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ScienceTalk

Spotlight on trust in science of Covid-19

Grave errors can be missed when medical
journals publish reports generated hastily
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Within a few hours of each other
last week, two of the world’s most
prestigious medical journals - the
New England Journal of Medicine
(NEJM) and The Lancet - each re-
tracted an article about treatment
of patients with Covid-19.

The Lancet publication had sug-
gested that hydroxychloroquine
(HCQ) increased the risk of death
in coronavirus patients.

Since the findings of both studies
could not be substantiated by the
authors, the papers were retracted.

But much damage had already
been done.

Following the paper, the World
Health Organisation issued a global
warning about using HCQ and
stopped recruitment in its Solidar-
ity trial for the drug - in which hun-
dreds of hospitals across several
countries have enrolled patients to
test possible treatments.

Several national health authori-
ties followed suit.

HCQand its older version, chloro-
quine, have been around for many
years, the latter since the 1950s.

Theyareused as prophylaxis (pre-
vention) for malaria and to treat sys-
temic lupus erythematosus, a
chronicinflammatory disease.

The medicine is on the World
Health Organisation’s list of essen-
tial medication. So the risk-benefit
ratio is well in favour of using HCQ
and it would take a lot to change
that perception.

So how did the world’s two most
prestigious medical journals make
such a fatal mistake?

Since HCQ could theoretically be
used both for the treatment of
Covid-19 patients and to prevent in-
fection in healthy individuals, the
world is understandably hungry for
data to guide decision-making for
this drug, both in hospitals and in

the community.

The Recovery trial, a large United
Kingdom-based trial investigating
potential coronavirus treatments,
has stopped including HCQ in its
study due to there being “no evi-
dence of benefit”, researchers an-
nouncedonJune5.

Other arms of the trial, which has
enrolled more than 11,000 patients
from 175 hospitals across Britain,
continue.

In Singapore, both the National
Centre for Infectious Diseases and
National University Hospital have
largely stopped using HCQ to treat
Covid-19 patients.

As for the possibility of its ability
to reduce the risk of infection, a
Minnesota prevention trial using
HCQ was published in NEJM last
week, showing no benefit to high-
risk healthcare workers.

Sowhere does this leave us?

While both studies demonstrate
that using HCQ is safe, neither sup-
portsusingitin the fight against the
virus.

Still, whether HCQ is useful in pre-
venting the disease is likely undeter-
mined so far, as the NEJM study is
smalland few people developed the
disease. We are still awaiting good
research and trials based on good
data, to determine whether HCQ is
effective.

PEER REVIEW PROCESS

To better understand how science
can go wrong, one must be familiar
with the process of the world of pub-
lications and dissemination of sci-
entific work.

Allpapers are reviewed and scruti-
nised in detail by peers - scientists
with similar expertise - ina process
known as peer review.

This is an unpaid and unrecog-
nised job that serves as a bastillion
to ensure high-quality work is pub-
lished in the best, most transparent
and fairest way.

This is often done in several per-
mutations before the final work is
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accepted and published.

But all this takes time.

The average time taken from sub-
mission to acceptance of a paper is
two to three months.

It often takes even longer for
more prestigious journals.

When Covid-19 struck the world
with avengeance, the scientific com-
munity scrambled to describe the
virus, the disease and possible treat-
ments and outcomes. The world
was hungry for information and
there was a substantial dearth of it.

The first papers describing the
disease appearedin early January.

Since then, the rate of publication
hasbeen almost exponential.

Close to 25,000 papers have now
been authored about Covid-19, de-
scribing everything from the virus’
genetic structure, host immune re-
sponse and clinical presentation to
mortality figures and healthcare re-
sponses to the pandemic.

This is an astounding number of
papers published in a remarkably
truncated time, considering that
this involves doing the actual re-
search, preparation of the paper, in-
stitutional review board submis-
sion and approval and, finally, sub-
mission and acceptance of the pa-
per with peer reviews.

Part of this process would involve
checking the quality of data sets
and appropriateness of the analysis
done. And that is where the two re-
tracted papers fell short.

Historically, researchers would
have collected their own data, but
recently, third-party data is being
increasinglyused.

In both retracted papers, the au-
thors had relied on data from a
third party, Surgisphere, which pro-
vided dubious data and refused to
put it up for scrutiny, ultimately
leading to the retractions.

COVID-19 SHORTCUTS

An average paper conceived in pre-
pandemic times would not have
been fast-tracked by host institu-
tions and journals.

For 25,000 papers to be pub-
lished in such a short period of
time, something would have to
give, leading to shortcuts in the
usual well-established processes.

To make this possible, institutions
have streamlined administrative ap-
provals, dedicated grant funding be-
came readily available, and the jour-
nals created fast-track submission
toacceptance pathways.

Many journals, including The
Lancet, created special Covid-19

sections to allow for fast dissemina- !

tion of findings.

Journals depend on readership :
and citations of their articles. Thus, :
the first journal to publish a break- :
through or a unique finding gets :

more headlines and more citations.

In the age of Covid-19, many presti-
gious journals have published work :

they would not normallyaccept.

In the rush to save lives, the haste

isunderstandable.

But the collateral damage is the :
quality and reproducibility of work, :
substantial overlap of findings and, :

atworst, results which are wrong.

Acommon statementat theend of
an article is: “These findings would :

need confirmation by others.”

We know this to be true as the or- :
dinary reproducibility of highly re- :
garded science is unfortunately :
low. Itis at times referredtoasare- :
producibility crisis, where as many :
as 50 per cent of scientists report :
aninability to replicate other scien- :

tists’ work.

This simply reinforces the univer-
sal knowledge that all data needs :
validation because of inherent re- :

producibility issues.

It is important to recognise that :
inability to reproduce a finding :
does not mean the authors have !
cheated, misled or misrepresented

their data.

However, it is a red flag pointing :
to the complexity of scientific work :
where variations in reagents, cell :
cultures, animals, patient popula- :
tion and sample size can all lead to :

distortions of the true effect.

When the world is in dire need of
information about Covid-19 and :
journals are publishing reports that :
are generated hastily, grave errors :

can be missed.

This is precisely what happenedin :
the case of The Lancet, when a :
journal :
rushed to publish work writtenby au- :
thors from one of the world’s most

world-leading medical

prestigious medical universities.

The end result: Lives are put at
riskand there isreduced trustin sci- :
ence, at a time when we need it the :

most.
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