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The ANTICOV trial aims to find COVID-19 treatments that work in resource-poor settings.

AFRICAN CLINICAL
TRIAL DENIED ACCESS
TOKEY COVID DRUG

Supply shortages and limits on research leave some
countries struggling to access Pfizer antiviral.

By Heidi Ledford & Amy Maxmen

esearchersina pivotal African clinical

trial have been denied access to a key

COVID-19 antiviral drug, frustrating

efforts to test the treatment in Afri-

can populations and in combination
with therapies that could potentially expand
its utility on the continent.

The Drugs for Neglected Diseases Initiative
(DNDi) has asked Pfizer for supplies of its anti-
viral drug Paxlovid touseinthe ANTICOV clin-
icaltrial, alarge studyinten African countries
that aims to find treatments for mild to mod-
erate COVID-19 — particularly those that will
work in resource-poor settings.

Earlier this year, the DNDirequested enough
Paxlovid to treat 1,000-2,000 ANTICOV
participants, but says that Pfizer denied the
request and stated that it already had plans
to conduct similar trials. The details of those
trials have not been made public, and Pfizer
did notelaborate onsuch plans or the request
from the DNDi when asked by Nature. “We
are committed to well-controlled, hypothe-
sis-driven clinical studies that can provide data
that willbeaccepted by global regulatory agen-
cies,” the company said in a statement. “We're
focusing our efforts and resources in away that
maximizes availability of our overall supply.”
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Pfizer’s decision has dismayed public-health
advocates. The DNDi’sinability to obtain med-
icine for clinical trials compounds ongoing
inequities in access to vaccines and treat-
ments, including Paxlovid, in low- and mid-
dle-income countries, says Brook Baker, alaw
professor at Northeastern University in Bos-
ton, Massachusetts, who specializesin global
access to medicines and vaccines. “Thisis a
trialinapopulation that needs to be studied,”
he says. “Why don’t we get on with it?”

Two drugsinone

Paxlovid is a combination of two drugs:
nirmatrelvir and ritonavir. Nirmatrelvir blocks
aSARS-CoV-2 proteinthatisimportant for viral
replication; ritonavir acts in the liver to pre-
vent the rapid breakdown of nirmatrelvir, and
isacomponent of some therapies for treating
HIV and hepatitis C infections.

InDecember, Pfizer announced that Paxlovid
reduced therisk of hospitalization or death from
COVID-19 by 88% when adults at high risk of
developing severe disease were given the drug
withinfive days of symptomonset (J. Hommond
etal .N.Engl.J.Med.386,1397-1408;2022).Soon
afterwards, the US Food and Drug Administra-
tion (FDA) issued an emergency-use authoriza-
tion for the drug, and researchers praised the
development of anoral antiviral that didn’t have
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tobe administered in hospital.

But nirmatrelvirisinvery short supply, and
that putlow-and middle-income countries at
adisadvantageinthe ensuing bidding war for
Paxlovid. Pfizer has said it can make up to120
million courses of the treatment by the end
of the year. Of those, the company has prom-
ised up to four million courses to the United
Nations children’s charity UNICEF for distribu-
tioninlow-and middle-income countries. “We
arein continued conversations withanumber
of private partners and international organi-
zations to provide Paxlovid to lower income
countries,” Pfizer said in a statement.

On 17 March, the Medicines Patent Pool, a
non-profit organization with headquartersin
Geneva, Switzerland, that has licensed Pfizer’s
Paxlovid products, announced that 35 compa-
nies had signed agreements to make generic
Paxlovid, which could then be eligible for sale
in 95 low- and middle-income countries. But
they are not expected to market significant
supplies of the drug until 2023, and the list
does notinclude many middle-income coun-
tries, including Thailand, Malaysia and some
inLatin America.

While the world waits for Paxlovid, some
countries are leaning on another antiviral,
called molnupiravir (Lagevrio), which was
authorized by the FDA at the end of last year.
But the ANTICOV trial has decided against
including molnupiravir for now, says Nath-
alie Strub-Wourgaft, director of the COVID-
19 response at the DNDi in Geneva. The drug
reduced hospitalizations and deaths from
COVID-19 by only about 30% when given to
adults at high risk for severe disease. And
because of potential side effects, the FDA
recommends that pregnant people not take
the drug, and that people use contraception
duringtreatment and for at least three months
after. “Contraceptionis not so easy to control
for men and women,” says Strub-Wourgaft.
“And our criteriaarereally toinclude the larg-
est population that is possible.”

Combination treatments

There is a pressing need to test Paxlovidin a
range of populations, says Melissa Barber, an
economist at the Harvard T.H. Chan School
of Public Health in Boston, Massachusetts.
Clinically, she says, one might expect that a
population with different comorbidities —for
example, HIV or diabetes — might have arange
of side effects or possibly effectiveness.

