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Aim: To identify factors associated with willingness to participate in a COVID-19 clinical trial and reasons
for and against participating. Materials & methods: We surveyed Massachusetts (MA, USA) residents
online using the Dynata survey platform and via phone using random digit dialing between October
and November 2021. Respondents were asked to imagine they were hospitalized with COVID-19 and
invited to participate in a treatment trial. We assessed willingness to participate by asking, “Which way
are you leaning” and why. We used multivariate logistic regression to model factors associated with
leaning toward participation. Open-ended responses were analyzed using conventional content analysis.
Results: Of 1071 respondents, 65.6% leaned toward participating. Multivariable analyses revealed college-
education (OR: 1.59; 95% CI: 1.11, 2.27), trust in the healthcare system (OR: 1.32; 95% Cl: 1.10, 1.58) and
relying on doctors (OR: 1.77; 95% Cl: 1.45, 2.17) and family or friends (OR: 1.31; 95% CI: 1.11, 1.54) to
make health decisions were significantly associated with leaning toward participating. Respondents with
lower health literacy (OR: 0.57; 95% CI: 0.36, 0.91) and who identify as Black (OR: 0.40; 95% Cl: 0.24, 0.68),
Hispanic (OR: 0.61; 95% Cl: 0.38, 0.98), or republican (OR: 0.61; 95% Cl: 0.38, 0.97) were significantly less
likely to lean toward participating. Common reasons for participating included helping others, benefitting
oneself and deeming the study low risk. Common reasons for leaning against were deeming the study high
risk, disliking experimental treatments and not wanting to be a guinea pig. Conclusion: Our finding that
vulnerable individuals and those with lower levels of trust in the healthcare system are less likely to be
receptive to participating in a COVID-19 clinical trial highlights that work is needed to achieve a healthcare
system that provides confidence to historically disadvantaged groups that their participation in research
will benefit their community.

Plain language summary

What is this article about? This article describes a survey in which respondents were asked to imagine
they were hospitalized with COVID-19 and invited to participate in a study of a COVID-19 treatment. They
were asked whether they would participate and why.

What were the results? Of the 1071 respondents, 65.6% leaned toward participating. Respondents with
a college education, greater trust in the healthcare system and who rely on others to make healthcare
decisions were more likely to participate. Respondents who identified as Black, Hispanic or republican and
those who needed help reading medical materials were less likely to participate. Reasons for participating
included helping others, benefitting oneself and deeming the study low risk. Reasons for not participating
were deeming the study high risk, disliking experimental treatments and not wanting to be a guinea pig.
What do the results mean? Historically disadvantaged groups were less likely to participate in a possible
clinical trial. Work is needed to create a healthcare system that provides confidence to historically
disadvantaged groups that if they take part in research, it will benefit their community.
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Appropriate representation of women, older adults and members of racial and ethnic minority groups in medical
research is essential to enhance the generalizability of research findings and reduce health disparities. Achieving
representative enrollment in research studies has been a national priority since the passage of the National Institutes
of Health (NIH) Revitalization Act of 1993 [1]. More recently, the FDA has taken steps to promote diversity in
industry-sponsored clinical trials, including the publication of an action plan in 2014 [2] and updated draft guidance
released in 2022 [3]. Despite these initiatives, underrepresentation of older adults and members of racial and ethnic
minority groups persist across a broad range of conditions and interventions including oncology [4,5], cardiovascular
disease [6,7], dementia (8], vaccine clinical trials [9) and COVID-19 clinical trials [10].

Barriers to participating in research among minority populations have been well documented and include mistrust
related to ongoing discrimination and the legacy of historical mistreatment epitomized by the Tuskegee Study (111,
less access to research studies, logistical barriers, the restrictive nature of clinical trial eligibility criteria [12] and lack
of researcher understanding of cultural differences [13,14]. Studies have been conflicting as to whether differences in
participation relate merely to inequitable access to clinical trials [15] or to differences in attitudes toward research
among different groups [16,17].

