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Increased risk for severe COVID-19 in patients 
with inflammatory rheumatic diseases treated 
with rituximab

It is currently unknown whether immunosuppressive and/or 
immunomodulating agents such as biological disease- modifying 
antirheumatic drugs (bDMARDs) affect the rate and the outcome 
of severe acute respiratory syndrome coronavirus 2 (SARS- CoV-2) 
infections of patients with inflammatory rheumatic diseases (IRDs). 
While several national authorities have defined patients under 
immunosuppressive therapy as at risk for severe COVID-19,1 
accumulating data from individual cases and also from case series, 
such as a series from Italy published in the Annals of the Rheumatic 
Diseases by Monti et al2 and a report about patients with immune- 
mediated inflammatory diseases from New York,3 suggest that 
baseline use of bDMARDs is not associated with worse COVID-19 
outcome. Although the idea of a potentially protective effect of 
bDMRADs in COVID-19 is intriguing, we feel that extrapola-
tion of these initial data is dangerous and potentially harmful. In 
particular, some caution may have to be applied when employing 
rituximab (RTX), a B- cell depleting bDMARD, in patients with 
immune- mediated disease. This notion may be illustrated by the 
following observations:

We recently lost two patients with rheumatoid arthritis (RA) 
treated with RTX to lethal COVID-19. The first patient, a 
71- year- old man with rheumatoid factor positive, erosive RA 
and a history of mild chronic obstructive pulmonary disease was 
admitted to the hospital with symptoms of severe COVID-19. His 
RA was well controlled by RTX (2×1000 mg within 14 days every 
6 months since 2015) in combination with methotrexate (MTX) 
15 mg subcutaneously per week and he has been off daily glucocor-
ticoids since 2017. RTX was well tolerated, no increased infection 
rate was noted and serum IgG was always within normal limits. 
As required by label, RTX was always administered with premed-
ication including 50 mg prednisolone. Two weeks after the second 
RTX infusion in March 2020, the patient presented with a 2- day 
history of fever (up to 39.5°C), cough and chest pain. SARS- CoV-2 
was proven and bilateral COVID-19 pneumonia was diagnosed 
by clinical examination and chest X- ray. Due to rapidly increasing 
dyspnoea and renal failure, the patient was transferred to the 
intensive care unit. Despite antibiotic treatment (piperacillin/tazo-
bactam, followed by meropenem) and nasal high flow therapy, no 
improvement of the respiratory condition could be achieved. CT 
scan at that time showed bilateral pneumonia and reticular densifi-
cations. Invasive ventilation and increasing inotropic support were 
subsequently required due to further deterioration. Continuous 
veno- venous haemofiltration dialysis with cytosorb therapy was 
initiated. Despite all efforts, the patient died 12 days after admis-
sion in multiorgan failure.

The second patient, an 80- year- old woman with erosive RA and 
a history of mild hypertension and osteoporosis was started on 
treatment with RTX (2×1000 mg within 14 days) 6 months ago 
in combination with MTX 10 mg subcutaneously per week and 
5 mg/day prednisolone. Her serum IgG was within normal limits. 
The patient presented to the hospital with sudden onset of fever 
(up to 39.5°C), dry cough, fatigue and dizziness. SARS- CoV-2 was 
proven and the patient rapidly deteriorated, requiring invasive 
ventilation. She developed acute respiratory distress syndrome and 
passed away despite intensive efforts 17 days after admission in 
multiorgan failure.

Sustained treatment of IRD with RTX is associated with a 
decrease in serum IgG and with an increased incidence of certain 

viral infections. However, COVID-19 has a mild clinically course 
in patients with agammaglobulinaemia,4 suggesting that protection 
from severe COVID-19 may be rather independent of serum IgG. 
In this regard, our patients’ serum IgG always was within normal 
limits. The lesson from our patients may rather argue that they 
might have been severely immunocompromised by the deple-
tion of B cells and the application of prednisolone (as part of the 
premedication in patient 1 and as part of the daily treatment in 
patient 2). Supportive of this assumption is the aggressive course of 
COVID-19 in patients with common variable immunodeficiency4 
and the recent observation that glucocorticoids may impose a risk 
for requiring hospitalisation in patients with IRD infected with 
SARS- CoV-2.3

Our patients are not the unfortunate exceptions in that a substan-
tial proportion of patients with IRD treated with RTX require 
hospitalisation when infected with SARS- CoV-2 (eg, 67% of the 
patients in the National Registry for patients with IRD infected 
with SARS- CoV-2 in Germany) (Hasseli et al, submitted for publi-
cation, 2020). Although successful treatment of granulomatosis 
with polyangiitis in a patient with COVID-19 with RTX has been 
reported,5 RTX may need to be applied with particular caution 
in patients with IRD. Consequences for future management of 
patients with RTX therapy could be to perform a SARS- CoV-2 test 
before applying RTX, to consider reducing the dose of glucocorti-
coids during application of RTX (despite the requirement noted in 
the label) and to instruct the patient to strictly follow the measures 
in place to avoid contact for several days following RTX applica-
tion.1 The fatal outcome of COVID-19 in our patient illustrates 
the need to be extremely vigilant for the potential of complica-
tions associated with immunosuppressive therapy in patients with 
immune- mediated diseases.

