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Immunosuppression for 
hyperinflammation in 
COVID-19: a double-
edged sword?
Mehta and colleagues1 postulate that 
hyperinflammation in coronavirus 
disease 2019 (COVID-19) could be 
a driver of severity that is amenable 
to therapeutic targeting since retro-
spective data have shown that systemic 
inflammation is associated with 
adverse outcome. However, correlation 
does not equal causation, and it is 
equally plausible that increased virus 
burden (secondary to failure of the 
immune response to control infection) 
drives inflammation and consequent 
severity (as shown for other viruses2) 
rather than augmented inflammation 
being an inappropriate host response 
that requires correction.

The authors hypothesise that 
approaches such as corticosteroids or 
Janus kinase (JAK) inhibitors could be 
considered if hyperinflammation is 
present.1 Broad immunosuppression 
in patients with overwhelming viral 
illness might be inadvisable. Beneficial 
anti-inflammatory effects should be 
weighed up against the potentially 
detrimental effects of inhibiting anti-
viral immunity, thereby delaying virus 
clearance and perpetuating illness. 
Accordingly, findings from multiple 
studies in humans and animals indicate 
that corticosteroid immunosuppression 
(both inhaled and systemic) impairs 
induction of anti-viral type-I interferon 
responses to a range of respiratory 
viruses,3,4 effects that are likely to also 
occur in the context of COVID-19. 
Selective therapies with JAK inhibitors 
could be expected to have similar 
effects. JAK-STAT signalling is a major 
component of the type-I interferon 
pathway.3 Tofacitinib has been shown 
to inhibit interferon-α production in 
vitro.5 Suppression of interferon or 
other mediators (eg, interleukin 6) 
could also promote secondary bacterial 
infection and further complicate the 
disease course.3

The decision to pharmacologically 
immunosuppress a critically unwell 
patient with COVID-19 remains a 
difficult one. Possible beneficial effects 
of reducing inflammation should 
be carefully weighed up against the 
potential for deleterious impairment 
of anti-microbial immunity.
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