Marked racial and ethnic disparities in the COVID-19 pandemic have been documented with higher rates
of infection, hospitalization and death among members of racial and ethnic minority groups [18-21]. Emerging
evidence of racial and ethnic disparities in use of COVID-19 treatments compounds these disparities [22,23]. In
the context of these ongoing disparities, public attitudes toward participating in COVID-19 clinical trials and
differences according to race/ethnicity are important to understand to ensure equitable representation in future
COVID-19 clinical trials and thereby reduce disparities.

The goals of this study were to assess the likelihood of participating in a hypothetical COVID-19 treatment
clinical trial, examine factors associated with willingness to participate and to understand reasons for being willing
or not willing to participate among a diverse population.

Methods

Survey development & content

The survey was developed by the authors. It was pre-tested for clarity and flow with a convenience sample (n = 20),
with minor revisions of item wording and response options based on input from this sample. The survey consisted of
multiple sections and included items assessing COVID-19 vaccination intent, a vignette describing a hypothetical
COVID-19 treatment clinical trial and questions related to that trial, items assessing attitudes related to making
health related decisions, experiences with healthcare and demographic characteristics. The full set of items included
in the present study are summarized below with details provided in Appendix 1.

This survey included an experimental component that tested the impact of a priming question intended to shape
how participation is framed (helping others vs getting cutting edge treatment) and a 2 x 2 test of different physician
messages (acknowledging reasons not to trust the medical system vs acknowledging the difficulty of participating in
a clinical study and emphasizing getting a cutting-edge treatment vs helping others). Further details of the priming
question and physician messages are provided in Appendix 2.

Hypothetical research study

The following scenario was presented via an audio-recording to avoid the potential reading burden. Participants
who indicated they could not hear the scenario clearly were presented with the description in text.

Imagine you are hospitalized with COVID-19. You have been in the hospital for 5 days and you are getting
sicker. You have a high fever. You need tubes in your nose to get enough oxygen.
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Today, a new doctor tells you about a research study of a medicine that might work for COVID-19. The doctor
explains that many patients take this medicine for other problems. Doctors do not know if it will work for COVID-
19. Some small studies suggest it might help. However, there is a risk the medicine may cause complications. For
example, you could get a urinary tract infection. After answering your questions, the doctor says. . . [respondents
randomly assigned to receive one of four different messages, Appendix 2].

Respondents were then asked, “Based on the information you have so far, which way are you leaning right
now?” Four response options were provided: “STRONGLY leaning AGAINST taking part in the study.”; “SOME-
WHAT leaning AGAINST taking part in the study.”; “SOMEWHAT leaning toward taking part in the study.”;
“STRONGLY leaning toward taking part in the study.” This was followed by an open-ended item: “Why are you
leaning that way?”.

Next, respondents answered questions from a bank that asked them to consider, “To what extent, if any, would
the following affect your willingness to take part in the study?”, followed by a list of conditions (If my doctor
recommended that I take part; if my friends or family members thought I should take part; if over 500 people had
already taken part; if thousands of people are already taking this medicine for other problems; if the medicine was
not FDA approved; if the study was being done by the National Institutes of Health (NIH); if the study was being
done by a drug company), with response options for each condition including “LESS willing to take part”, “NO
DIFFERENCE” and “MORE willing to take part”.

Survey administration

We partnered with MassINC Polling Group to administer the survey to a sample of adult English or Spanish
speaking Massachusetts (MA, USA) residents. MassINC fielded the online survey via the Dynata survey platform.
Online participants received ~$5 for their participation; the online survey took approximately 11 minutes to
complete and was offered in English and Spanish. MassINC also partnered with Metro Research to administer the
survey via phone; phone participants were solicited using random digit dialing and no incentive was provided. We
oversampled Black and Latino residents with the goal of recruiting at least 250 Black respondents and 250 Latino
respondents. The survey was conducted from 28 October to 17 November 2021.

