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Reply to Jorgensen et al

To THE EDpITOR—We read with in-
terest the correspondence by Jorgensen
et al in response to our recent publica-
tion in Clinical Infectious Diseases on
the use of baricitinib for treatment of
patients with moderate to severe coro-
navirus disease 2019 (COVID-19). The
authors raise concerns on the potential
impact of Janus kinase (JAK) inhibi-
tors on COVID-19 coagulopathy, citing
data on tofacitinib and baricitinib from
the World Health Organization (WHO)
Vigibase [1]. Several small cohort studies
including cumulatively over 100 patients

have reported on the use of the JAK %
inhibitors baricitinib and ruxolitinib for
the treatment of patients with COVID-
19 [2-8]. Treatment duration in these
studies ranged from 1 to 14 days, with
no short-term toxicities reported with
ruxolitinib dosing of 10-15 mg/day [4-6]
and baricitinib dosing up to 8 mg/day [2].
The largest of these studies, a prospective
longitudinal study in which 20 patients
with COVID-19 received 4 mg baricitinib
twice daily for 2 days followed by 4 mg
daily for 7 days did not show a difference
in the incidence of thrombotic events
when compared to a control group of 56
individuals during the 1-month follow-up
period [2]. Furthermore, recently pub-
lished extended observation safety data
for baricitinib in the treatment of rheuma-
toid arthritis (RA) with follow-up of up to
8.4 years found incidence rates for venous
thromboembolism events (VTE) events
between baricitinib dose groups (2 mg
and 4 mg) to be comparable to those re-
ported in patients with RA [9]. It remains
unclear why in pooled data from clinical
trials of baricitinib in RA, 6 individuals
in the treatment group developed VTE;
however, the long-term observational
data are reassuring that this potential risk
may not persist overtime [10]. Baricitinib
in combination with remdesivir is being
evaluated in a randomized, placebo-
controlled trial (ACTT2) of COVID-19
treatment (NCT04401579), which has
completed recruitment of over 1000 pa-
tients. VTE of any grade have been reg-
ularly monitored by the Data Safety and
Monitoring Board (DSMB) for ACTT2.
To date, the DSMB has not recom-
mended unblinding or halting the trial,
which is reassuring. This does not, how-
ever, preclude the possibility of an im-
balance between arms that could emerge
during the final trial analysis. Baricitinib
through its immunomodulatory effects
as highlighted by Jorgensen et al may in
fact be beneficial in terms of reducing
coagulopathy in patients with COVID-19,
which is thought to be primarily mediated
by hyperinflammation and endothelial

damage. All of the cohort studies of
baricitinib for COVID-19 treatment led
to significant decline in inflammatory
markers for patients who received the
drug [2, 3, 8]. We agree that in the pursuit
of effective therapeutics against COVID-
19, there is a need to balance the potential
adverse effects of any intervention with
its hypothesized benefits and to perform
randomized, controlled trials. Regarding
baricitinib, ACTT2 should provide clarity
on the VTE issue in the near future and
its role in the treatment of COVID-19 in
moderate to severe patients.
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Re: It IsTime to Address
Airborne Transmission of
COVID-19

To THE EpITOR—We are concerned
that the commentary by Morowska
and Milton [1] has caused significant
confusion. We agree that there is a gra-
dient from large droplets to aerosols.
We also agree that under experimental
conditions and possibly in poorly ven-
tilated, indoor, crowded environments
there is potential for the transmission
of severe acute respiratory syndrome
coronavirus 2 (SARS-CoV-2) by aero-
sols. Furthermore, we agree that the

availability of adequate ventilation in-
doors and the use of outdoor space
have validity in preventing transmis-
sion. However, we argue that the epi-
demiologic data and clinical experience
in managing the pandemic continue to
support that the main mode of SARS-
CoV-2 transmission is short range
through droplets and close contact [2].

The concerns raised by the authors
are not borne out in clinical experi-
ence. Long-range transmission beyond 2
meters in the more than 10 000 patients
with coronavirus disease 2019 (COVID-
19) hospitalized nationally in Canada and
elsewhere seems rare at best. Current pol-
icies in many international jurisdictions
recommend droplet/contact precautions
for routine care of patients with sus-
pected or confirmed COVID-19 and the
addition of airborne precautions only for
aerosol-generating medical procedures
(AGMPs) [3]. Epidemiologic studies sup-
port this approach and even suggest that
AGMP transmission risk may be over-
estimated [4].

In the case of the healthcare environ-
ment, we did not find any convincing
evidence in their review to change oc-
cupational health and infection control
practices. In contrast, real-world ex-
periences have been published where,
despite significant aerosol generation,
rates of transmissions have been min-
imal. The first community-acquired
COVID-19 case in the United States
underwent multiple high-risk pro-
longed AGMPs [5]. Despite 121 ex-
posures without N95 respirators, only
3 (2.5%) healthcare workers acquired
SARS-COV-2, 2 of whom did not wear
any respiratory protection at all and
the third wore a surgical mask inter-
mittently. In Singapore, 41 healthcare
workers were exposed to multiple pro-
longed AGMPs in a COVID-19 patient,
only 6 wore N95 respirators [6]. On se-
rial testing, no staff acquired COVID-
19. These observational case reports
substantiate the Canadian experience
in which COVID-19 patients are rou-
tinely managed with droplet/contact

precautions; there has been no in-
creased risk of infections in healthcare
workers when compared with commu-
nity populations [7].

Published case series of nonhealthcare
settings confirm the findings of droplet/
contact transmission, including a flight
where only a single adjacent passenger
was secondarily infected [8] and a cluster
of infections at a call center related to
close contact within a building [9], as well
as multiple household contact studies
with secondary attack rates of less than
20% [10].

Evidence-based policy around in-
fection prevention should be informed
by research from the physical sciences,
biology, and epidemiology, with con-
sideration of real-life aspects. We com-
mend the authors for highlighting
relevant  experimental  evidence.
However, without reconciling with
the clinical real-world experience of
COVID-19, the authors draw prema-
ture conclusions about the importance
of airborne transmission. This has re-
sulted in confusion and fear in the
general public, mistrust in healthcare
workers, and a risk of a deepening di-
vide between experimental scientists
and healthcare epidemiologists.

Supplementary Data

Supplementary materials are available at Clinical
Infectious Diseases online. Consisting of data
provided by the authors to benefit the reader,
the posted materials are not copyedited and are
the sole responsibility of the authors, so ques-
tions or comments should be addressed to the
corresponding author.
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