One potential downside of Paxlovid is that
thedrugis meant tobe takenwithin five days of
COVID-19 symptoms first appearing. “Getting
adiagnosis that quickly anywhereis hard,” says
Rachel Cohen, the regional executive director
at the DNDi in New York City, “but it’s pretty
much impossible in low- and middle-income
countries, where there are few tests and almost
no rapid tests.”

Ananalysis of ANTICOV participants showed

KENNY MBALA/DNDI



VINCENZO IZZO/LIGHTROCKET VIA GETTY

that only about half of them were diagnosed
within five days of the onset of symptoms. In
hopes of prolonging the window during which
Paxlovidis useful, DNDiwantstotest the drug
incombination with aninhalable steroid called
budesonide, to see whether this candelay the
onset of harmfulimmune responses that often
drive later stages of COVID-19. The initiative
also had ambitions to test Paxlovid in com-
bination with the antidepressant fluoxetine
(Prozac), if results from its other fluoxetine
trials show that the drug has antiviral proper-
ties, says Strub-Wourgaft.

Cohenis concerned aboutaclausein Pfizer’s
agreement with the Medicines Patent Pool that
requires the companies to obtain permission
from Pfizer before combining their generic
Paxlovid with other products, or from giving
their drugs toresearchers whointend to study
combinations.

Pfizer did not respond to queries from
Nature about why it would not allow compa-
nies to use the drug for combination studies
without its permission.

Itisnot unusual for drug companies to hes-
itate to allow external researchers to conduct
studies with medicines such as Paxlovid that
are not yet fully approved by regulators, says
Cohen. But she adds that delays and a lack of
transparency on what the company is studying
are surprising. “We have always said that we
are happy to collaborate with them,” she says.

John Amuasi, a principal investigator on
the ANTICOV study at the Kumasi Center for
Collaborative Research in Tropical Medicine
inGhana, agrees. With just15% of the country
fully vaccinated, he’s anxious to obtain the
drug for both treatment and research pur-
poses. “We think this could be agame-changer
inan emergency situation.”

EXTREME STEPS

NEEDED TO AVERT
CLIMATE DISASTER

Latest IPCC report says some atmospheric carbon
removalis needed to limit global warming to 1.5 °C.

By Jeff Tollefson

umanity probably isn’t going to pre-

vent Earth from at least temporarily

warming 1.5 °C above pre-industrial

levels — but aggressive action to

curb greenhouse-gas emissions and
extract carbon from the atmosphere could
limit the increase and bring temperatures
back down, accordingto the latest report from
the United Nations Intergovernmental Panel
on Climate Change (IPCC). The report makes
it clear, however, that the window is rapidly
closing, and with it the opportunity to prevent
the worst impacts of global warming. Above
the 1.5 °Climit — set by the Paris climate agree-
mentin 2015 — the chances of extreme weather
and collapsing ecosystems grow.

“The IPCC tells us that we have the knowl-
edge and technology to get this done,” Inger
Andersen, executive director of the UN Envi-
ronment Programme, said at the press confer-
ence for the report’s release on 5 April. “But
increased action must begin this year, not next
year; this month, not next month; and indeed
today, not tomorrow.”

Approved by 195 governments after amara-
thon negotiating session that ran over sched-
ule by two days, the roughly 2,900-page report
focuses on options for curbing emissions and

mitigating the impacts of global warming. The
document, compiled by hundreds of scientists
across 65 countries, isthe last ofatrilogy com-
prising the IPCC’s sixth climate assessment.
The first two reports cover the underlying

science and impacts of climate on humans
and ecosystems.

Coming more than three decades after the
panel’s first climate assessment, the sixth
instalment delivers the most forceful warning
yet about the consequences of inaction. The
question now, scientists say, is whether gov-
ernments will at last step up to the challenge
with actions rather than unfulfilled pledges.

“Despite more mitigation efforts by more
governments at all scales, emissions continue
toincrease,” says Karen Seto, ageographer at
Yale University in New Haven, Connecticut,
and acoordinating lead author onthereport.
“We need to do alot more, and we need to do
it quickly.”

Good news, bad news

The report makes clear that current energy,
economic and political trends are putting
the world on course to shoot well past 1.5 °C
of warming. Models suggest that global emis-
sions need to peak by 2025, at the latest, and
thendeclinerapidly for the world to have even
a50% chance of limitingwarmingto1.5°C —an
unlikely scenario. Scientists have long been
warning of this, but some say it’s time to start
thinking about what that means in terms of
climate strategy.

“Ithink we are getting closer politicallytoa
situation where we seriously have to ask how
we are going to deal with that overshoot,”
says Oliver Geden, a social scientist with the
German Institute for International and Secu-
rity Affairs in Berlin and a lead author on the
report. Although it still might be technically
possible to limit warming to 1.5 °C, he says,
theactions required would be unprecedented.

But the report provides reason for opti-
mism by highlighting climate technologies

Bright spot: renewable energy sources, such as wind turbines, have dropped in cost.
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