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Many authors suggested that IgA Vasculitis (IgAV) and IgA Nephropathy (IgAN) would be two clinical manifestations of the
same disease; in particular, that IgAV would be the systemic form of the IgAN. A limited number of studies have included
sufficient children or adults with IgAN or IgAV (with or without nephropathy) and followed long enough to conclude on
differences or similarities in terms of clinical, biological or histological presentation, physiopathology, genetics or
prognosis. All therapeutic trials available on IgAN excluded patients with vasculitis. IgAV and IgAN could represent
different extremities of a continuous spectrum of the same disease. Due to skin rash, patients with IgAV are diagnosed
precociously. Conversely, because of the absence of any clinical signs, a renal biopsy is practiced for patients with an
IgAN to confirm nephropathy at any time of the evolution of the disease, which could explain the frequent chronic lesions
at diagnosis.
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| 1. Epidemiology

Apart from the obvious differences in extra-renal clinical presentation, the main difference between IgAV and IgAN is
epidemiological (Table 1). The overall precise prevalence of IgAN or IgAV, in children or adults, is not known, but varies

considerably around the world &I,

Table 1. Differences and similarities between IgAN and IgAV.

IgA Nephropathy IgA Vasculitis
Age at onset 30 to 39 years 1 to 19 years and 60 to 69 years
Clinical Only renal Extra-renal symptoms (skin, gastro-intestinal, joint, neurologic, pulmonary, urologic)

presentation * renal involvement

Mesangial IgA1, IgG, IgM, C3 and fibrin on immunofluorescence
Renal biopsy Mesangial hyper-cellularity with increased mesangial matrix, endo-capillary hyper-cellularity, segmental
glomerular sclerosis, cellular crescents on light microscopy

Outcome More severe in adults

Physiopathology Multi-hit model involving IgA1

In children, IgAV incidence is about 3 to 26.7/100,000 children per year [ERBI4, The risk of progression to end-stage renal
disease requiring dialysis in children varies from 2.5% to 25%, but it is on average around 8% =8, |n Europe, 3% of
children on dialysis are due to IgAV. It is much rarer in adults, where its incidence is around 1.4 to 5.1/100,000 [AEI9IL0]
The child/adult ratio would therefore vary from 150 to 205. In adults, the risk of developing chronic renal failure is frequent,
from 8 to 68%, on average around 18% within 15 years (111122

In children, IgAN incidence varies from 0.03/100,000/year in Venezuela to 9.9/100,000/year in Japan and in adults around
2.5/100,000/year 13114 The reported incidence rates are likely to underestimate true rates of IgAN, as this disease can
exist sub-clinically and depends on country policy for microscopic hematuria detection in the population and/or renal
biopsy indications. The risk of progression to end-stage renal disease (ESRD) is reported from 4% after 4.6 years in
Europe 15! to 11% after 15 years of follow-up in Japan 18 and 14% in China L4, The risk of progression to ESRD
requiring dialysis in adults varies from 30% to 40% within 10 to 25 years 28], |n adults, IgAN is the cause of ESRD of 3.6%
of newly dialyzed patients (<,



Whatever the studies, there is definitely an age difference between patients with IgAN and those with IgAV. This is
particularly demonstrated by this Japanese study 29: Among 18,967 patients with biopsy-proven disease between July
2007 and December 2012, the authors selected 513 patients with IgAV and 5679 with IgAN from the J-RBR (Japan Renal
Biopsy registry) registry. They highlight a bimodal distribution for IgAV with two peaks between 1 to 19 years and 60 to 69
years, whereas for IgAN, the peak is rather between 30 to 39 years.

| 2. Clinical Presentation and Outcome

Macroscopic hematuria is the most frequent IgAN initial presentation in children, followed by the fortuitous finding of
microscopic hematuria accompanied or not by proteinuria. In adults, the diagnosis is often made at the stage of chronic
kidney disease (CKD), as if diagnosis in this belated context were made at an advanced stage after missing a pauci-
symptomatic form that previously occurred in childhood. By contrast, the diagnosis of IgAV is, in most cases, made much
earlier, revealed by the presence of extra-renal signs.

