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2020: The Toll of COVID-19



Global Pandemic
• Global cases:  119,207,662 
• Global deaths: 2,641,907
• Healthcare Workers:  ~7000 

https://coronavirus.jhu.edu/map.htmllobally

https://coronavirus.jhu.edu/map.htmllobally


CURRENT ESTIMATES OF CLINICIAN DEATHS

https://www.theguardian.com/us-news/ng-interactive/2020/aug/11/lost-on-the-frontline-covid-19-coronavirus-us-healthcare-workers-deaths-database

https://www.theguardian.com/us-news/ng-interactive/2020/aug/11/lost-on-the-frontline-covid-19-coronavirus-us-healthcare-workers-deaths-database


Headlines
• Fauci: Vaccinations Are Increasing in a 'Glimmer of 

Hope'
• 2021 Begins with Expanded Coronavirus 

Restrictions — and Glimmers of Hope
• Covid-19 vaccine is a source of hope for health 

care workers. But it comes too late for hundreds of 
them
• Light at the end of the tunnel’: America’s nurses 

share their hope and relief over COVID-19 vaccine 
rollout
• ‘A Shot of Hope’: What the Vaccine Is Like for 

Frontline Doctors and Nurses



Does Research 
Provide Hope?
• 30,000 Volunteers for 

Moderna COVID-19 trial
• 44,000 Volunteers for 

Pfizer COVID-19 trial



Why Does or Doesn’t the 
Public Participate in 
Research?

https://www.uth.edu/news/story.htm?id=d8828fdc-b5b1-4f0e-9641-0091e1ebd88c

We thank all those who participate in 
research to advance scientific knowledge 
of diseases, especially those who most 
recently participated in the COVID-19 
vaccine trials. 

https://www.uth.edu/news/story.htm%3Fid=d8828fdc-b5b1-4f0e-9641-0091e1ebd88c


Delays

https://www.cognizant.com/whitepapers/patients-
recruitment-forecast-in-clinical-trials-codex1382.pdf

“Roughly 80% of clinical trials 
fail to meet enrollment 

timelines”

“Approximately one-third 
(30%) of phase III study 
terminations are due to 
enrollment difficulties.”



Diversity in Clinical Trials

https://www.statnews.com/2020/08/14/covid-19-clinical-trials-are-are-failing-to-enroll-diverse-
populations-despite-awareness-efforts/



https://www.cdc.gov/coronavirus/2019-ncov/covid-data/investigations-discovery/hospitalization-death-by-race-ethnicity.html

https://www.cdc.gov/coronavirus/2019-ncov/covid-data/investigations-discovery/hospitalization-death-by-race-ethnicity.html


https://www.kff.org/racial-equity-and-health-policy/issue-brief/racial-diversity-within-covid-19-vaccine-clinical-trials-key-questions-and-answers/

https://www.kff.org/racial-equity-and-health-policy/issue-brief/racial-diversity-within-covid-19-vaccine-clinical-trials-key-questions-and-answers/


Diversity in 
Clinical Trials

According to a Pew Research Center survey 
released in September, only 32% of Black adults 
said they would definitely or probably get a COVID-
19 vaccine, compared with 52% of white adults, 
56% of Hispanics and 72% of Asian Americans.

https://www.pewresearch.org/science/2020/09/17/u-s-public-now-divided-over-whether-to-get-covid-19-vaccine/

https://www.pewresearch.org/science/2020/09/17/u-s-public-now-divided-over-whether-to-get-covid-19-vaccine/


VACCINE  
HESITANCY  

AMONG RNs
ANA Survey of >13,000 Nurses 

(October 2020)

• https://www.nursingworld.org/news/news-
releases/2020/new-survey-of-13k-u.s.-nurses-
findings-indicate-urgent-need-to-educate-
nurses-about-covid-19-vaccines/



How Does This Headline Affect Research 
Participants and Participation?



What Would You Want 
to Know, and Would 
You Participate?



“Although ordinary citizens are at 
times included in research ethics 
deliberations, they play a minor role. 
Most surprising---and disturbing---is 
the omission of people who know 
what it is like to be a research subject. 
Few people with direct experience as 
subjects have been involved in the 
creation and application of rules and 
guidelines for human subject research. 
Their exclusion has deprived the 
oversight system of morally relevant 
information.”



