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Introduction

mmunoglobulin A (IgA) vasculitis is a small ves-

sel vasculitis mediated by galactose-deficient IgA

with a predilection for skin, joints, gastrointes-

tinal tract, and kidney. To the best of our knowl-

edge, there are currently no diagnostic criteria for
IgA vasculitis. We follow the classification criteria defined
by the European League Against Rheumatism (EULAR),
Paediatric Rheumatology International Trial Organisation
(PRINTO), and Paediatric Rheumatology European Society
(PRES) [1]. This disorder includes the presence of palpable
purpura and one of the following criteria: diffuse abdominal
pain, arthritis or arthralgia, renal involvement (haematuria/
proteinuria) and a renal biopsy showing predominant IgA
deposition in immunofluorescence microscopy [2]. On the
other end of the spectrum, IgA nephropathy is the most com-
mon chronic glomerular disease in childhood. Usually, there
is an absence of any systemic disease with predominant IgA
deposition in renal histopathology. There are unusual cases of
IgA nephropathy in literature, which subsequently develop a
purpuric rash and systemic features. In this study, we report
a girl who presented with recurrent episodes of purpuric rash
and subsequently developed hypertension, sub-nephrotic
range proteinuria, gross haematuria, and renal biopsy sug-
gestive of IgA nephropathy.

Case Presentation

A 12-year-old girl presented with erythematous pru-
ritic rashes over the extensor surface of both lower limbs
(Figure 1) with gross haematuria and haematochezia.
She had a similar history of recurrent episodes of rash
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involving both lower limbs for the last two years. The
rash was not associated with fever, joint pain, or ab-
dominal pain. On examination, the patient had stage 1
hypertension with some pallor but no organomegaly or
lymphadenopathy. Urine analysis revealed haematuria
and significant proteinuria. Serum creatinine was 4.9
mg/dL (reference: 0.3-0.7 mg/dL) along with blood urea
of 127 mg/dL (reference: 5-18 mg/dL). Serum albumin
was 3.9 g/dL (reference: 3.6-5.2 g/dL). Meanwhile, se-
rum cholesterol was 252 mg/dL (Reference: <170 mg/
dL). Anti-streptolysin O titer was negative. Meanwhile,
antinuclear antibodies were negative and serum comple-
ments (C3 and C4) levels were normal. Persistent pro-
teinuria with gross haematuria with normal comple-
ments and negative anti-streptolysin O prompted do
renal biopsy. Renal biopsy showed global tuft sclerosis
in 4/8 (50%) glomeruli, secondary segmental sclerosis in
4/8 (50%) capillary tuft and a mild increase in mesangial
matrix/cellularity in viable glomerular areas along with
patchy acute tubular injury was noted and a moderate in-
crease in tubulointerstitial chronicity was observed sug-
gestive of IgA nephropathy (Figure 2). Immunostaining
pattern indicated IgA deposits (3+ staining) in mesan-
gium and granular C3 (1+) deposits and the mesangial
hypercellularity (M), endocapillary hypercellularity (E),
segmental glomerulosclerosis (S) and tubular atrophy/
interstitial fibrosis (T) and (fibro)cellular crescents (C)
scores (Oxford classification of IgA nephropathy)=MO,
EO, S1, T1, CO. Immunostaining patterns were observed:
Ig A=3+ mesangial (granular/confluent); IgG=negative;
IgM=Negative; C3=1+ mesangial, Clq=negative; kap-
pa light chain= 1+ mesangial; lambda light chains=3+
mesangial. Given proteinuria and hypertension, she was

Figure 1. Erythematous rash over the extensor surface of left lower limb
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Figure 2. LM showing global tuft sclerosis in glomeruli, mild increase in mesangial matrix/ cellularity

treated with angiotensin-converting enzyme inhibitors.
However, subsequently, the patient progressed to chron-
ic kidney disease and is on regular follow-ups.

Discussion

The global incidence of Henoch—Schonlein purpura
(HSP) is 10 to 20 cases per 100000 children annually.
Almost 20%-55% of patients presenting with HSP have

renal involvement [10]. Various clinical presentations
of HSP nephritis can range from haematuria (88.6%),
haematuria with sub nephrotic proteinuria (66.7%),
nephrotic syndrome (13.3%), and acute nephritic syn-
drome (8.9%) [11, 12]. Both diseases have a predilec-
tion for the male sex, are usually preceded by an upper
respiratory tract infection, and are also associated with
increased serum Ig A levels (Table 1).

