J c I The Journal of Clinical Investigation

The Journal of Clinical Investigation in the time of COVID-19

Arturo Casadevall, ..., Gordon F. Tomaselli, Rexford S. Ahima

J Clin Invest. 2021;131(24):e156409. https://doi.org/10.1172/JCI156409.

In this editorial, we describe the experience of theJC/ editors during the COVID-19 pandemic. Our goal is to share how
we operated during the pandemic, recount how the JC/ contributed to the response, highlight some of the major papers
we published on SARS-CoV-2 and COVID-19, and impart our insights in the hope that these are helpful to journal editors
that may need to deal with similar types of crises in the future.

Find the latest version:

https://jci.me/156409/pdf



http://www.jci.org
http://www.jci.org/131/24?utm_campaign=cover-page&utm_medium=pdf&utm_source=content
https://doi.org/10.1172/JCI156409
http://www.jci.org/tags/56?utm_campaign=cover-page&utm_medium=pdf&utm_source=content
https://jci.me/156409/pdf
https://jci.me/156409/pdf?utm_content=qrcode

The Journal of Clinical Investigation

EDITORIAL

The Journal of Clinical Investigation in the time

of COVID-19

In the early days of March 2020, most peo-
ple in the United States were still going
about life as usual. Despite everything
seeming outwardly normal, there was
great concern that COVID-19, which was
then ravaging China and Europe, would
spread to the United States. The first
COVID-19 case in the United States was
confirmed on January 21, 2020 (1), but
fewer than 100 confirmed cases had been
reported by March 1, 2020. By the end of
the month, much of the United States was
in lockdown, with severe disruptions to
work, travel, and the rhythms of everyday
life, and COVID-19 cases were rapidly
increasing in the Northeast. The situation
in Northeastern cities such as New York
reached crisis proportions as hospitals
filled with contagious COVID-19 patients,
nonspecialist providers were deployed to
care for an infectious disease, and protec-
tive equipment was in short supply. The
pandemic still rages and the cost in human
life in the United States alone has been
devastating, with more than 750,000
deaths, a number that exceeds the toll of
the 1918 influenza pandemic.

Pandemic operation

The JCI is unusual among scholarly jour-
nals in that it is led by an Editorial Board
composed primarily of physician-scien-
tists based at one institution, with the
Editor in Chief chosen for a five-year term
by the American Society of Clinical Inves-
tigation in a competitive process (2). The
JCI Editorial Board was primarily based
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at Johns Hopkins University starting in
2017, where it met every Tuesday from 9
to 11 am to discuss the disposition of man-
uscripts that had been reviewed. The last
in-person JCI board meeting occurred on
March 10, 2020. Afterward, the board met
virtually, using the Zoom platform to hold
our meetings (Figure 1). The first online
meeting was on March 17, 2020, and the
board continues to meet virtually at this
time. The transition from in-person to vir-
tual meetings was smooth, with members
rapidly adapting to the new format. Since
our editors had transitioned to working at
home and work-related travel had ceased,
the virtual board meetings were very well
attended. For our board members based
at other institutions, the switch to online
meetings perhaps facilitated even better
engagement in our discussions. Hence,
there was no interruption to JCI activities.

The lockdown and social isolation that
followed the onset of the pandemic sig-
nificantly reduced personal interactions
and the continuing board meetings were
welcomed by many board members, as
they provided a mechanism for sustained
interaction and sharing information about
the situation. The early virtual meetings
inevitably included discussion of what was
happening nationally and at our hospi-
tals. This allowed us to share the situation
in Baltimore as well as in other locations
where our editors were based, including
New York, Nashville, Boston, and Wash-
ington D.C. This shift occurred at the same
time that the lockdown created isolation
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from colleagues and separation from our
laboratories and scientific work. For many,
the weekly meetings with colleagues on
the JCI Editorial Board served as a lifeline
for personal contact both scientifically and
nonscientifically. The board meetings pro-
vided a weekly forum to discuss science
and constituted a mechanism to “see” col-
leagues regularly, at least virtually (Figure
1), thus providing a bit of normalcy in our
otherwise disrupted personal and profes-
sional lives.

The cessation of most work-related
activities and the transition to working
from home that occurred by the end of
March 2020 was associated with a large
increase in manuscript submissions at the
JCI. In April 2020, the JCI received 497
manuscripts, representing a 66% increase
in submissions over the average of 299
from the same month in the prior three
years. Since the laboratories in many coun-
tries, including much of the United States,
were closed by stay-at-home orders, this
increase in submissions must have reflect-
ed a greater emphasis by investigators
on writing up and submitting previously
obtained research data. In this regard it is
also possible that the cessation in scientif-
ically related travel also freed up time for
completion of manuscripts. The volume of
manuscripts received by the JCI peaked in
April to June 2020, and even though it has
declined somewhat since then, it remained
elevated in much of 2021 relative to the
three years prior to 2020 (Figure 2).