Research 
Study

• Sequential explanatory mixed-methods 
design
• Contacted 595 patients with 498 (83.7%) 

consenting. Of these 335 returned the 
survey; after adjusting  for patients who 
died, response rate of 79%.
• Conducted 45 follow-up qualitative 

interviews
• Conducted 20 qualitative interviews with 

those who withdrew from their trials
• Conducted 20 qualitative interviews with 

caregivers

Ulrich, et al. Retention in Cancer Clinical Trials: Modeling Patients’ Risk-Benefit Assessments (R01CA196131)



A Diagnosis 
of Cancer

• In 2020, more than 1.8 million Americans were 
expected to be diagnosed with cancer and 
>600,000 to die from the disease. 
• About a third of cancers are diagnosed at late 

stage.
• Patients and their families immediately must 

make difficult decisions related to their care with 
multiple options:
• Surgery
• Chemotherapy
• Radiation
• Clinical Trials
• Palliative Care
• Hospice

American Cancer Society. (2020). Cancer facts and figures. Retrieved from https://www.cancer.org/content/dam/cancer-org/research/cancer-facts-
and-statistics/annual-cancer-facts-and-figures/2020/cancer-facts-and-figures-2020.pdf

https://www.cancer.org/content/dam/cancer-org/research/cancer-facts-and-statistics/annual-cancer-facts-and-figures/2020/cancer-facts-and-figures-2020.pdf


Cancer 
Clinical 
Trials (CCT)

• Essential to advance scientific knowledge, 
reduce disease burden, generalize 
knowledge, and to some extent, provide 
patients and their families with options 
(treatments) that might not otherwise be 
available to them.
• Currently, more than 120,000 CTs are 

registered in the U.S. alone
(https://www.clinicaltrials.gov/ct2/resources/trends)

§ ~19,248 currently recruiting as of February 
23rd, 2021 [NIH].  

• Estimates indicate that ~5% of adults 
participate in CCTs (and minorities less so).
• Various reasons for lack of participation in 

CCT. 



Fears

• Fear of forgoing standard of care
• Fear of being used (means to an end) 

without benefit
• Historical abuses of research participants 

(e.g., Tuskegee Syphilis Study)
• Death of a research participant (e.g., Jesse 

Gelsinger)
• Fear of potential side effects
• Fear of receiving the placebo
• Fear of information

As one of our study participants told us: “of course when you first get this diagnosis, 
sometimes the first thing a lot of people do, is you go to Dr. Google and I did, and it is 
extremely depressing”.



“Everybody thinks don’t use me 
as your guinea pig; use somebody 
else, and nobody participates.”

• https://www.nytimes.com/1999/01/05/science/patient-or-guinea-pig-dilemma-of-clinical-trials.html
• https://www.smithsonianmag.com/science-nature/history-lab-rat-scientific-triumphs-ethical-quandaries-180971533/

https://www.nytimes.com/1999/01/05/science/patient-or-guinea-pig-dilemma-of-clinical-trials.html
https://www.smithsonianmag.com/science-nature/history-lab-rat-scientific-triumphs-ethical-quandaries-180971533/


“Although intellectually I 
understand the importance of 
blind trials, I have found now that I 
am actually participating in one, 
that I am experiencing more 
anxiety than I had expected in 
trying to accept the uncertainty as 
to whether I actually received the 
vaccine or placebo. 

On the one hand, there is relief 
that I might be spared possible 
side effects but at the same time 
disappointment that I might not 
have received something that 
could be of benefit. For me, not 
knowing is difficult and might keep 
me from participating in any 
future research.”

Ulrich, et al. Retention in Cancer Clinical Trials: Modeling Patients’ 
Risk-Benefit Assessments (R01CA196131)



Informed 
Consent: 
What Do We 
Want People 
to Know?

Informed consent is an 
ethical, regulatory, and 
legal requirement that 
affords an individual 
the opportunity to 
express their 
autonomous 
authorization of an 
activity (e.g., healthcare 
treatment, research)

“The practice of 
informed consent 
varies by context, and 
the reality often falls 
short of the theoretical 
ideal.” 

Grady, C. Enduring and emerging challenges of informed consent. NEJM, 2015; 372:855-862. 
Faden, R., & Beauchamp, T. A history and theory of informed consent. Oxford University Press, 1986.



