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Atypical Characteristics of Skin Eruption in Adult Iga Vascu-
litis should not Deter from Diagnosis: Observations from a 
Retrospective Case Series

Abstract
IgA vasculitis is poorly understood in adults and there is a greater need for randomized control trials to identify the clinical course and proper 
management of the disease. This is especially critical for adults with IgA vasculitis, given the association with worse outcomes and greater 
morbidity and mortality related to the diseaseâ€™s comorbidities. For this reason, prompt identification and diagnosis of the vasculitis is critical. 
Importantly, cutaneous eruption is the most common presenting sign of IgA vasculitis, and it may be the only feature available to determine initial 
suspicion for IgA vasculitis. Atypical cutaneous features, such as necrotic or hemorrhagic purpura, bullae, or pustules, are more common in the 
cutaneous eruption of adult IgA vasculitis. This complicates identifying an already rare vasculitis in adults and could lead to delays in identification 
and management of the associated comorbidities. In this retrospective case series, we studied 34 adult patients with biopsy proven IgA vasculitis 
and divided each case into one of three different groups based on the dermatology providersâ€™ differential diagnosis and initial clinical suspicion 
for IgA vasculitis at the time of biopsy. We then evaluated whether the proportion of patients with atypical cutaneous features differed across the 
groups. Atypical cutaneous features were significantly more common in cases where IgA vasculitis was not included in the differential compared 
to cases where IgA vasculitis was included. This suggests that atypical cutaneous features could be deterring clinicians from considering and 
identifying the vasculitis. This has implications for patient care related to the diseaseâ€™s comorbidities and steps should be taken to emphasize 
that atypical cutaneous features are a common occurrence in adult IgA vasculitis.
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Introduction

Palpable purpura or petechiae with lower limb predominance are the 
classic skin eruptions associated with IgA vasculitis (IgAV); however, skin 
eruption in adult onset IgAV is more likely to present with atypical features 
that deviate from this presentation. For example, roughly one-third of adults 
present with necrotic or hemorrhagic purpura [1,2]. Adults are also more likely 
to have bullae, pustules and urticarial wheels [3,4]. In contrast, a recent study 
found that only two out of 113 children with IgAV presented with atypical skin 
eruptions such as hemorrhagic bullae, and skin necrosis is reported to occur 
in less than 5% of childhood cases [2,5-7]. Currently, there is no specific 
criterion for diagnosing IgAV in adults and clinicians often rely on the childhood 
diagnostic criteria to identify the disease in adults. This has implications since 
the most updated childhood IgAV diagnostic criterion, created by the European 
League against Rheumatism/Pediatric Rheumatology International Trials 
Organization/Pediatric Rheumatology European Society (EULAR/PRINTO/
PRES), does not account for differences between children and adults, such as 
the higher prevalence of atypical cutaneous features. Additionally, the accuracy 
of diagnosing IgAV in adults with the childhood criterion has been divergent 
[8,9] and several have called for a specific adult criterion [10]. Recognizing 

the differences in clinical spectrum between adults and children with IgAV is 
essential for diagnostic accuracy and patient care, especially since IgAV is 
diagnosed largely by clinical criteria [11]. Importantly, IgAV is affiliated with 
renal, articular, gastrointestinal (GI) and other comorbidities, which frequently 
manifest after the initial skin lesions. Adults are more likely to have severe and 
relapsing disease related to these comorbidities [10]. This underscores the 
importance of identifying the disease early, as this alerts clinicians to look for 
systemic involvement and initiate appropriate management as needed. Since 
skin eruption is the presenting sign of IgAV in around 75% of cases,    it may 
be the only feature available to determine initial suspicion for IgAV. Clinicians 
are taught to recognize adult IgAV based on childhood criteria; however, they 
might be missing cases if they do not affiliate atypical cutaneous features as a 
common part of the clinical spectrum in adults. Additionally, although providers 
may recognize that atypical cutaneous features can occur in adult IgA 
vasculitis, prior studies have not examined whether this recognition actually is 
applied in clinical practice.  

Case Series

In this retrospective case series we aimed to evaluate whether atypical 
cutaneous characteristics, such as necrotic or hemorrhagic purpura, bullae, 
or pustules, influenced clinical suspicion for IgAV. Our study included 34 
patients ≥18 with biopsy-proven IgAV (defined as skin biopsy showing 
leukocytoclastic vasculitis with predominant IgA deposits OR kidney biopsy 
with proliferative glomerulonephritis with predominant IgA deposits) seen at 
our institution between 2016 and 2021. We then classified each case into 
one of three different groups based on the providers’ differential diagnosis 
(DDX) and suspicion for IgAV at time of biopsy (Table 1). The DDX and clinical 
suspicions were those determined by University of Arizona dermatology
residents in conjunction with their attendings at time of consultation. We
then evaluated whether the proportions of patients with atypical skin eruption
features differed across the groups by the likelihood-ratio-based exact G-test

mailto:brkelly@mcw.edu


J Vasc, Volume 8:5, 2022Kelly BG, et al.

Page 2 of 3

(G=2*Sum[Observed*ln[Observed/Expected]]), in a Bonferroni-corrected 
(α <0.01667) partitioned analysis with an omnibus test of proportions, a
subsequent poolability analysis of the closest proportions (IgAV in DDX and 
IgAV only DDX), and a final analysis comparing the pooled (“in/only”) to the 
(IgAV not in DDX) case (Table 2).

