Journal of Infection 88 (2024) 106137

journal homepage: www.elsevier.com/locate/jinf

Contents lists available at ScienceDirect

Journal of Infection

Letter to the Editor

COVID-19 mortality amongst the

immunosuppresed 8

Cheskcfor
Updaies

Dear Editor,

We read with great interest the article by Leston et al.' This
systematic review and meta-analysis incorporated data from more
than one and a half million immunosuppressed (IS) patients with
COVID-19 and compared their mortality to immunocompetent
people equally suffering COVID-19. As novelty, distinct causes of
immunosuppression were considered separately. The study identi-
fied solid organ transplantation (SOT), malignancy and use of im-
munosuppressive agents, such as systemic steroids or biologics, as
significant determinants of greater risk than HIV infection or rheu-
matological conditions.

Our group has had the opportunity to extensively analyse the
impact of distinct immunosuppression conditions on COVID-19
mortality in large and multicenter studies.” ® Although our find-
ings tend to support many of the Leston’s conclusions, a few
points are worth to be discussed. Specifically, we want to highlight
four aspects.

First, immunosuppressed patients are a very heterogeneous po-
pulation. Immunosuppressive drugs, as well as doses, and toxicities,
are of utmost importance. With respect to chronic steroid therapy,
there is agreement about its influence reducing COVID-19 survival
rates.” In contrast, we noticed that the use of biologics should not be
considered as a whole. Whilst rituximab therapy prior to SARS-CoV-
2 infection has shown a huge impact on COVID-19 outcome and
prognosis, other therapies such as belimumab or anti-TNF agents,
have shown no effect on COVID-19 mortality.”®

Second, geographical differences regarding antiretroviral drug
access, prices and coverage are of utmost importance when con-
sidering the potential impact of HIV infection on COVID-19 prog-
nosis. In a nationwide study we conducted in Spain, where the
healthcare system provides free antiretroviral treatment to all HIV-
infected individuals, HIV itself did not entail a higher mortality risk
from SARS-CoV-2 infection.’

Third, in Leston’s study the worst prognosis among SOT was seen
in kidney recipients. No increased COVID-19 mortality was noticed
among lung, heart or liver SOT. This is somewhat surprising and in
contrast with findings from others.”'° In our study, we found that
kidney SOT had improved prognosis with respect to other SOT,
mostly lung transplanted patients.®

Fourth, the impact of baseline comorbidities, frequently related
to secondary chronic organ damage because of baseline disease, such
as lupus nephropathy, chronic obstructive pulmonary disease
leading to lung transplant, or chronic hypertension and diabetes in
patients under calcineurin inhibitors drugs, for example, are essen-
tial to understand and define COVID-19 mortality among IS patients.
For instance, it could help to clarify the discrepancies in SOT
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patients’ outcomes. In our study, we considered chronic conditions
and comorbidities to determine COVID-19 mortality in patients with
systemic autoimmune diseases, SOT and HIV.”*° We demonstrated
that the different rate of certain baseline conditions was the major
driver of a worse prognosis of SARS-CoV-2 infection.

In summary, whereas we acknowledge the effort of Leston et al.
to uniformly classify immunosuppression according to the UK
immunisation against infectious diseases criteria, we consider that
criteria to define the immunosuppressed are still inadequate and
COVID-19 prognosis should be properly evaluated for distinct
conditions.
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