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Navigating the initial diagnosis and
management of adult IgA vasculitis:

A review
Brenna G. Kelly, BA,a,b Delaney B. Stratton, PhD, DNP, FNP-BC,a Iyad Mansour, MD,c

Bekir Tanriover, MD, MPH, MBA,c Keliegh S. Culpepper, MD,a,d and Clara Curiel-Lewandrowski, MDa

Tucson, Arizona; and Milwaukee, Wisconsin
Background: IgA vasculitis in adults has not been thoroughly studied. This has left a practice gap related
to the management and follow-up of a population that is at an increased risk of comorbidities and
potentially poor outcomes. For this reason, it is important to synthesize evidence from the current literature
because this can help direct the movement for more robust studies to clarify best practice
recommendations.
Objective: We sought to create a narrative review for the practicing dermatologist when diagnosing and
leading the care of IgA vasculitis in adult patients.
Methods: A broad literature search was performed with a focus on articles that were published after the
introduction of the most updated European Alliance of Associations for Rheumatology/Pediatric
Rheumatology International Trials Organization/Pediatric Rheumatology European Society criteria.
Results: The characteristics and management guidelines for IgA vasculitis in adults have been refined,
although more rigorous studies are needed to develop best practice recommendations.
Limitations: Because of the lack of sufficient randomized controlled trials on IgA vasculitis in adults, this
narrative review is composed of mostly observational, descriptive studies.
Conclusion: Adults with IgA vasculitis are at an increased risk of complicated disease course, necessitating
formal diagnostic assessment and clear-cut follow-up recommendations to manage and prevent poor
health outcomes related to various comorbidities. ( JAAD Int 2022;8:71-8.)

Key words: autoimmune; dermatopathology; direct immunofluorescence; IgA vasculitis; leukocytoclastic
vasculitis; vasculitis.
INTRODUCTION
IgA vasculitis (IgAV) is a subset of vasculitis

mediated by IgA immune complex deposition and
is clinically characterized by palpable purpura,
abdominal pain, arthritis, and renal involvement.
Because IgAV is more common in children, most
literature focuses on pediatrics. However, IgAV in
adults might be more common than initially thought
because of under-diagnosis, and essential differences
exist between children and adults (Table I).1-7 IgAV in
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adults is also associated with more severe disease,
necessitating a greater focus on management.8

Currently, the broad approach to the initial workup
and management of IgAV is based on comorbidities,
associated symptoms, and the approach and exper-
tise of the clinicianmanaging the patient at the time of
diagnosis. Because cutaneous eruption is the pre-
senting sign in approximately 75% of cases, derma-
tologists are specifically positioned to spearhead the
care and management of these patients.9,10 This is a
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critical opportunity because the prevention and
management of the associated comorbidities are of
great importance. This article aims to develop a
narrative review and protocol for dermatologists
when diagnosing and leading the care of IgAV in
adults.

METHODS
CAPSULE SUMMARY

d Protocols related to the diagnosis and
management of adult patients with IgA
vasculitis have not been clearly defined
in part because of the lack of
randomized control trials in this
population.

d This review analyzes and summarizes the
available literature to develop more
extensive recommendations related to
IgA vasculitis in adults.
Studies published in
English were searched using
PubMed, Cumulative Index to
Nursing and Allied Health
Literature, and Cochrane
Library. In combination with
the term ‘‘Adult IgA vascu-
litis,’’ the following search
terms were used to obtain
articles published in peer-
reviewed journals: ‘‘causes,’’
‘‘associations,’’ ‘‘cutaneous,’’
‘‘laboratory,’’ ‘‘management,’’
‘‘diagnosis,’’ ‘‘treatment,’’ ‘‘pr-
ognosis,’’ ‘‘outcome,’’ ‘‘de-
ath,’’ ‘‘relapse,’’ ‘‘remission,’’