Analyses

We calculated frequencies to describe respondent characteristics. We dichotomized responses to the question about
likelihood of participating in the hypothetical research study, grouping the two “leaning toward” responses (strongly
and somewhat toward) and the two “leaning against” responses (strongly and somewhat against). We eliminated
(n = 63) discordant responses where the rating (leaning toward or against) was clearly inconsistent with the short
answer response, as we judged such responses to indicate poor data quality. We used chi-square statistics and t-tests
to examine the associations between respondent characteristics, experiences and attitudes and intent to participate
in the hypothetical research study. We then used a multivariate logistic regression model to obtain odds ratios
(ORs) and 95% confidence intervals (Cls) adjusted for other variables. To select a parsimonious model of factors
associated with “leaning toward” participation in the hypothetical study, we used a backward stepwise approach
starting with standard demographic variables (race/ethnicity, age, gender and education) and survey mode (online
or phone) which were forced into the model and all variables that had an associated p value of less than 0.020 in the
bivariate analyses. After obtaining a final model, we added each variable that had been dropped initially to examine
whether its inclusion/exclusion improved model fit. Details of the analyses of the experimental manipulation are
provided in Appendix 2. For the items assessing conditions that might make respondents more, or less willing to
participate, we calculated the net impact of each condition on intent to participate as the difference between the
percentage of respondents who said they would be more willing to participate and the percentage who indicated
they would be less willing to participate. Analyses were performed with SAS version 9.4 (SAS Institute Inc., NC,
USA) and SPSS version 28.0.1.0 (IBM SPSS Statistics, Armonk, NY, USA).

We analyzed responses to the open-ended item “Why are you leaning that way?” using conventional content
analysis [24]. One author (KM) reviewed the responses and generated an initial set of codes. Two authors (KE ME)
reviewed the initial codes and suggested modifications. Responses were then coded using the refined code list.
More than 20% of the responses were reviewed by at least 2 authors to ensure consistency. Questions about codes
identified during coding were discussed and resolved by at least 2 authors.

The study was reviewed and approved by the UMass Chan Medical School and Boston Medical Center Institu-
tional Review Boards. Informed consent was provided by all participants.
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Results

After excluding respondents whose responses to the open-ended and close-ended items were discordant (n = 63),
1071 individuals provided a response to the “which way are you leaning” question and constitute the analytic
sample. Of these, 566 (53%) were women, 530 (49.5%) identified as White, 248 (23.2%) as Hispanic and 219
(20.5%) as Black. Most participants (n = 759; 70.9%) completed the survey online. Additional sociodemographic
characteristics, health system attitudes and experiences and factors respondents might depend on when making
decisions about their health are shown in Table 1. In response to the question “which way are you leaning?”, 703
(65.6%) respondents indicated they were leaning toward participating in the COVID-19 treatment clinical trial,
while 368 (34.4%) were leaning against. The priming question and varied physician messages had no impact on
respondent willingness to participate (Appendix 2).

On bivariate analysis (Table 1), sociodemographic factors that were significantly associated with leaning toward
participating included White race, college education or more, democrat or independent political affiliation and
being in good or very good health. Having greater trust in the healthcare system and being treated with respect
by doctors and nurses were associated with leaning toward participating. In making decisions about their health,
respondents who leaned toward participating were more likely to depend on advice from doctors or from certain
friends and family, numbers and statistics, what they see happening with friends and family and the news or social
media than respondents who leaned against participating. Respondents who leaned against participating tended to
be more likely to depend on their faith or religion in making decisions about their health, although this did not
achieve statistical significance.

Characteristics that were significantly associated with leaning toward participating on multivariable analyses
(Table 2) included having a college education or more (OR: 1.59; 95% CI: 1.11, 2.27), depending on a doctor’s
advice (OR: 1.77; 95% CI: 1.45, 2.17) or advice from certain friends or family (OR: 1.31; 95% CI: 1.11, 1.54)
to make decisions about one’s health and having higher trust in the healthcare system (OR: 1.32; 95% CI: 1.10,
1.58). Respondents who identify as Black (OR: 0.40; 95% CI: 0.24, 0.68), Hispanic (0.61; 95% CI: 0.38, 0.98),
of republican political affiliation (OR: 0.61; 95% CI: 0.38, 0.97) and with lower health literacy (OR: 0.57; 95%
CI: 0.36, 0.91) were significantly less likely to lean toward participating,.