Hendrik Schulze- Koops    ,1 Klaus Krueger,2 Inka Vallbracht,3 
Rebecca Hasseli    ,4 Alla Skapenko5

1Division of Rheumatology and Clinical Immunology, Department of Medicine IV, 
Ludwig- Maximilans University Munich, Munich, Germany
2Praxiszentrum St. Bonifatius, Munich, Germany
3Department of Rheumatology, Clinical Immunology and Osteology, München Klinik 
Bogenhausen, Munich, Germany
4Department of Rheumatology and Clinical Immunology, Justus- Liebig- University 
Giessen, Giessen, Germany
5Division of Rheumatology and Clinical Immunology, Deparmtent of Medicine IV, 
Ludwig Maximilians University Munich, Munich, Germany

Correspondence to Professor Hendrik Schulze- Koops, Division of Rheumatology 
and Clinical Immunology, Department of Medicine IV, Ludwig Maximilians University 
Munich, Munich, Germany;  hendrik. schulze- koops@ med. uni- muenchen. de

Contributors HS- K, KK and AS: Literature search, data analysis, data interpretation, 
writing. IV and RH: Data collection, data interpretation, writing.

Funding The authors have not declared a specific grant for this research from any 
funding agency in the public, commercial or not- for- profit sectors.

Competing interests None declared.

Patient and public involvement Patients and/or the public were not involved in 
the design, conduct, reporting or dissemination plans of this research.

Patient consent for publication Not required.

Provenance and peer review Not commissioned; externally peer reviewed.

This article is made freely available for use in accordance with BMJ’s website 
terms and conditions for the duration of the covid-19 pandemic or until otherwise 
determined by BMJ. You may use, download and print the article for any lawful, 
non- commercial purpose (including text and data mining) provided that all copyright 
notices and trade marks are retained.

© Author(s) (or their employer(s)) 2020. No commercial re- use. See rights and 
permissions. Published by BMJ.

Correspondence

http://www.eular.org/
http://ard.bmj.com/
http://orcid.org/0000-0002-1681-491X
http://orcid.org/0000-0002-2982-8253
http://crossmark.crossref.org/dialog/?doi=10.1136/annrheumdis-2020-218075&domain=pdf&date_stamp=2020-06-26


2 Ann Rheum Dis Month 2020 Vol 0 No 0

Correspondence

To cite Schulze- Koops H, Krueger K, Vallbracht I, et al. Ann Rheum Dis Epub ahead 
of print: [please include Day Month Year]. doi:10.1136/annrheumdis-2020-218075

Received 21 May 2020
Accepted 27 May 2020

 ► http:// dx. doi. org/ 10. 1136/ annrheumdis- 2020- 218148

Ann Rheum Dis 2020;0:1–2. doi:10.1136/annrheumdis-2020-218075

ORCID iDs
Hendrik Schulze- Koops http:// orcid. org/ 0000- 0002- 1681- 491X
Rebecca Hasseli http:// orcid. org/ 0000- 0002- 2982- 8253

RefeRences
 1 Available: https://www. rki. de/ DE/ Content/ InfAZ/ N/ Neuartiges_ Coronavirus/ 

Risikogruppen. html
 2 Monti S, Balduzzi S, Delvino P, et al. Clinical course of COVID-19 in a series of patients 

with chronic arthritis treated with immunosuppressive targeted therapies. Ann Rheum 
Dis 2020;79:667–8.

 3 Haberman R, Axelrad J, Chen A, et al. Covid-19 in Immune- Mediated Inflammatory 
Diseases - Case Series from New York. N Engl J Med 2020. doi:10.1056/
NEJMc2009567. [Epub ahead of print: 29 Apr 2020].

 4 Quinti I, Lougaris V, Milito C, et al. A possible role for B cells in COVID-19? Lesson 
from patients with agammaglobulinemia. J Allergy Clin Immunol 2020:S0091-
6749(20)30557-1.

 5 Guilpain P, Le Bihan C, Foulongne V, et al. Rituximab for granulomatosis with 
polyangiitis in the pandemic of covid-19: lessons from a case with severe pneumonia. 
Ann Rheum Dis 2020;0:1–2.

http://dx.doi.org/10.1136/annrheumdis-2020-218148
http://orcid.org/0000-0002-1681-491X
http://orcid.org/0000-0002-2982-8253
https://www.rki.de/DE/Content/InfAZ/N/Neuartiges_Coronavirus/Risikogruppen.html
https://www.rki.de/DE/Content/InfAZ/N/Neuartiges_Coronavirus/Risikogruppen.html
http://dx.doi.org/10.1136/annrheumdis-2020-217424
http://dx.doi.org/10.1136/annrheumdis-2020-217424
http://dx.doi.org/10.1056/NEJMc2009567
http://dx.doi.org/10.1016/j.jaci.2020.04.013
http://dx.doi.org/10.1136/annrheumdis-2020-217549

	Increased risk for severe COVID-19 in patients with inflammatory rheumatic diseases treated with rituximab
	References