‘‘epidemiology,’’ ‘‘review,’’ ‘‘organ involvement,’’
‘‘comorbidities,’’ ‘‘malignancy,’’ ‘‘gastrointestinal
involvement,’’ ‘‘renal involvement,’’ ‘‘joint involve-
ment,’’ and ‘‘pulmonary involvement.’’ Refer-enced
studies were also included after being reviewed and
acceptedby thepanel of authors. Thepublication time
frame was focused on articles published between
January 2010 andDecember 2021. This timeframewas
chosen for consistency purposes because the updated
and improved criteria, created by the working groups
European Alliance of Associations for Rheumatology
(EULAR), Pediatric Rheumatology International Trials
Organization (PRINTO), Pediatric Rheumatology
European Society (PRES) (EULAR/PRINTO/PRES)
with the help of a formal statistical validation process,
was released in 2010 (Table II). The resulting articles
were reviewed for eligibility on the basis of their
relevance. Data were organized and evaluated by
using the following categories: author, title, year,
number, study setting, and study design.

ETIOLOGY
The exact cause of IgAV remains unknown.

Current evidence suggests that the confluence of
antigen exposure in a genetically susceptible indi-
vidual leads to the deposition of IgA1-dominant
immune complexes in target organs.11 Many cases
of IgAV in adults are idiopathic; however, infections
and drugs are well-described precipitating events. In
a recent systematic study on drug-induced IgAV,
antibiotics, particularly beta-lactams, were found to
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be themost commonly implicated drug predisposing
to IgAV in adults. Vaccines, tumor necrosis factor a
blockers, antihypertensives, anticoagulants, nonste-
roidal anti-inflammatory drugs, and other analgesics
were also common.12 Importantly, glomerulone-
phritis is less common in drug-induced cases
because symptoms often resolve quickly after drug
ealth and Social Security de Clinica
ación. Copyright ©2022. Elsevier 
discontinuation, with only a
minority of patients requiring
immunosuppressive
agents.12 Interestingly, evi-
dence suggests that a
broader range of infections
precede IgAV in adults. In a
recent study, infections such
as pneumonia, pyelonephri-
tis, epididymitis, and cellu-
litis were found to be present
in adults 4 weeks before their
IgAV diagnosis.13 Obtaining
a history of previous illness
or infections is essential,
especially because patients
may have a less complicated course of IgAV if it has
been provoked by an infection that resolves, as
opposed to idiopathic IgAV.

History and physical examination
Clinical criteria. In 2010, the new EULAR/

PRINTO/PRES classification criteria for diagnosing
IgAV in pediatric patients were found to have
improved sensitivity and specificity compared with
the previously used American College of
Rheumatology criteria. In 2016, Hocevar et al14

trialed these diagnostic criteria in an adult cohort
and found a sensitivity of 100% and a specificity of
87%. The EULAR/PRINTO/PRES criteria was also
validated in a recent study of IgAV in adults with an
overall sensitivity of 99% (N = 85).15 It is important to
note that constitutional symptoms, such as fever,
weight loss, and fatigue, are not included in the
EULAR criteria. Constitutional symptoms are impor-
tant to assess in adults because they are more
commonly seen in this cohort.16 Although the
EULAR/PRINTO/PRES criteria are useful in diag-
nosing IgAV in adults, several studies have stressed
the need for a specific criterion for adults.

Cutaneous findings. Symmetric palpable pur-
pura, often with localized subcutaneous edema, is
the most common presentation of skin eruption
observed in adults with IgAV.8,17 It is most often
located on the lower limbs; however, purpura on the
trunk and upper extremities is not uncommon and
the rash may even extend to involve a large surface
area.10,17 Comparedwith children, the rash of IgAV in
lKey.es por Elsevier en septiembre 15, 
Inc. Todos los derechos reservados.
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adults is more likely to have variations such as bullae,
pustules, and necrotic or hemorrhagic pur-
pura.10,17,18 Lesions can be asymptomatic, painful,
or pruritic.19,20

Diagnosis. Biopsies of IgAV typically reveal
leukocytoclastic vasculitis (LCV) primarily affecting
the small superficial vessels. Lymphocytic vasculitis
and perivascular inflammation, which are other
phases in the LCV process, can also be seen.21-24