The net impact of conditions that might increase or decrease willingness to participate is displayed in Figure 1.
A recommendation from one’s doctor had the greatest net impact on willingness to participate with 65% of
respondents becoming more willing and 11% becoming less willing, for a net impact of 54% more willing to
participate, overall. The impact of a doctor recommendation was greatest among those already leaning toward
participating, with a net impact of 78.4% in this group (difference between 81.4% who became more willing and
3% who became less willing), as compared with a net impact of 6.9% (difference between 33.3% who became
more willing and 26.4% who became less willing) among those leaning against participating. A study involving a
non-FDA approved medication had the greatest negative impact on willingness to participate with a net impact of
36.8% less willing to participate overall, compared with a net negative impact of 13% if a study is being conducted
by a drug company. These findings were most apparent among respondents leaning against participating.

Qualitative analyses (Table 3) revealed that the most common reason (n = 276; 48.1%) for leaning toward
participating was to help others (“I like to help others”). Some respondents framed this in terms of wanting to
contribute to society (“I think it would benefit society”), while others referred to the value of what would be learned
(“The information would be beneficial”) and still others referred to a desire to contribute to ending the COVID-19
pandemic (“I would like to help with what I have to fight COVID-19”). Some of these respondents expressed a
sense of duty to participate (“I think it is the right thing to do”) and others commented on the importance of
research (“Research is vital”). Nearly half (n = 230; 40.1%) of the respondents leaning toward participating viewed
participation as being potentially beneficial to themselves (“So I could get better”). Some responses in this category
suggested the possibility of therapeutic misconception (“I don’t think the doctor would suggest it if there was a
possibility that it did not help”). Many respondents (n = 212; 36.9%) leaning toward participating appeared to
weigh the risks and benefits of participation and judge the risks of the study to be low, while the risks of illness were
viewed as high (“It seems like an educated risk. A side effect of a UTT is better than not being able to breathe”).
Some took the fact that the study drug was already approved for treatment of other conditions as an indication
of its safety (“If the medicine is taken by other patients, then I assume it is safe for me to take”). A small number
(n =225 3.8%) explicitly acknowledged willingness to accept the risk inherent in participating in research (“Because
like everything else in life, you take a chance and see what happens”).
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Table 1. Respondent characteristics according to intent to participate in hypothetical COVID-19 treatment clinical

trial.

Characteristic Leaning toward Leaning against p-value
(n = 703) (n = 368)
Demographics
Survey language 0.18
English 677 (96.3) 348 (94.6)
Spanish 26 (3.7) 20 (5.4)
Age range, years 0.82
18-29 128 (18.2) 68 (18.5)
30-44 186 (26.5) 100 (27.3)
45-59 196 (27.9) 108 (29.4)
60+ 193 (27.5) 91 (24.8)
Gender 0.56
Man 323 (46.1) 178 (48.4)
Woman 377 (53.8) 189 (51.4)
Non-binary 1(0.14) 1(0.27)
Race/ethnicity <0.001
White, non-Hispanic 401 (57.0) 129 (35.1)
Asian 30 (4.3) 15 (4.1)
Black 114 (16.2) 105 (28.5)
Hispanic 139 (19.8) 109 (29.6)
Other 19 (2.7) 10 (2.7)
Education <0.001
High school or less 154 (22.0) 119 (32.3)
Some college 210 (30.0) 125 (34.0)
College or more 336 (48.0) 124 (33.7)
How often do you have someone help you read medical materials? 0.39
Never 376 (53.8) 192 (52.3)
Occasionally / sometimes 239 (34.2) 120 (32.7)
Often / always 84 (12.0) 55 (15.0)
Political affiliation <0.001
Democrat 263 (37.4) 106 (28.8)
Independent 257 (36.6) 118 (32.1)
Republican 98 (13.9) 55 (15.0)
Other/no affiliation 85 (12.1) 89 (24.2)
How often in the past 12 months would you say you were worried or stressed about having enough 0.57
money to pay for basic living expenses?
Never 199 (28.4) 89 (24.4)
Rarely 155 (22.1) 87 (23.8)
Sometimes 231 (33.0) 125 (34.3)
Frequently 116 (16.6) 64 (17.5)
In general, how would you rate your overall health? <0.001
Poor 6 (0.86) 15 (4.1)
Fair 94 (13.5) 44 (12.0)
Good 241 (34.5) 115 (31.4)
Very good 276 (39.5) 129 (35.3)
Excellent 82 (11.7) 63 (17.2)
In general, how would you rate your overall mental or emotional health? 0.74