The omnibus and poolability tests were not significant, yet the 
comparison of Group 1 (IgAV not in DDX) to the pooled data (Groups 2 and 
3) was statistically significant (p<0.00001). The results suggest that atypical
cutaneous features were significantly more common in cases where IgAV was
not considered in the DDX, compared to cases where IgAV was included in the 
DDX. These findings suggest that atypical characteristics may deter clinicians
from considering the diagnosis of IgAV upon initial assessment. For example,
in one case where IgAV was not included in the DDX, the clinician remarked
that their “concern for medium vessel vasculitis came from the presence of
hemorrhagic bullae and ulceration.” This statement emphasizes that providers 
may not associate atypical features, such as hemorrhagic bullae or ulceration, 
with small vessel vasculitides such as IgAV.

Results and Discussion 

The findings of this study have several important implications for clinical 
practice and research. Importantly, Adult IgAV is considered a rare disease, 
although it may be more common than initially thought [12]. Because of its 
perceived rarity, clinicians may be more likely to consider other vasculitides 
than IgAV when first evaluating a patient with palpable purpura. This becomes 
even more of a possibility if a patient presents with atypical cutaneous 
features that are more reflective of another vasculitis than IgAV. The results 
of our study indicate that this is plausible since providers were more likely to 
consider a different diagnosis in the presence of atypical cutaneous features. 
Prior studies have also shown discrepancies in the clinical and histopathologic 
diagnosis of adult IgAV. For example, a 2018 study by Lath, et al. suspected 
IgAV clinically in 65 patients of which only 40 (61.5%) were confirmed on DIF. 
Furthermore, 20 cases that were not originally suspected of HSP/IgAV were 
later found to be DIF proven IgAV. This study did not examine potential reasons 
for the missed clinical diagnosis of IgAV in these 20 cases; however, this may 
reflect difficulties in identifying the disease that could be reflective of atypical 
cutaneous eruptions. 

Conclusion

One might argue that identifying IgAV based on clinical picture is not 
critical since DIF, which is often ordered in vasculitis and immunobullous 
workups, can act as a “safety net” to identify predominant IgA deposits in 
cases where initial clinical suspicion might be low. Although DIF is frequently 
contributory in cases of IgAV, this thinking is idealistic. Studies have found that 
there are frequently subsets of true IgAV cases in which vascular cutaneous 
IgA deposition is negative [13,14].  Reasons for this are not entirely clear, 
although timing, sampling technique and certain drugs have been implicated in 
affecting these results [13,14]. Therefore, providers should avoid overreliance 
on DIF to cement the diagnosis, especially since there other vasculitides, such 
as cryoglobulinemia, hypocomplementemic vasculitis and collagen vascular 
disease that can exhibit predominant IgA deposits as well [13] Additionally, 
DIF results frequently take several days to weeks to result. This can have 
important implications in adult IgAV given the associated comorbidities that 
require prompt recognition and management. For example, GI symptoms 
usually develop within a week of the appearance of the rash [15] and can be 
severe, with GI perforation representing the main life threatening complication 
[16]. Adults also have significantly higher rates of severe and non-severe GI 
bleeding [17]. Missed diagnoses of IgAV can lead to delays in screening for GI 
involvement and other comorbidities. In some cases, symptoms reflective of GI 
involvement have even been masked due to steroids [18]. Similarly, pulmonary 
hemorrhage which is a rare but potential complication can be seen in the 
early phase of IgAV and is associated with high morbidity and mortality [19]. 
Certain interventions have been associated with better outcomes for patients 
with pulmonary hemorrhage [19,20]. This further emphasizes the importance 
of cementing the diagnosis of IgAV as early as possible as this allows for 
prompt screening and identification of the comorbidities associated with IgAV. 
This leads to efficient treatment and management which can prevent further 
complications. 

Limitations 
Limitations of the study include the relatively small sample size and 

retrospective nature that may not be fully reflective of the clinicians’ thought 
processes. Despite the small sample size, our findings suggest that IgAV 
may be more frequent than clinicians anticipate. Our study’s strength is that 
we were able to observe clinicians’ initial diagnostic considerations when 
evaluating cases of adult IgAV. This established a proportion of cases that 
could have been misdiagnosed if the DIF hadn’t been performed to assess 

Table 1. Biopsy proven adult IgA vasculitis cases divided into groups based on clinician inclusion of IgA vasculitis in differential diagnosis at time of initial biopsy. 

Group Description Example n

Group 1 IgAV † not included in DDX‡ and no mention of any clinical suspicion for 
IgAV. “septic vasculopathic phenomenon vs. vasculitis vs. adult onset stills.” 11

Group 2 IgAV included in the DDX, along with other diagnoses. “IgAV vs. pigmented purpura dermatitis.” 15
Group 3 Only IgAV included in DDX. “Rule out IgAV.” 8

†IgAV: IgA vasculitis; ‡DDX: differential diagnosis

Table 2. Partitioned analysis comparing proportions across groups based on initial IgA vasculitis inclusion in DDX† at time of initial biopsy.

Tests Total Cases
(n)

Cases with Atypical Rash 
(n) %

Omnibus test
IgAVb not in DDX 11 6 0.54545

IgAV in DDX 15 4 0.26667
IgAV only DDX 8 1 0.12500

g§=2.81968, df¶=2, p=0.244

Poolability test
IgAV in DDX 15 4 0.26667

IgAV only DDX 8 1 0.12500
g=0.52763, df=1, p=0.46761

Comparison test
IgAV not in DDX 11 6 0.54545
IgAV in/only DDX 23 5 0.21739

g=75.15424, df=1, p<0.00001
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for immunoglobulin deposition related to other immune-mediated diagnoses 
that were being considered at the time of initial evaluation. This highlights 
the possibility that other IgAV cases are being missed, especially if atypical 
features deter clinicians from considering IgAV. This clinical scenario can lead 
to delays in diagnoses and prompt management of associated co-morbidities. 
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