Because LCV is not specific for IgAV, direct immu-
nofluorescence (DIF) is often ordered in conjunc-
tion. Most cases of IgAV in adults are positive for IgA
deposition; however, a subset of IgAV in adults may
yield a negative DIF.25,26 This may be related to the
time of biopsy relative to lesion onset because IgA
can degrade in older necrotic lesions.25 Biopsy
recommendations are shown in Fig 1. DIF should
be performed in newer lesions because as more time
passes from lesion onset, the likelihood of a false
negative increases.24,27 In contrast, hematoxylin and
eosin staining should be performed for the samples
obtained from established lesions because fully
evolved lesions are more likely to have all the
diagnostic features of LCV.27 This is a controversial
point because some publications advocate for ob-
taining lesional samples over perilesional samples
for DIF. In contrast, others recommend perilesional
biopsies for DIF and lesional samples for hematox-
ylin and eosin staining.22,24,28,29 Additional studies
comparing lesional and perilesional biopsies for DIF
are needed to determine whether sampling location
could account for negative DIF results.25 Lastly,
despite all these considerations, DIF may still be
negative. For this reason, it is helpful to carefully
consider the clinical history and presentation when
there is high suspicion for IgAV in adult patients,
even in the setting of a negative DIF. Although
predominant IgA deposition is not an essential
criterion of the EULAR criteria, confirmation biopsy
has been proposed given that the cutaneous presen-
tation is more likely to be atypical in adults.10

Furthermore, if there is high clinical suspicion, a
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full panel DIF may not be needed. This is an
important consideration given that a standard DIF
panel costs around $350 to $450 in the United
States.26,29 It has been previously asserted that DIF
results are rarely contributory except in the setting of
IgAV, and some have ascertained that DIF is best
utilized when IgA is the sole immunoreactant or, in
some cases, in combination with immunoglobulin
M.29 This strategy may be appropriate in certain
situations and can be cost saving.

Management of cutaneous lesions. The cuta-
neous manifestations of IgAV in adults are often
reported as self-limited, with resolution typically
around 2 to 3 weeks.10,30 However, in several
studies and reviews, some skin eruptions associ-
ated with IgAV in adults were found to be re-
fractory and challenging to treat.31 Unfortunately,
there is no specific treatment for skin purpura, and
most recommendations are based on clinical expe-
rience.24,31 For noncomplicated cutaneous mani-
festations, rest, elevation, compression stockings,
and analgesia are recommended.8,19,20 Patients
may try topical steroids as well. The use of oral
corticosteroids in treating the cutaneous manifes-
tations of IgAV is a matter of debate; some reviews
note that they are ineffective for skin purpura,8

whereas others report that they may be required
for painful or ulcerative disease and that they help
prevent new lesion formation.32 There is a broad
range of treatments for severe, refractory, or re-
lapsing skin eruptions, which stresses the need for
large randomized control trials to clarify recom-
mendations. For now, if resting and analgesia are
ineffective in managing the cutaneous symptoms,
patients can try topical steroids and colchicine
1 mg/d in patients without gastrointestinal (GI)
symptoms, or even a low dose prednisone taper.
Covering necrotic or hemorrhagic lesions with
petrolatum can facilitate healing. Patients who
respond incompletely to steroids or who cannot
taper without disease flare may try steroid-sparing
agents such as dapsone, colchicine, or azathio-
prine because these medications have been at-
tempted with some benefit in these situations.32

Despite this, a recent review from the Center for
Vasculitis Care and Research at Cleveland Clinic
found that skin lesions in adults with IgAV are
frequently chronic, difficult, and even refractory to
multiple immunosuppressive therapies. They sug-
gest a combination of glucocorticoids and an
immunosuppressive agent, such as rituximab or
mycophenolate mofetil, to control refractory skin
lesions in adults.10 Ultimately, the use of any
therapy must be weighed against the patient’s
comorbidities and symptoms.
ealth and Social Security de ClinicalKey.es por Elsevier en septiembre 15, 
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Table I. Differences in IgA vasculitis between children and adults

Parameter Children Adults

Incidence 10-20 per 100,00019 with peak incidence
around ages of 4-6 years, and 90% of cases
occurring under the age of 10 years.1

0.8-5.1 per 100,000 with increased frequency in
the fifth and sixth decades of life.2

Male-to-female ratio of 1.5.20

IgAV-N incidence IgAV-N occurs in 20%-54% of IgAV in children. Occurs in 45%-85% of IgAV cases in adults.
More severe with lower remission rates.33

Adults have an 11% risk of ESRD and a 13% risk
of severe renal failure.44

Natural history Generally benign and self-limited, with
symptoms resolving within 1 month.