Because of missing values, the number of observations in each characteristic category may not add up to the column’s total.
TResponse options were assigned values as follows: strongly disagree = 1; somewhat disagree = 2; somewhat agree = 3; strongly agree = 4.
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Table 1. Respondent characteristics according to intent to participate in hypothetical COVID-19 treatment clinical

trial (cont.).
Characteristic Leaning toward Leaning against p-value
(n =703) (n = 368)
Poor 29 (4.1) 15 (4.1)
Fair 116 (16.6) 58 (15.8)
Good 203 (29.0) 101 (27.5)
Very good 230 (32.9) 117 (31.8)
Excellent 122 (17.4) 77 (20.9)

Health system attitudes and experiences

How much do you trust the healthcare system to do what’s right for you? <0.001
Do not trust at all 20 (2.8) 32(8.7)
Trust a little 166 (23.6) 106 (28.8)
Trust somewhat 315 (44.8) 150 (40.8)
Trust a great deal 202 (28.7) 80 (21.7)

Doctors, nurses and others in the healthcare system usually treat me with respect. <0.001
Strongly disagree 13(1.9) 11 (3.0)
Somewhat disagree 26 (3.7) 37 (10.1)
Somewhat agree 294 (41.9) 147 (40.0)
Strongly agree 368 (52.5) 173 (47.0)

If you needed healthcare tomorrow, how confident are you that you could get it? 0.12
Not at all confident 23(3.3) 17 (4.6)
A little confident 62 (8.9) 45 (12.3)
Somewhat confident 201 (28.8) 112 (30.5)
Very confident 412 (59.0) 193 (52.6)

Factors respondents might “depend on in making decisions about health”t
| depend on my doctor’s advice, mean (SD) 3.39(0.67) 2.98 (0.90) <0.001
| depend on numbers and statistics, mean (SD) 3.00 (0.79) 2.70 (1.01) <0.001
| depend on my intuition or gut feelings, mean (SD) 2.91(0.84) 2.95 (0.91) 0.51
| depend on what | see happening with my friends and family, mean (SD) 2.67 (0.81) 2.46 (0.95) <0.001
| depend on advice from certain friends and/or family members, mean (SD) 2.60 (0.86) 2.24 (0.93) <0.001
| depend on my faith or religion, mean (SD) 2.02 (1.03) 2.14 (1.10) 0.09
| depend on the news or social media, mean (SD) 2.01(0.91) 1.83 (0.87) 0.001

Because of missing values, the number of observations in each characteristic category may not add up to the column’s total.
TResponse options were assigned values as follows: strongly disagree = 1; somewhat disagree = 2; somewhat agree = 3; strongly agree = 4.