Indeed, by definition, the IgAV is characterized by the combination of cutaneous (palpable purpura), gastrointestinal
(colicky pain, bloody stools) and articular (arthralgia) involvement. More rarely, we can observe a neurological, pulmonary
or urological involvement 24, The long-term prognosis of the disease depends on the presence of renal impairment and
its evolution. From a histological point of view, it is not possible to distinguish a glomerulonephritis as part of an IgAV from
an IgAN. Renal biopsy shows, in the two cases: on immunofluorescence, predominant IgA1 deposits in the mesangium of
all glomeruli (Figure 1), with glomerular deposits of IgG, IgM, C3 and fibrin in variable proportions; on light microscopy,
mesangial hypercellularity with increased mesangial matrix, endo-capillary hypercellularity, segmental glomerular
sclerosis, cellular crescents and tubular atrophy and interstitial fibrosis.

Figure 1. Mesangial and capillary wall IgA deposits (immunofluorescence staining for IgA, original magnification x400).

IgAV is most common in childhood, but may occur at any age. Macroscopic hematuria is very uncommon after age 40.
The importance of asymptomatic urine abnormality as the presentation of IgAN will depend on attitudes to routine urine
testing and renal biopsy. It is unclear whether patients referring late, with chronic renal impairment, have a disease distinct
from those referring earlier, with macroscopic hematuria (Figure 2: Data from patients presentation in Leicester, UK,
1980-1995 [22]),
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Figure 2. IgAN and IgAV clinical presentation over time from childhood to older age [22. Reprinted with permission from
ref. 22, Copyright 2000 Rights and Permissions of Elsevier.

Renal involvement occurs in IgAV with a prevalence ranging from 20 to 54% in children and 45 to 85% in adults. Patients
with nephritis have hematuria + proteinuria of varying flow rate. They seem to have a higher frequency of nephritis and
rapidly progressive nephritic syndrome at onset, notably in adults, but this is not the case in all published cohorts, as
some of them, as we will develop furthermore, even describe the opposite.

Whether or not disease severity at diagnosis and prognosis differs between IgAN and IgAV remains controversial.

With regard to the clinical presentation and prognosis, the results of the few studies comparing the two diseases most
frequently show a less favorable evolution for IgAN. Significant differences in the conclusions of the studies from one
country to another suggest genetic susceptibility.

A Chinese study 231 compared 31 children with IgA Nephropathy to 120 children with IgA vasculitis and nephropathy, 32 of
whom had a renal biopsy. In this pediatric cohort, patients with IgAN were significantly older. Histologically, the kidneys of
patients with IgAN were more sclerotic (35.5% versus 3.1%) while there were more endothelial proliferation in those with
IgAV (65.6% versus 29%). After 34 months of follow-up, the prognosis seemed better in patients with IgAV, since 72.5% of
children from the IgAV group were in complete remission compared with only 19.4% in the IgAN group, in which patients
had significantly persistent hematuria and proteinuria.

In another Spanish study 241, 142 patients with IgAV were compared to 61 patients with IgAN, of all ages. Those with IgAV
were also younger (mean age at onset 30.6 years (2.9 to 82.7 years), than those with IgAN (37.1 years (14.7 to 78.5
years)). Again, the renal presentation was less severe: a lower rate of renal insufficiency (25% in IgAV vs. 63.4% in IgAN)
and nephrotic syndrome (12.5% vs. 43.7%) were reported, while the prognosis, after a median follow-up of 130 months,
was better: dialysis (2.9% in IgAV vs. 43.5% in IgAN), renal transplant (0% vs. 36%) and residual chronic renal
insufficiency (4.9% vs. 63.8%)

