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Makeshift intensive-care units were set up to deal with the influx of people with COVID-19.

THE COVID PANDEMIC’S
LINGERING IMPACT
ONCLINICALTRIALS

The pandemic could continue to affect
studies focused on other diseases.

By Heidi Ledford
ll t’s like time stopped,” says Emilia
Bagiella, a clinical-trial statistician
at the Icahn School of Medicine at
Mount Sinai in New York City.

When Bagiellaleft work one dayin
earlyMarch 2020, she hadn’t fully grasped how
longit would be until she came back. “See you
inacouple of weeks, whenthisis over,” she told
her co-workers. But even though the reality of
the pandemic had not totally hit her, athought
crossed her mind: “What’s going to happento
all of these clinical trials?”

For the next year, says Bagiella, it felt as if
the clock had stopped ticking for some clin-
ical trials, even as researchers, patients and
funders fought to keep studies on track. Now
that vaccines have sent the crisis phase of the
pandemic into remission in some countries,
researchers such as Bagiella are returning to
their workplaces, finding out whatimpact the
delays of the past year have had, and wonder-
ing whatlastinglessons willbe drawn fromthe
pandemic.

“COVID-19 taught us that there’salot more
flexibility in the clinical-trials system than we
realized,” says Meg Mooney, associate direc-
tor of the Cancer Therapy Evaluation Program

at the US National Cancer Institute (NCI) in
Bethesda, Maryland. “But whenyoulose time,
you lose time. It’s going to delay results.”

Enrolment paused

For many regionsin the United States, the big-
gest blows to clinical research came between
March and May 2020. Trial enrolment plum-
meted at many medical centres as prospec-
tive participants shied away from risky trips
to hospital, and research staff were either fur-
loughed or co-opted to aid hospitals’ COVID-19
treatment efforts. Some trials were deemed
too dangerous to continue. Bagiella recalls
the decision to pause a heart-transplant trial:
transplants, and the treatments for suppressing
theimmune system that often come with them,
were especially risky during a pandemic. She
adds that “operating rooms around the country
becameintensive-care units”, sotrialsinvolving
elective heart surgery were disrupted.
Researchers worked hard to keep open
trials that were deemed “life-saving”, Bagiella
says, particularly cancer-treatment studies.
Even so, enrolment in clinical trials run by
the SWOG Cancer Research Network, a large
clinical-trials programme funded by the NCI,
dropped by about half between March and
May 2020. Small, early clinical trials — which
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often focus on establishing the safety of a
new medicine — were more likely to pause
enrolmentthanwere larger trials designed to
demonstrate how well atherapy works against
disease, Mooney found when analysing data
from two large NCI study networks.

The pandemic also took a bite out of new
study launches: one analysis, which examined
morethan 62,000 trials thatstarted beforeand
during the pandemic, found that the number
of studies initiated in the United States from
February to May last year was only 57% of what
would have been expected had the pandemic
not occurred (J. M. Unger and H. Xiao Trials
22,260;2021). Theimpact outside the United
States was smaller, with 77% of the expected
number of new studies launching.

Flexible arrangements

Funders and the US Food and Drug Adminis-
tration responded with a series of guidelines
onhow clinical trials could be altered to allow
them to continue during the public-health
emergency. Investigators were allowed to
deliver some experimental medicines to par-
ticipants” homes, and participants could use
online platforms to consent to taking partin
aclinical trial. Investigators lengthened the
time between doctors’ visits for some study
participants and performed more of those
visits remotely. And participants were some-
times allowed to visit their local doctor for
basic procedures and assessments, rather
than travelling to a central study site.

Charles Blanke, an oncologist at Oregon
Health & Science University in Portland,
credits those policies with getting SWOG'’s
enrolmentback up tonear-normallevels, and
keepingit there even during the country’s big-
gest COVID-19 surge, in early 2021. “We truly
believe this made a gigantic difference,” says
Blanke. “And we and our patients are desperate
tokeepitinplace.”

But thatadded flexibility could have come at
acost. Longerintervals between assessments
might mean fewer data for each participant.
And some studies will have to make do with-
out medical images that they were unable to
collect during coronavirus surges.

If regulators and funders are to consider
making this flexibility permanent, researchers
will probably need to show that the quality of
clinical studies has not fallen as a result. “It’s
goingto be something that’s quite difficult to
quantify,” says Daniel Tan, an oncologist at the
National Cancer Centre Singapore, who notes
that the waves of lockdowns and reopenings
atvarying times in different countries could
complicate the analysis of international trials.

Studiesto assess theimpact of the pandemic
onthe quality of trial data are now under way.
Joseph Unger, a health-services researcher
and biostatistician at the Fred Hutchinson
Cancer Research Center in Seattle, Washing-
ton, has been collecting questionnaires from
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clinical-trial participants for years, to assess
whether participant-reported outcomes vary
ifthey arereported over the phonerather than
inperson. He hopes to use thatinformation to
gauge the effect of the remote assessments
that have frequently been used during the
pandemic.