Component
s of 

Informed 
Consent

Informed consent is necessary but not sufficient for 
the ethical conduct of research with patient-
participants; other elements may be perceived to be 
more important to patient-participants than the 
actual consent document.

Disclosure

Understanding

Voluntariness

Capacity to 
make 

decisions

Authorization



Informed Consent

Tam, et al.. Bull World Health Organ, 2015; 93(3):186-98H. doi: 10.2471/BLT.14.141390. 



Is Informed Consent in the Decision to 
Enroll in Research Helpful?

How carefully did you read the informed consent?

Less than very carefully 148 (44.8%)

Very carefully 182 (55.2%)

11.6%

30.8%
57.6%

How Helpful?

Not->Slightly Moderately Very

How much of the written informed consent did you 
read?

None or Some 58   (17.6%)

Most 182 (19.4%)

All 208 (63.0%)

Ulrich, et al. Retention in Cancer Clinical Trials: Modeling Patients’ Risk-Benefit Assessments (R01CA196131)



Seriously Ill Population

• Trusted my physician to know what was 
best for me or most beneficial.
§ Agree: 85.6%
§ Neutral: 12.2%
§ Disagree: 2.2%

• Trusted my physician to know what 
degree of risk(s) were acceptable to me.
§ Agree: 81.9%
§ Neutral: 15.3%
§ Disagree: 2.8%

17.0%

49.2%

33.8%

Understanding of Treatment Options

No options Few to limited
Modest to multiple

Ulrich, et al. Retention in Cancer Clinical Trials: Modeling Patients’ Risk-Benefit Assessments (R01CA196131) 



How Sure of 
Joining Trial 
Before 
Coming to 
the Clinic

28.4%

40.4%

31.1%

How Sure of Joining

Not heard Not or fairly sure Very sure

• Ulrich, et al. Retention in Cancer Clinical Trials: Modeling Patients’ Risk-Benefit Assessments (R01CA196131) 



“When we are ill or injured, we often 
lack the skills or energy for demanding 
cognitive tasks. Our highest priority is to 
get help from others and in particular 
from others with relevant skills and 
knowledge.”

“Patient autonomy can be a challenging 
business. Even the most educated and 
savvy patients facing serious medical 
decisions may not be very good at 
applying their values and preferences to 
this new kind of choice.”
Dresser, R. (2012).  Malignant: Medical Ethicists Confront Cancer. Oxford University Press.



The Benefits 
and Risks of 

Research 
Participation

“The assessment of risks and benefits requires a 
careful arrayal of relevant data, including, in some 
cases, alternative ways of obtaining the benefits 
sought in the research. Thus, the assessment 
presents both an opportunity and a responsibility 
to gather systematic and comprehensive 
information about proposed research. For the 
investigator, it is a means to examine whether the 
proposed research is properly designed. For a 
review committee, it is a method for determining 
whether the risks that will be presented to 
subjects are justified. For prospective subjects, the 
assessment will assist the determination whether 
or not to participate.”

https://www.hhs.gov/ohrp/regulations-and-policy/belmont-
report/read-the-belmont-report/index.html#xassess

https://www.hhs.gov/ohrp/regulations-and-policy/belmont-report/read-the-belmont-report/index.html


Risk-Benefit Assessment

8.7%

18.3%

73.1%

Benefits High - Willing to Take Any Risk

Disagree Neither Agree

31.6%

27.8%

38.7%

Risks High but Willing To Accept Them

Disagree Neither Agree

Ulrich, et al. Retention in Cancer Clinical Trials: Modeling Patients’ Risk-Benefit Assessments (R01CA196131) 
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Access to drugs not available otherwise 

I am able to extend my life

Providing a valuable contribution

Might help future patients

I am hoping for a cure 

Top Benefits

Ulrich, et al. Retention in Cancer Clinical Trials: Modeling Patients’ Risk-Benefit Assessments (R01CA196131) 



Other Benefits

• It is a way to actively treat my cancer
• My cancer is watched more closely
• It may reduce my future cancer risk
• It gives me a sense of hope
• It may help my children or other family in the future
• I trust my researcher knows what is best
• It does not interfere with other responsibilities

Higher Benefit = Less Likely to Drop Out of Trial



Quotes on God, Faith, 
Spirituality, and Miracles

• “Because I knew he couldn’t continue on it, and yet I was so fearful 
of what it could mean not being on it, and yet at the same time, I 
know that…you know, its not (the patient) and I driving the…I 
mean…how do I want to say it? God is always with us. And…and my 
understanding of who God is, and it’s not that God makes this 
happen or he gave (the patient) this disease or anything like that. 
It’s just within the whole realm of God walks with us through the 
good and the bad. And so there…I drew a lot of comfort knowing, 
okay, so whatever happens, you know, it will happen. I won’t…you 
know, we’ll deal with it.”