In a Korean study 22, 92 adult patients with kidney biopsy-proven IgAV were compared to 1011 adult patients with kidney
biopsy-proven IgAN, 89 and 178, respectively, from each group were matched using a propensity score in order to
compare long term renal outcome. Once again patients with nephropathy in the context of IgAV were younger (33.2 + 15.9
years vs. 37.7 + 13 years), and less frequently developed renal insufficiency (7.6% vs. 14.4%) and interstitial fibrotic
lesions on biopsy: however, these differences disappeared once the propensity score was applied to the subgroup. In
addition, while the renal prognosis seemed better in the IgAV group (ESRD 14.1% vs. 22%; remission 28.3% vs. 13.8%),
this difference disappeared (ESRD 14.6 vs. 13.5%; remission 28.1% vs. 27.5%) in the cohort of patients matched for
clinical, histological and treatment factors. In my opinion, this study is essential, and it is the one that more clearly sheds
light on the matter. It substantiates that the worse prognosis ascribed, from the other above-mentioned studies, to IgA
Nephropathy, is probably pointed out only because we selected the most severe patients, namely, those who had not
recovered spontaneously.



A Chinese pediatric study 28 compared the clinical-histological presentation of 41 patients with IgAN and 137 with IgAV.
Patients with IgAV had higher levels of blood white cell, hemoglobin and platelet, and lower levels of hematuria, blood
nitrogen and C4, compared to IgAN cases, but without any clinical and histological renal significant difference. The
authors did not perform any prospective follow-up.

Another Japanese study 2% compared 513 patients with IgAV and 5679 with IgAN, of all ages, from a renal national
biopsy registry. As previously mentioned, the age at diagnosis considerably differed: IgAV peaked at 1 to 19 years and 60
to 69 years, whereas IgAN peaked at 30 to 39 years. In contrast to previous studies, it appears that, regardless of age,
patients with IgAV had a more severe clinical presentation with more frequent rapidly progressive renal insufficiency (4.5%
vs. 1.4%) and a nephrotic syndrome (10.5% vs. 3%), and biopsies showed more inflammatory lesions including more
endocapillary proliferation (6.4% vs. 0.9%) and extra-capillary (6.6% vs. 0.8%) glomerulonephritis. In contrast, patients
with IgAN, had significantly more chronic nephritic syndrome (88.5% vs. 61.6%). Unfortunately, this cross-sectional study
had no reference to the renal outcomes for any of the patients.

A further Japanese study 4 analyzed cross-sectionally 24 IgAV adult patients with nephritis or 56 adult patients with
IgAN, all of whom underwent renal biopsy. The clinical characteristics did not differ between groups. Duration from onset
was significantly longer for IgAN (47.6 months vs. 8.8 months). More patients with IgAV received steroid therapy, whereas
more patients with IgAN received renin-angiotensin-aldosterone system (RAAS) blockers. Compared to IgAN, the mean
rate of global sclerosis or crescent formation were significantly lower in patients with IgAV. Using Oxford classification,
IgAV patients had more endothelial injury and IgAN worse mesangial proliferation, crescent formation, and
tubulointerstitial injury.

A French retrospective study 28 showed that the risk score of end-stage renal disease or death, including hypertension,
proteinuria more than 1 gramme per day and severe pathological lesions (local classification score = 8), validated in a
cohort of 1064 patients with an IgAN, was also valid when it was applied to a subgroup of 74 patients with IgAV from this
same cohort, after 8.2 years of follow-up.

More recently, the National Institute of Diabetes and Digestive and Kidney Disease (NIDDK) funded the CureGN study to
establish a primary glomerular disease consortium with a focus on IgAN and IgAV. Using this longitudinal observational
cohort of adults and children with biopsy-proven primary glomerular disease, from all over the world, this first report
described the baseline clinical characteristics of the two nosological entities 22, The next step will be to better predict the
long-term follow-up renal outcome, find prognostic biomarkers and identify patients most appropriate for specific
therapies. A total of 667 patients were enrolled, including 506 (75.9%) with IgAN and 161 (24.1%) with IgAV, 285 (42.7%)
were children. At the moment of biopsy, patients with IgAV were younger, more frequently white, and had a higher
estimated glomerular filtration rate and lower serum albumin than those with IgAN. Adults and children with IgAV were
similar in terms of proteinuria, hematuria or serum albumin. Patients with IgAV were more likely to be treated with
immunosuppressive therapy if compared to those with IgAN, but less likely to receive standard supportive care with RAAS
inhibition. No data is available to date about renal histology.
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