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COVID-19–related IgA vasculitis

A 24-year-old man with Crohn’s disease (CD) was admitted 
to our hospital with a 9-day history of skin rash, severe asym-
metric arthralgia, periarticular swelling, and abdominal pain. He 
had no respiratory symptoms or fever. He had been diagnosed 
as having CD in 2016 and underwent ileocecal resection in 2017. 
He had been receiving adalimumab since surgery and his dis-
ease was considered to be in remission. Despite the moderately 
severe, diffuse abdominal pain, he had no intestinal bleeding or 
diarrhea. Physical examination revealed palpable purpura on the 
legs and arms, swelling of the left hand, and pain on palpation of 
several joints without signs of arthritis. He was afebrile, and pulse 
and blood pressure were normal.

Nasopharyngeal swab for coronavirus disease 2019  
(COVID-19) was performed at admission and was found to be 
positive using polymerase chain reaction (PCR) (Xpert Xpress 
SARS–CoV-2). Blood cell count, urinalysis results, liver test results, 
and creatinine and lipase levels were normal. Elevated levels of  
C-reactive protein (44 mg/liter), d-dimer (5,470 ng/ml), fibrinogen 
(4.6 gm/liter), and complement C4 (0.48 gm/liter) were found. No 
other viral agents were identified.

Serum IgA levels were markedly increased (5.3 gm/liter), 
while levels of IgG and IgM were normal. Serologic testing for 
COVID-19 (Euroimmun) revealed IgA but no IgG, and upon retest-
ing 10 days later, the patient was negative for both IgA and IgG.  
Although nasopharyngeal swab results were positive for COVID-19  
at admission, they were negative on 2 consecutive days after 
admission, and results of a PCR study for severe acute respiratory 
syndrome coronavirus 2 (SARS–CoV-2) in the stool were negative.

Computed tomography (CT) showed extended ileitis 
with marked circumferential bowel wall thickening and hyperen-
hancement of the inner mucosa and submucosal edema, a fea-
ture typical of vasculitis involvement. CT of the chest showed no 
abnormalities.

Skin biopsy confirmed a diagnosis of IgA vasculitis, with 
perivascular and vessel wall infiltration by neutrophils and lympho-
cytes, leukocytoclasia, and C3 and IgA deposits in dermal capillar-
ies identified using immunofluorescence staining (Figure 1).

Low molecular weight heparin and intravenous steroids 
(methylprednisolone 0.8 mg/kg) were prescribed 2 days after 
admission for intense abdominal pain. The patient was discharged 
on day 7, receiving oral steroids and enoxaparin.

IgA vasculitis is a systemic small vessel vasculitis that may be 
triggered by different microorganisms (1). This case of IGA vascu-
litis in a CD patient receiving anti–tumor necrosis factor therapy, as 
reported (2), is remarkable for several reasons. First, it was associ-
ated with COVID-19, confirmed by PCR and serologic testing. The 
patient was admitted during the peak of the COVID-19 pandemic 
and had come into contact with several people who were poten-
tially COVID-19 positive but untested. Laboratory test results were 
remarkable for high levels of d-dimer and inflammation markers, 
suggesting a hypercoagulable state, which is one of the notable 
characteristics of COVID-19. A second notable finding was high 
IgA levels in the serum, with weak and transitory positivity only 
for IgA on COVID-19 serologic testing. As previously reported (3), 
anti–SARS–CoV-2 IgA is the first immunoglobulin detectable after 
COVID-19 infection. There is some evidence of other IgA-related 
diseases being associated with COVID-19. Indeed, one report 
has suggested a possible association between COVID-19 and 

Figure 1. Skin biopsy showing superficial dermis small vessel vasculitis with lymphocytes, neutrophils, and leukocytoclasia (A), with dermal 
capillary surface vascular deposits of IgA (B) and C3, but not IgG, revealed by direct cutaneous immunofluorescence staining. Original 
magnification × 10 in A, × 20 in B.
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Kawasaki disease (4), a systemic vasculitis associated with an 
antigen-driven IgA response (5). Interestingly, increased intestinal 
permeability has been reported in this disease, suggesting that 
disrupted intestinal barrier function plays a role in the development 
of IgA vasculitis (6). Furthermore, chilblain-like lesions with possi-
ble vascular damage have been reported to be possibly linked to 
COVID-19 infection, with anti–COVID-19 serologic testing reveal-
ing IgA but no IgG in several patients (7).

Even if we cannot prove the causality of COVID-19, it is 
notable that in this patient, IgA vasculitis was associated with  
elevated levels of serum IgA and with only IgA shown on  
COVID-19 serologic testing. Endothelial injury during COVID-19 
infection has recently been reported, with a recent study sug-
gesting that SARS–CoV-2 infection participates in the induction 
of endotheliitis in several organs as a direct consequence of viral 
involvement and the host inflammatory response (8).
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Anticardiolipin IgG autoantibody level is an indepen-
dent risk factor for COVID-19 severity

To the Editor:
A growing body of evidence indicates that patients with 

cardiovascular complications are at a higher risk for developing 
severe manifestations of coronavirus disease 2019 (COVID-19) 
(1). In addition, the high incidence of thromboembolic events sug-
gests that COVID-19–induced coagulopathy plays an important 
role in disease severity (2). Antiphospholipid autoantibodies (aPLs), 
which are essential markers of antiphospholipid syndrome, are 
also considered to be cardiovascular risk factors. The presence 
of aPLs has recently been described in 3 patients presenting with 
severe manifestations of COVID-19 (3). Such factors related to the 
severity of the disease may be relevant in the management of the 
COVID-19 pandemic, particularly as they pertain to the decision 
as to whether to keep a newly infected patient in the hospital.

To this end, levels of IgG and IgM anticardiolipin antibodies  
(aCLs) and anti–β2-glycoprotein I (anti-β2GPI) autoantibodies were  
measured using real-time polymerase chain reaction in serum 
samples from 56 COVID-19 patients with severe acute respiratory 
syndrome coronavirus 2 (SARS–CoV-2). The cohort was divided 
into a moderate (n = 27) and a severe group of patients (n = 29) 
according to clinical presentation at sampling. A disease man-
ifestation was defined as severe if at least one of the following 
criteria was met: respiratory rate >30 breaths/minute, oxygen 
saturation ≤93%, Pao2/Fio2 ratio ≤300 mm Hg, or cardiogenic 
shock or respiratory failure requiring admission to an intensive 
care unit (4). All samples were obtained from a declared biobank 
(DC 2020-4028) in compliance with ethics directives. Enzyme-
linked immunosorbent assay kits were used to determine aCL 
and anti-β2GPI antibodies. The association between disease 
severity and the clinical and biologic features of the disease was 
analyzed by univariate and multivariate logistic regression anal-
yses (generalized linear model function; R software version 4.0).

A summary of our results is provided in Table 1. Addi-
tional information regarding materials, methods, and aPL lev-
els are available online (Supplementary Materials and Methods, 
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