94% of children have complete recovery by
2 years.1

Corticosteroid dependence and refractory
disease more frequent as onset age
increases.3

Roughly three-fourths of patients will have
some type of systemic involvement.4,18

Renal involvement at disease onset and when
disease fully established more common.41

Precipitating factors Precipitating factor such as infection and/or
medication identified in around 50% of
cases.5,41

Upper respiratory tract infection especially
common, more common in fall and
winter.2,6,41

More often idiopathic, with precipitating
factors identified in around a quarter of
cases.41

Drug implicated cases have been reported in
the range of 12.5%-26%, whereas preceding
infections have been described in 23%-35%
of cases.9,43

Prognosis Long-term complications and relapses are rare,
with a favorable outcome seen in 95% of the
pediatric population.10

Relapses are frequent (30%) and most of the
time cutaneous (90%).7

Recalcitrant disease is significantly more
common than in children, especially in adults
with renal manifestations.13

Spontaneous remission more likely in patients
who have milder disease.44

Increased mortality in older patients with
IgAV.45,48

ESRD, End-stage renal disease; IgAV, IgA vasculitis; IgAV-N, IgA vasculitis nephropathy.
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Systemic workup and management
Renal involvement. Patients with IgAV usually

develop renal manifestations within a few weeks
after the initial presentation; however, this can be
delayed several months.33 Microscopic or macro-
scopic hematuria with or without red blood cell casts
is the earliest and most sensitive test suggestive of
IgA vasculitis nephropathy (IgAV-N).8 Other mani-
festations include proteinuria that ranges from mild
to severe. The incidence of acute kidney injury
according to Kidney Disease Improving Global
Outcomes guidelines34 can reach up to 32% in adults
at the time of diagnosis but is rare in children.35-37

Hypertension is typically noted in one-third of
cases.8 Chronic kidney disease (stages 3-5), accord-
ing to the Kidney Disease Improving Global
Outcomes classification,38 is a common, long-term
complication, with 10% to 30% of patients with IgAV-
N developing end-stage renal disease at 15 years
follow-up.39,40

Because the majority of patients with IgAV-N
manifest symptoms early, immediate screening is
Descargado para Lucia Angulo (lu.maru26@gmail.com) en National Library of H
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critical and should include urinalysis, serum creati-
nine with estimated glomerular filtration rate, and
blood pressure monitoring. The timeline for follow-
up testing is detailed in Fig 2. Monitoring should be
extended as long as clinical or biologic abnormalities
persist.

Evidence-basedmanagement of IgAV-N is limited.
Currently, there are no randomized control trials to
demonstrate the effectiveness of steroids in prevent-
ing IgAV-N in adults or children. In fact, the 2021
Kidney Disease Improving Global Outcomes guide-
lines have recommended against using glucocorti-
coids to prevent nephritis.

Patients with elevated blood pressure and/or
proteinuria[0.5 g/d should be treated on the basis
of the recommendations in Fig 2. Decision tomanage
these patients is up to the individual clinician, and
subspeciality referrals can be made earlier on the
basis of comfort level.

GI involvement. GI involvement has been re-
ported in 37% to 65% of IgAV cases in adults. The
most common symptom is colicky abdominal
ealth and Social Security de ClinicalKey.es por Elsevier en septiembre 15, 
ación. Copyright ©2022. Elsevier Inc. Todos los derechos reservados.



Fig 1. Biopsy recommendations for the workup of IgA
vasculitis in adults. DIF, Direct immunofluorescence;
EULAR, European Alliance of Associations for Rheuma-
tology; H&E, hematoxylin and eosin; IgM, immunoglob-
ulin M. *Further study is required to determine the optimal
location for DIF biopsy.