• “My husband puts a lot of faith in his doctors and God.”

• “I understand it’s pretty severe. The doctors consider it to be 
incurable and that they can treat it with medications but that will 
ultimately, at some point, stop working. I also understand that, but 
I understand that we’ve been waiting for a miracle from God. 
We’re not counting things out.”

Ulrich, et al. Retention in Cancer Clinical Trials: Modeling Patients’ Risk-Benefit Assessments (R01CA196131) 
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Uncertain if research is helping me

Experienced bothersome side effects

Rearranged life to participate

It might not benefit me

Disappointed to receive placebo

5 Top Burdens

Ulrich, et al. Retention in Cancer Clinical Trials: Modeling Patients’ Risk-Benefit Assessments (R01CA196131) 



Other Burdens

•Makes me worry family members are at risk for cancer
• It is costing me money out of pocket
•Made me realize the seriousness of my cancer
• It has added stress to managing my cancer
• Unknown side effects
• I am not learning more about my cancer

Higher Burden = More Likely to Drop Out of Trial
36



Symptom Distress
• 25.2% reported experiencing 

moderate to overwhelming pain 
during their research participation
• 77.1% reported moderate to 

overwhelming symptoms including 
fatigue, nausea, coughing, 
diarrhea, constipation or 
nosebleeds
• 56.2% rated their fatigue as 5 or 

higher on the VAS
• 21.2% rated nausea as 5 or higher

Ulrich, et al. Retention in Cancer Clinical Trials: Modeling Patients’ 

Risk-Benefit Assessments (R01CA196131) 

14.1%

85.9%

No Symptom At Least One Symptom



How Important is the Research Team?

19.1%
Prior to formal 

discussion

47.3% 
During the 
discussion

33.5% 
Following the 

discussion

2.1%

57.9%

32.7%

7.3% Informed
consent
Talking to the
research staff
Both

Neither

When Did You Decide to Participate?
Which Had a Greater Influence 

on your Decision?

• Ulrich, et al. Retention in Cancer Clinical Trials: Modeling Patients’ Risk-Benefit Assessments (R01CA196131) 



Therapeutic Misunderstanding

Misconception: 
Conflating research 

with treatment

Misestimation: Over 
or underestimate the 
benefits and over or 
underestimate the 

risks

Optimism: Unduly 
hopeful or 

excessively optimistic 
about one’s 
outcomes

We worry about Therapeutic Misunderstanding in Clinical Research 

• Horng S, Grady C. Misunderstanding in clinical research: distinguishing therapeutic misconception, therapeutic misestimation, and therapeutic optimism. IRB. 2003 Jan-Feb;25(1):11-6. 
• Lidz CW, Appelbaum PS. The therapeutic misconception: problems and solutions. Med Care. 2002 Sep;40(9 Suppl):V55-63. 



“Enthusiastic 
Optimists” 

In similar ways that symptoms are clustered and affect 
patient outcomes, we found that the comforting 
characteristics of hope, optimism, and presence of spiritual 
beliefs also represent a cluster of characteristics that may 
contribute to overall well-being and coping with one’s 
disease.

What is it about spiritual beliefs and other virtue-based 
characteristics that aid patients to endure suffering in the 
hopes of a cure?

