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This article provides a focused update to the clinical practice guideline on the treatment and management of patients with
coronavirus disease 2019 (COVID-19), developed by the Infectious Diseases Society of America. The guideline panel presents a
recommendation on the use of abatacept in hospitalized adults with severe or critical COVID-19. The recommendation is based
on evidence derived from a systematic literature review and adheres to a standardized methodology for rating the certainty of
evidence and strength of recommendation according to the GRADE (Grading of Recommendations, Assessment, Development,
and Evaluation) approach.
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Posted online at https:/www.idsociety.org/practice-guideline/ In patients hospitalized with severe or critical COVID-
19 receiving systemic glucocorticoids, should
abatacept compared to no abatacept be added to

standard care?

covid-19-guideline-treatment-and-management/on May 30,
2025. As COVID-19 treatment and management guidelines
may change rapidly with evolving virus variants and ongoing
research, please check the website for the most current version =~ Recommendation: In hospitalized adults receiving systemic
of this guideline. glucocorticoids who are experiencing severe, rapidly progressing
COVID-19* or critical COVID-19**, when baricitinib and toci-

lizumab are not available, the IDSA guideline panel suggests aba-

) o . ) i tacept rather than no abatacept (conditional recommendation,
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low certainty of evidence).
*Severe, rapidly progressing illness is defined as patients with

SpO, <94% on room air, including patients on supplemental
oxygen who are worsening despite treatment with systemic

glucocorticoids.

for reprints and translation rights for reprints. All other permissions can be obtained through our
RightsLink service via the Permissions link on the article page on our site—for further information
please contact journals.permissions@oup.com.
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**Critical illness is defined as patients requiring high-flow
nasal cannula oxygen/non-invasive ventilation or invasive me-

chanical ventilation or ECMO.
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BACKGROUND

Abatacept is a recombinant fusion protein (cytotoxic
T-lymphocyte-associated antigen 4 [CTLA-4] linked to human
immunoglobulin) that is used to block T cell activation [1].
CTLA-4 is a protein receptor that is expressed by activated
T cells. By mediating inhibitory signals, this receptor can de-
crease T cell proliferation and cytokine production [2]. This
mechanism helps suppress immune responses, making it valu-
able for treating autoimmune conditions. Abatacept is U.S.
Food and Drug Administration-approved for the treatment
of rheumatoid arthritis, juvenile idiopathic arthritis, and psori-
atic arthritis, as well as the prevention of acute graft versus host
disease [3 , 4]. Excessive T cell stimulation and proliferation
were thought to contribute to the pathogenesis of COVID-19;
consequently, abatacept was considered as a potential option
for treating COVID-19 by modulating the T cell response [5].
Although abatacept is not approved for the treatment of
COVID-19, it has been evaluated in clinical trials for the treat-
ment of hospitalized patients with moderate to severe
COVID-19 [6].

In this focused update to the 2023 guideline [7], a recom-
mendation is provided for abatacept. The primary audience
for this recommendation is clinicians who treat hospitalized
adults with severe or critical COVID-19.

METHODS

The panel’s recommendation is based on a systematic review of
available evidence and adheres to a standardized methodology for
rating the certainty of evidence and strength of recommendation ac-
cording to the GRADE (Grading of Recommendations, Assessment,
Development, and Evaluation) approach (Supplementary Figure 1)
[8]. The recommendation has been endorsed by the Pediatric
Infectious Diseases Society, Society for Healthcare Epidemiology,
and Society of Critical Care Medicine.

Strong recommendations are made when the recommended
course of action would apply to most people with few excep-
tions. Conditional recommendations are made when the sug-
gested course of action would apply to the majority of people
with many exceptions and shared decision making is
important.

A literature search was conducted in August 2024 as part of a
systematic review. Key eligibility criteria at both the topic and
clinical question levels guided the selection of studies for inclu-
sion. For this clinical question, only hospitalized adults were in-
cluded. The primary comparison of interest was abatacept
versus no abatacept.