Table 1. Characteristics of IgA nephropathy and of Henoch-Schénlein purpura vasculitis

Similarities Between IgAN and Henoch—-Schoénlein Purpura Vasculitis

Clinical features

Histology

IgA

More common in males

Haematuria after an upper respiratory tract infection (synpharyngitic)
Can progress to End-stage kidney disease

Mesangial IgA, deposits

Abnormal glycosylation pattern of IgA,
Raised levels of plasma IgA

Differences Between IgAN and Henoch—Schonlein Purpura Vasculitis

Clinical features
Extrarenal symptoms
Age of onset
Histology

Treatment modalities

More common in adolescents or adults

Mesangial proliferation, sclerosis and renal
tubular atrophy

Angiotensin-converting enzyme inhibitors or angiotensin receptor blockers;

Henoch—Schénlein purpura nephritis
Usually, present

3-15 years

Neutrophil infiltration, endocapillary
proliferation and crescent formation

Corticosteroids and cyclophosphamide in severe cases

Outcome

Can progress to ESKD
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Literature Review

Authors Year anf:l Pl'a ce of Type of Clinical Manifestation LEbCY
Publication Study Cases
(1986) A female child had an attack of HSP with no renal dysfunction

at 4 years of age from which she recovered with conservative
management. At the age of 15 years, she developed repeated 1
bouts of gross haematuria and proteinuria, and a renal biopsy done

International

Thorner et al. [4] journal of pediatric

Case report

nephrology 3 years later showed MPGN with mesangial deposits of IgA.
An 8-year-old Caucasian male child presented with gross
Ml AL 5 (1988) Case report haematuria and raised serum IgA and renal biopsy consistent 1
g ’ Pediatric nephrology P with IgAN. Then, 2 years later he developed pain abdomen, rectal
bleeding, gross haematuria, and classic purpuric rash of HSP.
. (1996) A 10-year-old male child presented initially with biopsy-proven
Ravelli etal. [6] Nephron Case report IgAN and 11 years later developed HSP. 1
A 10-year-old Japanese female child was identified with proteinuria
(2010) and haematuria by school urinary screening. The 1 renal biopsy
S S showed MPGN with immunofluorescent findings consistent with
Chishiki et al. [7]  Fukushima journal of Case report 1

IgAN. Meanwhile, 5 years later she developed abdominal pain with
a classic purpuric rash of HSP. The 2™ renal biopsy showed diffuse
mesangial proliferation with crescent formation.

medical science

(2019)
Case report
in nephrology
(periodical)

(2020)
Asian journal of

A 20-year-old male presented with proteinuria and haematuria and
Case report  was diagnosed with IgAN. At 35 years of age, he noticed purpura in 1
his lower extremities.

Yamabe et al. [8]

A 5-year-old female child presented with acute glomerulonephritis

UL 6 Case report and the biopsy showed acute diffuse proliferative IgA nephritis with 1
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crescents then 5 years later she developed HSP and proteinuria.

Abbreviations: IgAN: Immunoglobulin A nephropathy; MPGN: Membranoproliferative glomerulonephritis; HSP: Henoch-

Schonlein purpura.

Pathogenesis of HSP is related to an increased produc-
tion of abnormally glycosylated IgA which is not suf-
ficiently cleared by the liver and leads to the formation
of IgA macromolecules accumulating in the circulation.
These macromolecules get deposited in the vessel wall
and glomerular mesangium. The renal biopsy suggests
electron-dense deposits of IgA in the mesangium [13].
IgA nephropathy is also associated with excessive pro-
duction of poorly glycosylated IgA, in the serum caus-
ing the production of IgG and IgA autoantibodies. Thus,
IgA, is the predominant immunoglobulin deposited
in the glomeruli in both conditions. Up to 30% of pa-
tients with IgA nephropathy subsequently have systemic
symptoms. Dermal blood vessels of many patients with
IgA nephropathy have IgA immunofluorescence like
that in HSP [14].