Ulrich, et al. Retention in Cancer Clinical Trials: Modeling Patients’ Risk-Benefit Assessments (R01CA196131) 

Highly spiritual Highly optimistic Highly trusting

More likely to 
perceive the 

benefits outweigh 
the burdens

More likely to have 
a therapeutic 

misconception

Used a mixture of 
emotions to make 

decisions

Wanted to be 
involved in decision-

making



Withdrawing from Trial

• Patients with a higher burden score were more likely to withdraw (p=0.014)

• Patients who were more bothered by symptoms were more likely to withdraw (p<0.001)

• Patients with a high symptom burden score were more likely to withdraw than those with a low 
symptom burden score (p=0.019)

• Patients who didn’t think the risks seemed reasonable were more likely to withdraw than those who 
agreed the risks seemed reasonable (p=0.005)

• Patients with a larger difference between benefit and burden scores were less likely to withdraw 
(p=0.004)

• Patients with a higher RN communication score were less likely to withdraw than those with a lower 
score (p=0.009)

• Patients with a high RN communication verifying subscale score were less likely to withdraw than those 
with a low score (p=0.043)

Ulrich, et al. Retention in Cancer Clinical Trials: Modeling Patients’ Risk-Benefit Assessments (R01CA196131)



Physician 
Communication

• Patients with a higher physician communication 
score had a lower odds of having thought about 
dropping out (p=0.013) 

• Patients with a higher physician communication 
relational subscale had lower odds of having 
(p=0.007) 

• Patients with a higher physician communication 
information seeking subscale had lower odds of 
having thought about dropping out (p=0.023) 

Ulrich, et al. Retention in Cancer Clinical Trials: Modeling Patients’ Risk-Benefit Assessments (R01CA196131)



A Team Approach

• Interdisciplinary integrity is essential to research participation and we 
define it as a commitment on the part of the clinical and research 
teams to provide honest and clear information about the benefits and 
burdens of clinical trials in an atmosphere that respects the rights of 
human participants as active partners in decision-making. 

• These interdisciplinary partnerships include building trusting 
relationships reflective of caring attitudes, competence and factual 
knowledge of research and its effects.
• Ulrich & Wallen (2011). Does Research Integrity Start and End with the Primary Investigator?: Making a Case for Interdisciplinary 

Integrity



Emerging 
Issues

• ~24% of participants had concerns about 
remaining in the trial.
• Most of the focus on post-trial clinical care has 

been on providing participants with access to any 
benefits that result from the trial, as affirmed in 
the Declaration of Helsinki. 
• Are there a broader set of post-trial responsibilities 

that we need to discuss with participants and their 
families?
§ Advance care planning and end-of-life
§ Community needs-medical resources
§ Access to other trials

What Do We Owe Participants Post-Trial? 



Advance Directives in CCTs

58.0%

42.0%

Do You Have an AD?

Yes No-Unknown

• 39% and 34.2% of those who are 
Stage IV and Stage III do not have an 
AD. 
• Of those who indicate they have no-

few other options, 43.8% have no AD.
• Of those who indicate they have no 

other options, 46.3% have no AD.
• Having an AD increased with age 

(p<.001).

Ulrich, et al. Retention in Cancer Clinical Trials: Modeling Patients' Risk Benefit Assessments (R01CA196131)



Communication

• 27.6% of our participants felt that the 
research staff did not explain the trial very 
well
§ Can we allay misinformation and 

misunderstandings? 
§ What type of communication skills are needed?
§ What is the role of care partners?  

Empathy Focus Attention

Dr. Chris Pernell, Strategic Integration and Health Equity Officer
University Hospital, Newark, New Jersey
Ulrich, et al. Retention in Cancer Clinical Trials: Modeling Patients' Risk Benefit Assessments 
(R01CA196131)



Informal 
Caregivers

• At some point in our lives, 
many of us will become 
informal caregivers.

• More than 1 in 6 Americans 
working full-time or part-time 
report assisting with the care 
of an elderly or disabled 
family member, relative, or 
friend. 

• Caregivers are essential to the 
lives of those who are ill and 
require treatment as well as 
those participate in research 
trials, but they too suffer 
[physically, psychological, 
spiritually, financially].

https://www.caregiver.org/caregiver-statistics-work-and-caregiving



What Do We Do With 
Informed Consent? 

• Enhanced consent documents? 
• Use of social media?
• More time to explain information?
• Focus on other elements of informed consent beyond understanding? 
• Focus on presentation of information (reframing, storytelling 

approaches)?
• Public education on clinical research?



Learning Health 
Systems



The Value of 
Research 

Participants

“Subjects are the only people who 
know what it is like to confront 
complicated consent forms and 
discussions and make important 
personal decisions based on them.  
Subjects are the only people to bear 
the actual burdens and 
inconveniences of study participation, 
and to juggle the responsibilities of 
participation with the demands of 
everyday life.” 

―Rebecca Dresser, 2016
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Q&A Session
? ?

?