Table II. European Alliance of Associations for Rheumatology/Pediatric Rheumatology International Trials
Organization/ Pediatric Rheumatology European Society classification criteria for IgA vasculitis*

Criterion Definition

Purpura (mandatory) Purpura (commonly palpable or in crops) or petechiae, with lower limb predominance, not
related to thrombocytopenia.y

Abdominal pain Diffuse abdominal colicky pain with acute onset assessed by history and physical
examination; may include intussusception and gastrointestinal bleeding.

Histopathology Typically leukocytoclastic vasculitis with predominant IgA deposits or proliferative
glomerulonephritis with predominant IgA deposits.

Arthritis or
arthralgias

Arthritis of acute onset defined as joint swelling or joint pain with limitation on motion;
arthralgia of acute onset defined as joint pain without joint swelling or limitation on
motion.

Renal
involvement

Proteinuria[0.3 g/24 h or[30 mg/mmol or urine albumin/creatinine ratio on a spot
morning sample; hematuria or red blood cell casts:[5 red blood cells/high power
field or red blood cells casts in the urinary sediment or $ 21 on dipstick.

*The presence of purpura with lower limb predominance and at least 1 of the other 4 criteria yields a sensitivity of 100% and a specificity of

87%.
yFor purpura with atypical distribution, a demonstration of an IgA deposit in a biopsy specimen is required.
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pain,9,17,41,42 followed by hematochezia, diarrhea,
nausea, and vomiting.42,43 These symptoms are
related to vasculitis-induced bowel ischemia and
edema.8 Severe GI involvement, often defined as
severe bloody diarrhea, ileus, or the need for surgical
intervention, is rare. Ileus is reported 6.5% to 9% of
the time, whereas surgical intervention is reported
2% to 4% of the time.9,42 Mortality from IgAV-related
GI involvement is rare (0.7%-1%)14,42 and most
commonly because of mesenteric ischemia or
sepsis-related bowel perforation. Bloody stool or
microcytic anemia warrants further investigation.
Baseline laboratory and management recommenda-
tions are shown in Fig 3. Intestinal bleeding and
perforation are potential complications, and 1 study
recommends that any evidence of GI involvement be
Descargado para Lucia Angulo (lu.maru26@gmail.com) en National Library of H
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worked upwith computed tomography scans and/or
GI endoscopies (N = 137).42 Others have proposed
checking plasma factor XIII activity and fecal occult
blood test in patients with abdominal symptoms.13 If
there is no GI involvement, patients should monitor
for these symptoms and immediately report them if
identified. Abdominal involvement is more common
once the disease is fully established.41 Prior literature
suggests that the majority of nonsevere GI involve-
ment spontaneously improve.42 For this reason,
glucocorticoids, factor XIII, and other immunosup-
pressants are not appropriate to initiate; however,
they may have a role in more serious complications,
such as an acute surgical abdomen.

Joint involvement. IgAV-associated joint
involvement in adults has been reported in 30% to
60% of cases.44,45 It is transient, migratory, and
overall nondestructive.20,21 The knees and ankles
are the most commonly affected joints.13,43 Assessing
for joint involvement when taking a patient’s history
may be complicated given that many older patients
will likely have arthritis or arthralgias at baseline. The
EULAR/PRINTO/PRES classification criteria define
arthritis or arthralgias as those conditions that have
an acute onset; however, an exact time frame is not
described. Similarly, many previous studies have not
elucidated a time frame when inquiring about joint
involvement. For this reason, in patients with a
history of arthritis, it may be helpful to ask whether
there has been an acute onset, worsening, or
migration of the pain.

Pain management. Although nonsteroidal anti-
inflammatory drugs have been used in the past for
pain control in IgAV, recently, several reviews have
recommended avoiding these drugs because of a risk
ealth and Social Security de ClinicalKey.es por Elsevier en septiembre 15, 
ación. Copyright ©2022. Elsevier Inc. Todos los derechos reservados.



