population.

Further, obesity is a complex chronic disease that affects communities of color at higher rates than white
communities. Recent data from the Centers for Disease Control and Prevention (CDC)3 found that:

3 Centers for Disease Control and Prevention. Adult Obesity Prevalence Maps. U.S. Dept of Health and Human Services;

2023.

2 Id.

https://www.cdc.gov/obesity/php/data-research/adult-obesity-prevalence-maps.html


● In 30 states, American Indian or Alaska Native adults have an obesity prevalence at or
above 35% (among 44 states).
● In 34 states, Hispanic adults have an obesity prevalence at or above 35%
(among 47 states, 3 territories, and DC).
● In 38 states, Black adults have an obesity prevalence at or above 35% (among
46 states, 1 territory, and DC).
● Compared to White adults that have an obesity prevalence rate above 35% in 16
states (47 states, 2 territories, and DC).

This data represents a compounding effect of underrepresentation across race, ethnicity, and
comorbidity. For example, 58% of Black women are living with obesity.4 If clinical trials only include lean
Black women, the trial is not representative of the population.

OAC commends FDA for recognizing a broader scope of diversity to encompass more people in
forthcoming Diversity Action Plans. Diversity in clinical research and drug development is critical to
ensure study participants represent the population. The FDA should require drug manufacturers to
include persons with obesity in clinical trials for all medications, ensuring that clinical data reflects the
full spectrum of the population who commonly use medications and ensure inclusivity and
generalizability.

OAC appreciates the opportunity to provide input on this important guidance and supports the overall
direction. Please reach out with questions to Dr. Tracy Zvenyach, PhD, Director of Policy Strategy at
tzvenyach@obesityaction.org.

Sincerely,

Joe Nadglowski
President & CEO
Obesity Action Coalition

4 Stierman B, Afful J, Carroll MD, et al. National Health and Nutrition Examination Survey 2017–March 2020
prepandemic data files development of files and prevalence estimates for selected health outcomes. Natl Health Stat
Report. 2021;158.