Unger says that SWOG is also looking at
metrics for treatment trials, and at whether
the data quality has dropped off. “If not, then
Idothink thatyou're goingtoseealotofthese
adaptations become permanent,” he says.

Lasting changes

Some research centres say that the urgency
of the pandemic forced them to accelerate
their procedures in ways that will carry over
to future trials, regardless of whether changes
to official guidelines stay in place. Katherine
Tuttle,anephrologist and executive director for
research at Providence Health Carein Spokane,
Washington, points out that her centre can now
get clinical trials running in a matter of days,
rather than having to wait six weeks or more,
aswas typical before the pandemic. “We’re not
going back to doing it the old way,” she says.

But some negative impacts could also linger.
Blanke points to a survey showing that about
20% of cancer survivors are less likely toenrol
in a clinical trial than they were before the
pandemic (M. E. Fleury et al. JAMA Oncol. 7,
131-132;2021). “Ido worry that there’s a core
of patients who will not goonaclinical trial for
the next five years,” he says.

The cutbacksin elective surgeries and other
hospital services have also had alasting effect
onthetumour banks that store cancer samples
foruseinfurtherresearch, says Bruce Johnson,
an oncologist at the Dana-Farber Cancer
Institute in Boston, Massachusetts. Johnson
specializes in treating lung cancer, and many
clinicaltrials for the disease attempt to match
treatments with the DNA mutations presentin
participants’ tumours. “They cancelled elec-
tive biopsies,” says Johnson. “And so many of
our trials are based on them.”

Although elective biopsies have restarted,
cancer researchers have complained that
depleted supplies of patient samples have
curtailed basic research.

Over the past few months, Bagiella’s team
has been coming back to the office, and
trials that had been pushed aside to free up
resources for COVID-19 are blossoming again.
The heart-transplant trial thathad been put on
hold s enrolling participants.

The pandemic crisis has eased so much that
Mount Sinaiis struggling to find enough peo-
pleinfected with SARS-CoV-2to enrolin—and
complete — its ongoing COVID-19 trials. “And
thank God forit,” says Bagiella. She is eager to
see the COVID-19 trials close, releasing more
resources for studies of other conditions. “It’s
beenalong, longtime,” she says. “It’s good to
see some of these trials coming back to life.”
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COVID VACCINES

WON'T REACH POOREST
COUNTRIES BEFORE 2023

Vaccine promises from richer nations are not enough
to bring an early end to the pandemic, experts say.

By T.V.Padma

ost peopleinthe poorest countries
will need to wait another two years
before they are vaccinated against
COVID-19, researchers have told
Nature.

Around 11 billion doses are needed to fully
vaccinate 70% of the world’s population against
COVID-19. As of 12 July, nearly 3.5 billion doses
hadbeenadministered. At the current vaccina-
tionrate, thiswillincrease toaroundsix billion
doses by the end of the year, say researchers
at the International Monetary Fund, based in
Washington DC (see go.nature.com/2tchnl3).

But so far, more than 80% of the doses
have gone to people in high-income and
upper-middle-income countries. Only 1% of
people in low-income countries have been
givenatleast one dose, accordingtothe website
Our World in Data.

Last month, the leaders of the G7 group of
wealthy nations pledged extra doses for low-
and middle-income countries (LMICs) by the
end of 2022, at asummit in Cornwall, UK. The
centrepiece was a promise from US President
Joe Biden to donate 500 million doses of the

vaccine made by pharmaceutical company
Pfizer of New York City and biotechnology
company BioNTech in Mainz, Germany. This
isin addition to 87.5 million doses previously
pledged. The United Kingdom pledged 100 mil-
lion vaccine doses, and France, Germany and
Japan have pledged around 30 million each.

Chinahasdonated around 30 million vaccine
dosestoatleast 59 countries, accordingtodata
published on 2 July by researchers at the Duke
Global Health Innovation Center in Durham,
North Carolina (see go.nature.com/2udpmos).

Andrea Taylor, a health-policy researcher
and the centre’s assistant director, says these
pledgesare unlikely to get more vaccinestothe
world’s poorest people more quickly. In March,
her group projected that the world would be
vaccinated in 2023; Taylor says that date still
stands.

The extra pledges will be offset by restric-
tions on exports. The European Unionand the
United States both prohibit exports of some
vaccines and vaccine ingredients. The EU is
insisting that companies fulfil their pledges to
deliver vaccines to the bloc before exporting
elsewhere. In February, India, where around
sixinten of the world’s vaccine doses are made,
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COVID-19 testing in Johannesburg, South Africa.
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