The increase in submissions to the JCI
occurred at the same time as there was a
significant mobilization of editors and
reviewers for COVID-19-related work.
Some editors had to assume greater clin-
ical responsibilities as our hospitals began
to care for a large increase in COVID-19-
related hospital admissions. This was the
case for several editors in the subspe-
cialty of infectious diseases, who faced
increased hospital responsibilities pre-
cisely at the same time when more papers
dealing with COVID-19 were arriving at
the JCI. To deal with this situation, editors
with expertise in other fields in medicine
stepped in to help. Thus, the pandemic
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Figure 1. Computer screen shot of the JCI Editorial Board meeting on October 12, 2021.

forced many JCI editors to become more
acquainted with virology, immunology,
and public health disciplines, leaving
the comfort zones of their own special-
ties. Adding to the difficulties, it became
harder to find reviewers and many of the
reviews received were shorter and less
thorough than had been the norm. Hence,
there were more manuscripts to deal with
but fewer editorial and reviewer resourc-
es to handle them. Despite these stresses
the JCI continued to function well, and we
were able to maintain an average time to
decision of under 30 days for papers sent
for external review. Our external review-
ers, particularly of COVID-19-related
submissions, were heavily taxed with
requests to review papers, but most appre-
ciated the utmost importance of their
work and the urgency with which their
expertise was required. This allowed us to
make fast decisions on COVID-19-related
submissions, and we are truly indebted to
the reviewers for their service.

Pandemic response and
contributions

The JCI played a major role in the pandem-
ic response by publishing two early papers
on the potential of convalescent plasma
(CP) therapy for COVID-19. One of us
(AC) wrote an OpEd that was published

:

in the Wall Street Journal on February 28,
2020, reminding the public and physicians
that CP had a long history of therapeutic
usefulness against a variety of infectious
diseases (3). However, there was no good
reference source to guide the preparation
of investigational review board applica-
tions for the use of CP. Consequently, Drs.
Casadevall and Pirofski wrote a Viewpoint
for the JCI to provide the rationale, back-
ground material, and references needed to
inform physicians considering this option
(4). The Viewpoint was posted on the JCI
website on March 13, 2020, and it was the
first COVID-19-related publication in the
journal. This paper was downloaded tens
of thousands of times in the early weeks
of the pandemic (and to date has received
377,260 views) and became a sort of mani-
festo for a grass roots movement to use CP
that culminated when the FDA established
the Expanded Access Program making CP
available in the United States (5). How-
ever, it soon became clear that CP was a
very complex therapy to deploy, requiring
hematological, blood banking, infectious
disease, and immunological expertise,
and there was a need for a “how to” pub-
lication that brought those disciplines
together. To meet this challenge, Evan
Bloch recruited the necessary experts to
write another piece on the topic that was
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published shortly thereafter (6). Subse-
quently, the JCI published the first detailed
analysis of antibody content and function
in CP showing that the intensity of the
immune response was associated with the
severity of the disease and that males had
stronger responses than females (7). Early
in the pandemic there was concern that
antibody-based therapies would worsen
disease through an effect known as anti-
body-dependent enhancement (8), but
this concern was lessened when the JCI
published a report that CP use in 5000
patients was as safe as plasma (9). With
regard to CP efficacy, the JCI published the
first double-blind placebo-controlled trial
reporting that CP administration reduced
mortality by about 50% (10).

By November 2021, the JCI had pub-
lished 120 COVID-19-related papers. We
highlight here selected contributions that
we consider among the most important
papers published during the pandem-
ic. The first research article that the JCI
published was “Clinical and immuno-
logical features of severe and moderate
coronavirus disease 2019” (11), which
went online on March 27, 2020, after sub-
mission on February 12, 2020. This arti-
cle from Chinese investigators provided
the first detailed descriptions of clinical
and immunological characteristics of

J Clin Invest. 2021;131(24):e156409 https://doi.org/10.1172/)C1156409
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Figure 2. Number of manuscripts submitted to the JCI during and immediately before the pandem-
ic. Submissions from 2021 (January to October) and 2020 are compared with the average submissions

during the period 2017 to 2019.

