
1982 trials identified through search

1125  interventional clinical trials

1101  active interventional clinical trials

674  active interventional COVID-19 clinical trials

857 excluded trials
       834 observational
         18 expanded access
           4 non-COVID
           1 basic science

24 excluded non-active trials
     12 withdrawn
       9 suspended
       3 terminated

427 excluded trials
       344 phase not available
       64 phase 4
       19 early phase 1

206 active clinical
trials with an upper

age exclusion
criterion

468 active clinical
trials with no upper

age exclusion
criterion

FIGURE. Flowchart of screening, eligibility, and inclusion of coronavirus disease 2019
(COVID-19) clinical trials.
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Exclusion of Older
Adults in COVID-19
Clinical Trials
To the Editor: The coronavirus dis-
ease 2019 (COVID-19) pandemic
has resulted in the infection of mil-
lions around the world.1,2 The ma-
jority of COVID-19 hospitalizations
and related deaths have been re-
ported in older patients.1,2 As such,
it is crucial for COVID-19erelated
trials to enroll representative pa-
tients, and to be inclusive of older
patients to generate valid and gener-
alizable results. Here, we analyze the
age inclusion/exclusion criteria of
current COVID-19 trials, and the
enrolled participants’ ages among re-
ported trials. We performed a data
query of the ClinicalTrials.gov regis-
try for trials regarding COVID-19
on June 8, 2020 (Figure).3 We iden-
tified trials with an upper age exclu-
sion criterion. We also identified
trials with reported results, and
analyzed the age of included patients.

We identified 674 COVID-19
interventional trials; 206 trials
2293
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(30.6%) had an upper age exclusion
criterion. The median upper age
exclusion was 75 years (interquar-
tile range [IQR], 65 to 85 years).
Thirteen trials (1.9%) had reported
results, enrolling a total of 9014 pa-
tients. Three of 13 (23.1%) reported
trials had an upper age exclusion
criterion in their protocol (median
exclusion age: 65 years). The me-
dian age of enrolled patients across
all reported studies was 58 years
(IQR, 38 to 63 years). The median
age was 51 years (IQR, 39 to 62
years) among experimental arms
(13 studies), and 59 years (IQR, 40
to 65 years) among control arms
(seven studies). Lastly, three trials
assessed a preventive intervention
and had a patient median age of 36
years; the other 10 trials assessed
therapeutic interventions and had a
median age of 60 years.

Among identified COVID-19 tri-
als, more than 30% include an upper
age limit for patient inclusion. The
exclusion of older patients from
clinical trials is sometimes justified
because of concerns of polyphar-
macy, comorbidities, consent limita-
tions, and more, in order to preserve
patient safety. Nevertheless, recent
epidemiologic data on COVID-19
have shown that COVID-19 hospi-
talization is more common among
older patients, especially patients
older than 65 years.2 Not only may
exclusionary eligibility criteria hind-
er efficient accrual of trials, but also
exclusion of older patients from
clinical trials dramatically increases
the risk of nonrepresentative trial
populations compared with real-
world counterparts. Coronavirus
disease 2019 mortality rates seem
to be particularly high among old
patients, with approximately 70%
of COVID-related deaths occurring
in patients older than 70 years.4

This age-related disproportionate
mortality of COVID-19 highlights
2294
the imperative of trials to be inclu-
sive of older patients. In excluding
older patients, COVID-19 trials
might generate results with ques-
tionable applicability to those with
the greatest need. Among trials
with reported results, the median
age of enrolled patients was younger
than 60 years, despite only a minor-
ity of reported trials using age-
restrictive eligibility criteria. The
accrual of younger patients to
COVID-19 trials, irrespective of
age-restrictive enrollment criteria,
limits the generalizability of results,
particularly among an emerging dis-
ease with disproportionate
morbidity and mortality among
older patients.1,2

Given the ongoing efforts to
rapidly complete trials, our data un-
derscore an opportunity for course-
correction as COVID-19 trials
continue to accrue. In addition to
removing restrictive eligibility
criteria, trialists should consider tri-
als specifically designed for older pa-
tients, specification of anticipated
age distribution for accrued patients
a priori, and standardizing screening
procedures to better capture older
patients who may not otherwise be
considered for trials.5 We urge tria-
lists to be inclusive of older patients
in order to generate clinically rele-
vant evidence.
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Pharmacotherapies for
Alcohol Use Disorder:
Over Both Sides of the
Atlantic Ocean
To the Editor: Claiming “promise
off-label for treating alcohol use dis-
order” in a review about “evidenced-
based pharmacologic treatment” is
an oxymoron, as illustrated by 2 ex-
amples that were not critically
appraised in the review.1

First, nalmefene is not approved
in the United States. The European
Medicines Agency granted approval
on a retrospective subgroup analysis
of 2 randomized controlled 6-month
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