A critical appraisal of the evidence according to the GRADE
approach, along with an assessment of the benefits and harms
of care options, informed the recommendation [8, 9]. Details of
the systematic review and guideline development processes are
available in the Supplementary Material.

SUMMARY OF EVIDENCE

The search identified 1 randomized, controlled trial
(N=1049), ACTIV-1 IM, that reported on adults aged
>18 years with severe COVID-19 who were randomized to
(10 mg/kg,
1000 mg) plus standard of care or standard of care alone

treatment with abatacept maximum dose
(Supplementary Table 1) [6]. Standard of care across the treat-
ment and control arms included remdesivir (93-94%), corti-
costeroids (89-93%), tocilizumab (3%), and baricitinib (1-3%).
Though the primary endpoint of the study was time to recov-
ery, this trial also reported on the outcomes of mortality at
28 days, recovery at 28 days (assessed by the first day a hospi-
talized participant did not require oxygen or ongoing care, or
the patient was not hospitalized with or without limitations
on activities, ie, categories 6, 7, or 8 on an 8-point ordinal scale),
and serious adverse events (Table 1).

Benefits

Among hospitalized patients, abatacept showed a trend toward
reduced mortality at 28 days compared to no abatacept treat-
ment (risk ratio [RR], 0.73; 95% confidence interval [CI]:
0.53-1.01; low certainty of evidence). In addition, patients re-
ceiving abatacept trended toward improved recovery as mea-
sured by improvement to hospitalization without oxygen
requirements or release from the hospital (hazard ratio, 1.12;
95% CI: 0.98-1.28; moderate certainty of evidence).

Harms

Serious adverse events among patients receiving abatacept did
not differ from those receiving usual care (RR, 0.94; 95% CI:
0.77-1.16; low certainty of evidence). The low certainty of evi-
dence was due to very serious concerns with imprecision, re-
flecting both the wide CI, which includes appreciable benefits
and possible harms, and few reported events.

Other Considerations

The panel agreed that the overall certainty of evidence was low
(Table 1, Supplementary Table 2), given the sparseness in mor-
tality data and because the 95% Cls cannot exclude the poten-
tial for no meaningful difference in mortality, recovery, and
serious adverse events. Regarding the definition of severe, rap-
idly progressing COVID-19, the panel recognizes that SpO,
alone may not always correlate with disease severity, and the
recommendation should be interpreted in the clinical context
of the patient.

There are limited human data on the use of abatacept in
pregnancy, and its use in pregnancy has generally been avoided.
However, in the small number of pregnancy exposures report-
ed (n = 161), there is no indication that it increases the risk of
miscarriage or birth defects [10]. The large size of the molecule
and poor absorption in the gut suggest that there is minimal in-
fant exposure via breastmilk ingestion [11]. Use of abatacept in
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the setting of COVID-19 for pregnant patients is reasonable if
benefits clearly outweigh potential risks.

CONCLUSIONS AND RESEARCH NEEDS

Head-to-head comparisons of baricitinib, tocilizumab, abata-
cept, and infliximab in patients with severe, rapidly progressing
COVID-19 and critical COVID-19 would be informative. It is
also uncertain whether a combination of 2 or more immuno-
modulatory agents (ie, baricitinib, tocilizumab, abatacept, in-
fliximab) offers additional mortality or recovery benefits.
Additionally, the efficacy of abatacept has not been evaluated
in children or adolescents with severe or critical COVID-19.
Future studies evaluating abatacept for COVID-19 should con-
sider enrolling children and adolescents, particularly given the
pediatric experience with abatacept and available pediatric dos-
ing recommendations for non-COVID-19 indications.

The guideline panel suggests the use of abatacept in hospital-
ized adults receiving systemic glucocorticoids who are experi-
encing severe, rapidly progressing COVID-19 or critical
COVID-19, when baricitinib and tocilizumab are not available.

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 questions or comments should be addressed to the corresponding
author.
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