the disease and filled an early need for
COVID-19 information. By the time of this
writing, this paper and its accompanying
Commentary had 3043 and 785 citations,
respectively. The JCI published two of the
foundational pediatric COVID-19 papers
in 2020 describing multisystem inflam-
matory syndrome in children (MIS-C) (12,
13), and in 2021 reported a mechanism for
the disease based on viral infection of the
gut triggering increased systemic leakage
of microbial antigens (14). On the topic of
susceptibility to COVID-19, the JCI pub-
lished articles reporting that prior recent
infection with coronaviruses led to less
severe disease (15), that age-related wan-
ing of T cell immunity was associated with
worse disease (16), that T cell imprinting
from prior coronavirus infections could
impair the immune response (17), and that
there was a lack of association of severe
disease with interferon (IFN) gene poly-
morphisms (18) or IFN reactive antibodies
(19). In the area of COVID-19 pathogen-
esis, the JCI published research demon-
strating that nasal ciliated cells were sites
for early infection (20), high interleukin 6
levels were associated with impaired cel-
lular cytotoxic activity (21), the placenta
could be affected by SARS-CoV-2 (22),

J Clin Invest. 2021;131(24):e156409 https://doi.org/10.1172/)C1156409

phospholipase A2 (23) and complement
(24) contributed to severe disease, and
even in asymptomatic disease there were
alterations in brain blood flow (25). With
regard to vaccines, the JCI published arti-
cles showing that the mRNA vaccines were
likely to confer protection to viral variants
(26), vaccine-elicited antibody crossed the
placenta to transfer immunity to neonates
(27), and vaccination after COVID-19 elic-
ited strong immune responses (28, 29).

Pandemic reflections

Considering JCI operations with the
insight of the past one and a half years,
one can argue that the pandemic changed
everything, but everything remained pret-
ty much the same. Day-to-day operations
transitioned from office to home settings
but the fundamental job of the journal,
which is to handle the more than 3000
submissions received each year, identify
top papers, arrange for peer review, and
then publish those that meet the highest
standards, remained the same (30). Nev-
ertheless, when judging the quality and
importance of submissions, the JCI board
did take into consideration the medical
emergency and the need for providing
high-quality, peer-reviewed information
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when evaluating certain COVID-19 man-
uscripts. In normal times, the JCI board
has a definite preference for scientific
papers that report cause-and-effect stud-
ies, or to use the inexact parlance of our
day, mechanistic over descriptive science
(31, 32). However, as the world was over-
taken by the pandemic, the board mem-
bers recognized the tremendous need for
basic information about a devastating new
disease and many of our early publications
that described the pathophysiology of
COVID-19 lacked the type of mechanis-
tic detail that is a hallmark of JCI papers.
However, once foundational information
on the pathophysiology, immune response,
and epidemiology was available, the board
increased its stringency and expectations
for depth in COVID-19-related submis-
sions. By the second year of the pandemic
the board returned to its usual criteria of
preferring papers that reported complete
stories that explored cause-and-effect
relationships while referring many obser-
vational, descriptive, and correlational
COVID-19 studies to other more special-
ized journals.

In evaluating the novelty of manu-
scripts, the JCI board had to contend with
the fact that much of the early informa-
tion on COVID-19 epidemiology, patho-
genesis, and therapy was made public
through press releases and/or the posting
of research papers prior to peer review
onto preprint servers. In fact, many of the
key early papers of the pandemic were dis-
cussed by the press months before they
were published in peer-reviewed journals.
Furthermore, the pace of discovery was
at times so rapid that by the time a man-
uscript submitted to the JCI was reviewed
and discussed at board meetings, the
information it contained was superseded
by other studies or was common knowl-
edge among physicians. This was the case
for many papers where the time from sub-
mission to review took many weeks, given
the pandemic-related delays in finding
reviewers and editors. In this situation,
the board took the position that there
was a need to publish high-quality, peer-
reviewed information, and hence focused
only on the excellence of the work submit-
ted in making its decisions.

The JCI’sexperience during COVID-19
showed that journals have a critical role to
play in pandemics by providing venues for

:


https://www.jci.org
https://doi.org/10.1172/JCI156409

EDITORIAL

responsible vetting of information that
can impact the response to the calamity.
In fact, this mission became even more
important at a time when there was a loos-
ening of the mechanisms by which med-
ical information was transmitted to the
public, including the frequent use of press
releases to announce medical findings
and the rise of preprints (33). During the
COVID-19 crisis, the Editorial Board of the
JCI experienced increased submissions, a
need for timely release of information, and
disruption to its operations as the lives of
editors, reviewers, and journal staff were
upended by changes in professional and
personal responsibilities. These stresses
on the system challenged us to consider
what is possible and what is sustainable in
scientific publishing, and reinforced our
mandate to publish the very best science
of clinical relevance. We are proud that
the JCI functioned without interruption
and delivered in its mission of publishing
first-class medical research while provid-
ing editors with a medium for continued
meaningful interactions during a time of
social isolation and stress.
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