Fig 2. Screening protocol for renal involvement in adults with IgA vasculitis. ACEi, Angiotensin
converting enzyme inhibitor; AKI, acute kidney injury; ARB, angiotensin II receptor blocker;
BP, blood pressure; CKD, chronic kidney disease; eGFR, estimated glomerular filtration rate;
RPGN, rapidly proliferative glomerulonephritis; S.Cr, serum creatinine; UA, urinalysis; UACR,
urine albumin-creatinine ratio; UPCR, urine protein-creatinine ratio.

Fig 3. Suggested management guidelines for IgA vasculitis in adults. CBC, Complete blood cell
count; FOBT, fecal occult blood test; GI, gastrointestinal.

JAAD INT

SEPTEMBER 2022
76 Kelly et al
of renal involvement and GI bleeding.10,20

Therefore, oral acetaminophen is an appropriate
option for treating arthralgias46 and possibly mild
abdominal pain. For severe or refractory pain, oral
steroids may be trialed.
Descargado para Lucia Angulo (lu.maru26@gmail.com) en National Library of H
2022. Para uso personal exclusivamente. No se permiten otros usos sin autoriz
Malignancy. The relationship between IgAV in
adults and underlying malignancy is difficult to recon-
cile. Several studies, because of their different time-
frames and screening methods, have reported varying
results. Incidence rates have ranged from 2.5% (N= 81;
ealth and Social Security de ClinicalKey.es por Elsevier en septiembre 15, 
ación. Copyright ©2022. Elsevier Inc. Todos los derechos reservados.
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N = 85)2,15 to 10% (N = 260).44,47 Most cancers
associated with IgAV are solid organ, primarily
mucosal, which argues for a related pathogenesis
given the IgA mucosal connection.47 In addition,
when cancers are diagnosed in patients with IgAV,
they are typically found in the 6 months preceding or
following IgAV diagnosis.47 Interestingly, 1 consistent
finding is the identification of higher serum IgA levels
in patients with IgAV with malignancy.13,47 Hankard
et al47 found that adults with malignancy-associated
IgAV had median serum IgA levels of approximately
4.5 mg/dL compared with 3.6 mg/dL in patients
without associated cancer (P \ .0083, N = 30). For
this reason, checking the serum IgA level has been
proposed. Studies have also found that adult patients
with IgAVwith associated cancers tend to beolder, and
screening has been recommended in older and elderly
patients.13,17 Lastly, because IgAV in adults can be
related to an underlying etiology, such as infection or
new medication use, cancer screening in patients
without an identifiable underlying etiology should be
considered.

Overall prognosis. Deciphering the true mor-
tality rate for IgAV in adults is complex given that
studies vary in treatment, follow-up duration, and
design/setting. Mortality rates range anywhere from
2.4% in a study without a matched group9 to 51.3% in
a strictly hospitalized adult population with IgAV with
a reference group.48 There is a risk of life or organ-
threatening manifestations during the acute phase of
the diseasedmost notably from intestinal ischemia.14

Although a rare complication, pulmonary hemor-
rhage is associated with high mortality and morbidity.
Hemoptysis, drop in hemoglobin, and chest infiltrates
are the most common presenting findings.49

Therefore, patients with hemoptysis should be sent
for chest x-ray. Relapse rates in IgAV range between
15% and 30%; however, this data’s accuracy has been
questioned given varying definitions.16 In most
studies, relapse is defined as the reappearance of
clinical signs of IgAVafter a symptom-free period of at
least 1 month.50 Several studies have attempted to
identify predictors of relapse; however, the results
have been divergent.16,41,51

CONCLUSION
IgAV is a complex disease and should be

medically approached as a systemic process that
warrants thorough clinical and laboratory assess-
ment. This is essential to identify patients with
extracutaneous involvement who require special-
ized care and are at risk of complications. Beacuse
IgAV in adults is uncommon relative to pediatric
IgAV, the literature has historically focused on the
pediatric end of the spectrum. Fortunately, this gap
Descargado para Lucia Angulo (lu.maru26@gmail.com) en National Library of H
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in the literature has been identified, and there is an
ongoing effort to carry out randomized control
trials in adults with IgAV to help direct their
management.
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