Among respondents leaning against participating, the most common reason was a focus on the risks (“There’s
risk involved in the study”). In some cases, this related to underlying conditions that might increase the risk further
(“T am leaning this way because I am immunocompromised, and I fear unknown complications”). Approximately
one-quarter (n = 57; 24.8%) indicated discomfort with experimental treatments, including due to the inherent
uncertainty (“I don’t want to take chances on the unknown”). Additional reasons for leaning against participating
included not wanting to be a guinea pig (“I am not a lab rat, nor do I intend to be”) (n = 40; 17.4%); not trusting
doctors, the healthcare system, or science (“Sometimes the medication and the research, they are not trustworthy”)
(n = 26; 11.3%); and not thinking participation would be beneficial for themselves (“I am not convinced that the
new drug will improve my condition”) (n = 15; 6.5%). Respondents leaning against participating were more likely
to want more information (n = 35; 15.2%) than those leaning toward participating (n = 36; 6.3%). A small number
of respondents in both groups referred to being nervous or worried about participating; this was more common
among those leaning against participating (n = 8; 3.5% vs n = 8; 1.4%).

Discussion
Our findings provide critical insights into who is inclined toward and against participating in a hypothetical
COVID-19 treatment clinical trial and why. Consistent with other studies that have found disparities in research
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Table 2. Multivariable model predicting leaning toward. participating in hypothetical COVID-19

clinical treatment trial.

Characteristic Adjusted’ odds ratio
(95% CI)
Age range, years
18-29 REF
30-44 0.97 (0.62, 1.52)
45-59 0.83 (0.53, 1.32)
60+ 0.77 (0.48, 1.25)
Gender
Man REF
Woman 1.05 (0.78, 1.41)
Non-binary 0.19 (0.01, 3.28)

Race/ethnicity

White, non-Hispanic REF
Asian 0.52 (0.25, 1.07)
Black 0.40 (0.24, 0.68)
Hispanic 0.61 (0.38, 0.98)
Other 0.76 (0.32, 1.82)
Education
High school or less REF
Some college 1.14 (0.79, 1.65)
College or more 1.59 (1.11, 2.27)

How often do you have someone help you read medical materials?

Never REF

Occasionally / sometimes 0.95 (0.69, 1.30)

Often / always 0.57 (0.36, 0.91)
Depend on doctor’s advice to make decisions about health. 1.77 (1.45, 2.17)
Depend on advice from certain friends and/or family members to make decisions about health. 1.31(1.11, 1.54)
How much do you trust the healthcare system to do what's right for you? 1.32(1.10, 1.58)

Political affiliation

Democrat REF

Independent 0.75 (0.53, 1.07)
Republican 0.61(0.38, 0.97)
Other / No affiliation 0.50 (0.33, 0.77)

T Adjusted model includes Age, Race, Ethnicity, Gender, Education, Political affiliation, “Depend on doctor’s advice”, “Depend on certain friends and

family”, “Trust in the healthcare system”, “Have someone help read medical materials” and survey mode (online or phone).
REF: Indicates the referent category for each variable.

participation [9,10,17], we demonstrate that more vulnerable individuals- those who belong to a racial or ethnic
minority group, with lower educational attainment and lower health literacy- and those with lower levels of trust
in the healthcare system are less likely to be receptive to participating in a COVID-19 clinical trial than more
advantaged and more trusting individuals. Among those leaning toward participating, the most common reason was
to help others, highlighting the inherently prosocial nature of taking part in a clinical trial. It is well established that
prosocial behaviors are more common among those perceived to be in one’s “in-group” [25-27] and this is enhanced
by greater trust (28], while social exclusion decreases the likelihood of prosocial behavior [29]. Viewed through this
lens, it is not surprising that members of racial and ethnic minority groups who have experienced discrimination
and disparities in the healthcare system and those with lower levels of trust in the healthcare system would be less
inclined to participate in a clinical trial of uncertain benefit to themselves and their community. Thus, it may be
helpful to consider that diverse research participation may be a metric of an equitable and trustworthy healthcare
system as much or more than it may be a mechanism for achieving an equitable and trustworthy healthcare system.

