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Observations on healthcare workers & SARS-CoV-2 infection

Sir,

In an interesting case-control study by
Chatterjee et al', the authors suggested the role of
hydroxychloroquine (HCQ) in the prevention of
SARS-CoV-2 infection among healthcare workers.
Here are some of our observations that we would like
to highlight.

In this case-control study, symptomatic healthcare
workers (HCWs) testing positive on reverse
transcription-polymerase chain reaction (RT-PCR) for
SARS-CoV-2 were defined as cases, whereas controls
were symptomatic HCWs who tested negative on
RT-PCR for SARS-CoV-2 under similar considerations.
Given the fact that up to 5-80 per cent patients with
COVID-19 infection remain asymptomatic*?, the
major population that may qualify for cases were left
from the study.

As the ICMR’s advisory for the use of HCQ
prophylaxis was released on March 22, 20204
assuming that the high-risk workers started
prophylaxis from the next day, it was unlikely that the
patient pool in this study received six or more doses
of HCQ prophylaxis, assuming even distribution of
patients being tested between the first week of April
and the end of the first week of May 2020. The findings
of 56 participants from control group taking six or
more doses of HCQ remained unexplained. It was also
worthwhile to note whether the question about number
of HCQ doses consumed was asked till the diagnosis
of COVID-19 or till the time of data collection?

Cases and controls seemed to be not matched
in this study. Cases had inadequate infection control
practices and were more exposed to acrosol-generating
procedures like endotracheal intubation, and a greater

percentage of cases were in intensive care unit (ICU)
having patients on ventilators. In addition, stratification
of HCWs was also not mentioned. Probably, HCWs
from primary or secondary level healthcare centres
were more exposed due to inadequate personal
protective equipment or lack of infection prevention
control (IPC) training. At the same time, the sample
size of this study was inadequate for subgroup
analysis leading to unexplained apparently erroneous
conclusions such as increased risk of infection in up
to three doses of HCQ. We consider that increased risk
at lesser number of doses and protection at a greater
number of doses do not indicate a dose-response
relationship as claimed by the authors, but it rather
indicates contradictory and inconclusive finding.

The authors also mentioned that the role of
HCQ in severe COVID-19 patients was obscure
contradictory to the role of HCQ in prophylaxis as
concluded by them due to biological possibility of
starting the medication before the onset of infection.
However, the management guidelines released on
March 31, 2020 have suggested that HCQ along
with azithromycin may be considered in patients
with severe disease and requiring ICU management”.
Now, the guidelines released on June 13, 2020
recommended HCQ for mild and moderate COVID-19
cases®. The recent guidelines recommended to avoid
it in severe disease. Similarly, one more contradictory
finding was HCQ alone and with vitamins and
non-allopathic drugs decreasing risk but not with
azithromycin combination. There was a possibility
that HCWs started taking combination of HCQ and
azithromycin based on the results of a study by
Gautret ef al” which was available online on March
20, 2020, rather than the recommendations given
by the ICMR in its advisory released on March 22,
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2020%. All that one can conclude from this study is
that overall HCQ group is showing a trend towards
protection which is not significant (P=0.087).

An elucidation from the authors about the results

and interpretations taking into account the above
observations will benefit the scientific community.
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