On renal biopsy, glomerular lesions in IgA nephropa-
thy are primarily classified based on mesangial prolif-
eration, sclerosis, and renal tubular atrophy. In contrast,
the biopsy findings of HSP usually show the presence of
endocapillary and extra-capillary inflammation. Neutro-
phil infiltration, endocapillary proliferation, and crescent
formation are more frequently observed in HSP vascu-
litis [10, 13]. On immunofluorescence, IgA deposits are
detected in the mesangium in both IgA nephropathy and

HSP vasculitis. However, in HSP nephritis, capillary
wall staining for IgA is more prevalent and may even
surpass mesangial IgA deposition [14]. Capillary IgA de-
position in IgA Nephropathy is rare and if at all present,
is associated with significantly worse outcomes [13].
Based on the pathophysiological and histopathological
commonalities, HSP and IgA Nephropathy are viewed
as a spectrum of IgA-mediated inflammatory syndrome
[10].

Treatment protocols, as per the KDIGO recommenda-
tions, all children with IgA nephropathy and proteinuria
should receive angiotensin-converting enzyme inhibi-
tors or angiotensin receptor blockers with advice for a
low sodium diet and optimal lifestyle and blood pressure
control. Children with rapidly progressive IgA nephrop-
athy should be offered treatment with glucocorticoids
(methylprednisolone pulse therapy) and cyclophospha-
mide. HSP nephritis with persistent proteinuria should be
treated with angiotensin-converting enzyme inhibitors
and angiotensin receptor blockers. Children with HSP
nephritis with nephrotic range proteinuria and/or rapidly
deteriorating kidney function should be treated similarly
to those with rapidly progressive IgA nephropathy.
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Conclusion

This case report emphasizes the co-occurrence of both
HSP-like cutaneous rash and renal manifestations of Ig
A nephropathy in the same patient. Hence, patients di-
agnosed with HSP need long-term follow-up, with con-
tinuous renal parameters and blood pressure monitoring.
Similarly, features of IgA vasculitis can also be seen in
patients diagnosed with primary IgA nephropathy point-
ing toward a common pathogenesis.

Ethical Considerations
Compliance with ethical guidelines

There were no ethical considerations to be considered
in this research. The consent was obtained.

Funding

This research did not receive any grant from funding
agencies in the public, commercial, or non-profit sectors.

Authors' contributions

All authors equally contributed to preparing this article.
Conflict of interest

The authors declared no conflict of interest.
Acknowledgments

The authors would like to express their gratitude to the
entire team at Division of Pediatric Nephrology, Sardar
Vallavbhai Patel Post Graduate Institute of Paediatrics,
Cuttack, India, and to the patient’s family for their coop-
eration and willingness to contribute to this case study.

References

[1] Sestan M, Jelusic M. Diagnostic and management strate-
gies of iga vasculitis nephritis/henoch-schénlein purpura
nephritis in pediatric patients: Current perspectives. Pediat-
ric Health Med Ther. 2023; 14:89-98. [DOI:10.2147/PHMT.
5379862] [PMID]

[2] Leung AKC, Barankin B, Leong KF. Henoch-Schénlein
Purpura in Children: An updated review. Curr Pediatr Rev.
2020; 16(4):265-76. [DOI:10.2174/1573396316666200508104708
] [PMID]

Summer 2023. Volume 11. Number 3

[3] Gadola SD. [IgA vasculitis - similarities and differences to
IgA nephropathy (German)]. Ther Umsch. 2022; 79(5):260-8.
[DOI:10.1024,/0040-5930/ a001359] [PMID]

[4] Thorner PS, Farine M, Arbus GS, Poucell S, Baumal R. IgA
nephropathy: Henoch-Schénlein purpura and Berger's dis-
ease in one patient. Int ] Pediatr Nephrol. 1986; 7(3):131-6.
[PMID]

[5] Hughes FJ, Wolfish NM, McLaine PN. Henoch-Schénlein
syndrome and IgA nephropathy: A case report suggesting
a common pathogenesis. Pediatr Nephrol. 1988; 2(4):389-92.
[DOI:10.1007 / BF00853426] [PMID]

[6] Ravelli A, Carnevale-Maffé G, Ruperto N, Ascari E, Mar-
tini A. IgA nephropathy and henoch-schonlein syndrome
occurring in the same patient. Nephron. 1996; 72(1):111-2.
[DOI:10.1159/000188822]