Our findings underscore how much work is needed to achieve a healthcare system in the US that provides
confidence to all members of society that their participation in research will yield benefits to their community.
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Difference between those who became more willing (%) and
those who became less willing (%) for each condition

-60 -4I.0 -zlo ? 2|0 4|0 6|0 80 1?0
|

My doctor recommended that | take part

Thousands of people are already taking |
this medicine for other problems

Over 500 people had already taken part —

My friends or family members |
thought | should take part

If the study was being done by the NIH —
If the study was being done by a drug company —

If the medicine was not FDA approved —

[l Overall Leaning towards Leaning against

Figure 1. Differences between percentage of respondents who would be more willing and those who would be
less willing to participate in a hypothetical COVID-19 treatment clinical trial, according to specific study conditions.

Table 3. Respondents’ reasons for leanings toward. or against participating in a hypothetical

COVID-19 clinical treatment trial.

Theme n (%)
Leaning toward participating n =574
Participation might help others 276 (48.1)
Participation would potentially benefit self 230 (40.1)
Judge risks of participating to be low and/or risks of disease to be high 2121 (36.9)
Trust in doctor, healthcare system, or science 23 (4.0)
Recognize inherent risk in participating and willing to accept it 22 (3.8)
Would want more information before participating 36 (6.3)
Expressed fear or worry about the potential side effects, but still leaning toward participating 8(1.4)
Leaning against participating n =230
Weighed risks and judge risks of study to be high, focus on risk 90% (39.1)
Don‘t like untested experimental treatments, often related to inherent uncertainty 575 (24.8)
Don’t want to be a guinea pig 40 (17.4)
Reference to lack of trust in the doctor, healthcare system, and/or science 26 (11.3)
Don’t think participation will benefit self 15 (6.5)
Not enough information 35(15.2)
Fear or worry about the potential side effects deterred from participating 8(3.5)

Percentages add up to more than 100 because multiple codes may be applied to each response.
TDoes not include n = 1 “leaning against” respondent whose response referenced this theme.
£Does not include n = 6 “leaning toward” respondents whose response referenced this theme.
S$Does not include n = 2 “leaning toward” respondents whose response referenced this theme.

Long-term, the most meaningful way of achieving this is through elimination of disparities in health and healthcare.
In the short-term, emphasizing how research efforts may be of direct benefit to specific communities, sharing
research findings with the community (30], engaging members of marginalized communities in developing research
priorities and increasing the numbers of research professionals who are members of communities under-represented
in research are likely to be effective strategies, consistent with principles of community-engaged participatory
research [31,32). More work is needed to determine how to bring these principles of community engagement to
clinical trials that enroll participants across many sites across the country and are often conducted by pharmaceutical

10.57264/cer-2023-0181
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companies. Policies to require community advisory boards for clinical trials at the study or site level, similar to data
safety monitoring boards, are likely to be of value if executed thoughtfully [33].

Viewing participation as of potential benefit to oneself was the second most common reason for leaning toward
participating in our study. Although we did not directly measure therapeutic misconception, any expectation of
direct therapeutic benefit from a clinical trial could be viewed as evidence of therapeutic misconception, or lack of
understanding the distinction between clinical care and research [34). That this was cited as a reason for participating
by 4 in 10 of those leaning toward participating highlights the need to guard against therapeutic misconception
when recruiting participants to clinical trials. This finding is consistent with a prior study which found therapeutic
misconception to some degree in 62% of 44 clinical trials [35]. Strategies are needed to decrease therapeutic
misconception and increase participant understanding of research participation. One promising study premised on
the fact that researchers and patients have fundamentally misaligned primary cognitive frames showed that scientific
reframing via a brief educational intervention significantly reduced therapeutic misconception scores without
negatively influencing willingness to participate in research [36]. Concerted efforts are needed to systematically
incorporate and build on this approach as enrolling participants in clinical trials who expect personal benefit from
participation is not only unethical, but is likely to 7ncrease mistrust of medical research, making it more difficult to
enroll diverse participants.

Our study indicates that whether one leans toward or against participating may also reflect individual differences
in how one views the balance of potential risks, benefits and acceptance of uncertainty. These factors are likely
hard to change and may therefore not be a reasonable target for encouraging increased participation in research.
In fact, in examining factors that might reasonably be expected to make one more willing to participate (doctor
recommended it, thousands already taking the medication, family and friends thought you should), we found these
were most influential among those already leaning toward participating. Conversely, factors that might reasonably
be expected to make one less willing to participate (medication not FDA-approved, study being done by a drug
company) were more influential among those already leaning against participating. These findings are consistent
with confirmation bias [37] and suggest that someone already inclined not to participate because they are concerned
about risk may subconsciously ignore, misinterpret, or reject information demonstrating overall safety. Therefore,
efforts to convince them of safety are unlikely to be of value.

Our study has several strengths, including the large sample size and oversampling of Black and Hispanic
participants. At the same time, the findings of our study should be viewed considering several limitations. We used
a vignette-based study design to assess likelihood of participating in a COVID-19 clinical trial. It is possible that
owing to the hypothetical nature of this vignette, participants responses on the survey may not have paralleled their
response in real life. In addition, we provided limited information about the potential trial to participants. Different
or additional information might have affected participants’ responses. For example, vulnerable populations and
particularly those with lower education and/or health literacy may require more details when evaluating whether to
participate in a research study so this may have artifactually reduced the intended participation of these respondents.
The benefits of this study design are that it allowed us to explore reasons for intent to participate or not, and to
examine which factors would have made participants more or less willing to participate. Our study does not provide
information on whether these factors would differ for a trial testing a treatment for a medical condition other
than COVID-19 or for a chronic versus an acute condition. Because our sample was restricted to Massachusetts
(MA, USA) residents, the results may not be generalizable to the US population and we were unable to assess for
differences in likelihood to participate and reasons by geographic location. Lastly, the recruitment approach does
not allow us to determine a response rate.

Conclusion

We found that more vulnerable individuals (racial /ethnic minorities, those with lower educational attainment and
lower health literacy) and those with less trust in the healthcare system are less likely to participate in a COVID-
19 clinical trial. This finding combined with evidence highlighting the challenge of therapeutic misconception
raises questions about unintended risks associated with efforts focused solely on increasing diversity in research.
Although ensuring diverse participation in clinical trials has been promoted as a means of increasing equity in
healthcare, and may in fact contribute to achieving this goal, it is also important to consider that this is asking
more vulnerable individuals in society to take on risk that may not benefit them directly. First and foremost, this
indicates the importance of incorporating strategies in the informed consent process to reduce the possibility of
therapeutic misconception and ensure that participants are truly fully informed. Second, it highlights the need
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to ensure that the benefits of the knowledge gained through research accrue to the population(s) affected by the
disease equitably. This is most likely to be achieved through community-engaged participatory research in which
community members are engaged in all stages of research.

Summary points

e Marked racial and ethnic disparities in both outcomes and treatments for COVID-19 have been documented.

e Understanding public attitudes toward participating in COVID-19 clinical trials and differences according to
race/ethnicity are important to ensure equitable representation in future COVID-19 clinical trials.

e This survey was administered to a sample of adult English or Spanish speaking Massachusetts (MA, USA) residents
between October and November 2021.

e Respondents were asked to imagine they were hospitalized with COVID-19 and invited to participate in a
hypothetical COVID-19 clinical treatment trial, followed by the questions: “Based on the information you have so
far, which way are you leaning right now”, and why.

e Factors associated with being more likely to participate included having a college education or more, depending
on a doctor’s advice or advice from certain family or friends to make health decisions and having higher trust in
the healthcare system.

e Identifying as Black, Hispanic, or republican and having lower health literacy were associated with being less
likely to lean toward participating.

e More vulnerable individuals and those with less trust in the healthcare system are less likely to be receptive to
participating in a COVID-19 clinical trial than more advantaged and trusting individuals.

e Work is needed to achieve a healthcare system that provides confidence to historically disadvantaged groups that
participation in research will yield benefits to their communities.
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