[7] Chishiki M, Kawasaki Y, Kaneko M, Ushijima Y, Ohara S,
Abe Y, et al. A 10-year-old girl with IgA nephropathy who 5
years later developed the characteristic features of Henoch-
Schonlein purpura nephritis. Fukushima ] Med Sci. 2010;
56(2):157-61. [PMID]

[8] Yamabe H, Kaizuka M, Tsunoda S, Nagasawa T, Nomura
K, Shimada M. Henoch-Schénlein nephritis manifesting with
purpura 15 years after diagnosis of IgA nephropathy. Case
Rep Nephrol. 2019; 2019:1042648. [PMID]

[9] Weerasooriya WL, Ratnatunga NV, Rangana D, Thalga-
hagoda S. Delayed presentation with Henoch-Scholen pur-
pura in a patient with immunoglobulin A nephropathy.
Asian ] Pediatr Nephrol. 2021; 4(1):33-5. [DOI:10.4103/ajpn.
ajpn_36_20]

[10] Su Q Liang Y, Wang N, Dou Z, Rong Z, Zhao X, et al.
“Clinicopathologic comparisons of IgA nephropathy and IgA
vasculitis nephropathy in children: A ten-year single-centre
experience.” Turk ] Med Sci. 2021; 51(5):2683-9. [DOI:10.3906/
sag-2104-319] [PMID]

[11] Zhong X, Ding J. Diagnosis and treatment of IgA nephrop-
athy and IgA vasculitis nephritis in Chinese children. Pedi-
atr Nephrol. 2023; 38(6):1707-15. [DOI:10.1007/s00467-022-
05798-6] [PMID]

[12] Assadi F. Childhood Henoch-Schonlein nephritis: A mul-
tivariate analysis of clinical features and renal morphology at
disease onset. Iran ] Kidney Dis. 2009; 3(1):17-21. [PMID]

[13] Davin JC, Ten Berge IJ, Weening JJ. What is the difference
between IgA nephropathy and Henoch-Schénlein purpura
nephritis? Kidney Int. 2001; 59(3):823-34. [DOI:10.1046/}.1523-
1755.2001.059003823.x] [PMID]

[14] Waldo FB. Is Henoch-Schonlein purpura the systemic form
of IgA nephropathy? Am ] Kidney Dis. 1988; 12(5):373-7.
[DOI:10.1016/50272-6386(88)80028-3] [PMID]

—
173



https://journals.sbmu.ac.ir/jpn
https://www.svppgip.org/
https://www.svppgip.org/
https://doi.org/10.2147/PHMT.S379862
https://doi.org/10.2147/PHMT.S379862
https://www.ncbi.nlm.nih.gov/pubmed/36915829
https://doi.org/10.2174/1573396316666200508104708
https://www.ncbi.nlm.nih.gov/pubmed/32384035
https://doi.org/10.1024/0040-5930/a001359
https://www.ncbi.nlm.nih.gov/pubmed/35583021
https://pubmed.ncbi.nlm.nih.gov/3804577/
https://doi.org/10.1007/BF00853426
https://www.ncbi.nlm.nih.gov/pubmed/3153047
https://doi.org/10.1159/000188822
https://pubmed.ncbi.nlm.nih.gov/21502718/
https://pubmed.ncbi.nlm.nih.gov/31772794/
https://doi.org/10.4103/ajpn.ajpn_36_20
https://doi.org/10.4103/ajpn.ajpn_36_20
https://doi.org/10.3906/sag-2104-319
https://doi.org/10.3906/sag-2104-319
https://www.ncbi.nlm.nih.gov/pubmed/34392671
https://doi.org/10.1007/s00467-022-05798-6
https://doi.org/10.1007/s00467-022-05798-6
https://www.ncbi.nlm.nih.gov/pubmed/36348077
https://pubmed.ncbi.nlm.nih.gov/19377254/
https://doi.org/10.1046/j.1523-1755.2001.059003823.x
https://doi.org/10.1046/j.1523-1755.2001.059003823.x
https://www.ncbi.nlm.nih.gov/pubmed/11231337
https://doi.org/10.1016/S0272-6386(88)80028-3
https://www.ncbi.nlm.nih.gov/pubmed/3055961

