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ABSTRACT

Rationale: IgA vasculitis or Henoch-Schonlein purpura is an
immune complex mediated small vessel vasculitis characterized
by clinical triad of arthritis, palpable purpura and gastrointestinal
symptoms. It is commonly seen in children below 10-year-old,
though adults may be affected.

Patient’s Concern: A 40-year-old man with type-2 diabetes
mellitus presented with fever, melena, palpable purpuric rash and
hematuria with acute kidney injury, associated with nephrotic
range proteinuria. Skin biopsy revealed leukocytoclastic vasculitis
and renal biopsy showed IgA deposits in the mesangium and
capillary loops with fibro cellular crescents confirming the
diagnosis of IgA vasculitis with crescentic rapidly progressive
glomerulonephritis.

Diagnosis: IgA vasculitis with rapidly progressive
glomerulonephritis.

Interventions: The patient was treated with pulse intravenous
methylprednisolone 500 mg/day for 3 days with tapering doses of
oral prednisolone and intravenous cyclophosphamide (0.5 gm/m’
body surface area) under the cover of intravenous antibiotics for
diabetic foot ulcer.

Outcomes: Patient improved gradually with return to baseline
creatinine after 3 months of follow up.

Lessons: Rapidly progressive glomerulonephritis is a rare
manifestation of IgA vasculitis and warrants special care and early
treatment. The incidence of rapidly progressive glomerulonephritis
in IgA vasculitis is unknown. It carries a high risk of progression
to chronic kidney disease and thus should be treated as soon as

feasible after diagnosis.

KEYWORDS: Henoch-Schonlein purpura; IgA vasculitis;
Crescentic rapidly progressive glomerulonephritis; Type-2 diabetes
mellitus

1. Introduction

IgA vasculitis is an immune complex-mediated vasculitis, seen
in children below 10-year-old, typically affecting small vessels
of skin, joints, kidneys and gastrointestinal system. It usually
resolves spontaneously in children but in adults, prognosis is
highly variable with a small percentage of patients showing
a rapid progression that can lead to end-stage renal disease
(ESRD)I1]. The European consensus-based SHARE initiative
has established criteria for the diagnosis of Henoch-Schonlein
purpura (HSP) which is a palpable purpuric rash with a lower
limb predominance, no thrombocytopenia or coagulopathy,
and at least one of the following symptoms: acute abdominal
pain, acute arthritis or arthralgia, kidney involvement, or a
biopsy demonstrating leukocytoclastic vasculitis[2]. Rapidly

progressive glomerulonephritis is a rare finding in IgA vasculitis
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and the incidence has not been described in the literature. Thus,
a patient presenting with acute kidney injury in IgA vasculitis
should be addressed with renal biopsy as there is a high risk of
progression to chronic kidney disease if not treated early with

immunosuppressive agents.

2. Case report

A 40-year-old male who was diagnosed with type-2 diabetes
mellitus five years back had a non-healing diabetic foot ulcer for
one year, which was being managed conservatively. He showed
up in the emergency with a complaint of fever and abdominal pain
in the periumbilical region for 3 days. He also noticed the passage
of dark-colored loose stools and hematuria. He denied a history of
bleeding from any other site or alcohol consumption. There was

no history of any burning micturition, decreased urine output, joint
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pains, chest pain, palpitations and cough. There was no previous
history of upper respiratory tract infection or gastrointestinal
infection before presentation. On physical examination, there
was mild pallor with non-blanchable palpable purpuric rash
over bilateral lower limbs (Figure 1A). Vitals of the patient were
stable with records of raised blood pressure for which patient was
given anti-hypertensive agents. Rest of the systemic examination
was unremarkable. Important laboratory abnormalities included
anemia (hemoglobin-8.6 g/dL) with neutrophilic leukocytosis
(total leukocyte count-15.05%10%L), coagulation profile of patient
was normal (INR-1.23) with normal platelet count (platelets-255
x10° /L). The baseline glomerular filtration rate of the patient was
81 mL/min/1.73 m” which declined to 37 mL/min/1.73 m’ within
3 days. Creatinine value increased from 1.1 to 2.3. Urine routine
microscopy showed full field red blood cells with presence of
dysmorphic red blood cells and casts. Nephrotic range proteinuria

was present with 24 h urine protein excretion of 5.7 g/24-hour.

Figure 1. (A). Clinical photograph of the patient showing palpable non-blanching purpuric rash in bilateral lower limbs. (B). Skin biopsy showing

leukocytoclastic vasculitis in the dermal vessels with destruction of the vessel wall (blue arrow), along with fibrinoid necrosis in the vessel walls (red arrow).

Hematoxylin and eosin (H&E); 200X magnification. (C). Left kidney biopsy showing glomeruli with Kimmelstein Wilson nodules (red arrow) while some

glomeruli showing fibro cellular crescents (blue arrow). H&E; 200X magnification. (D). Direct immunofluorescence of kidney biopsy showing IgM 1+

granular positivity and IgA 3+ granular positivity in capillary loops with patchy positivity in mesangium. IgG and C; are negative. Flouroscein (FITC); 400x

magnification.
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Total IgA levels were elevated. Stool for occult blood test was
positive. Bilateral kidneys were normal in size on ultrasonography
with fundus examination showing non-proliferative diabetic
retinopathic changes.

Vasculitis workup including ANA, C-ANCA and P-ANCA was
negative by immunofluorescence assay. C; and C, levels were
normal. Anti-streptolysin O was negative. The skin biopsy of
purpuric rash was done and revealed leukocytoclastic vasculitis
(Figure 1B). As there was a history of type 2 diabetes for 5 years
with baseline glomerular filtration rate of 81 mL/min/m* with
diabetic retinopathic changes on fundus, a possibility of chronic
kidney disease was also kept but due to presence of classical triad
of HSP and evidence of AKI, renal biopsy was performed which
showed diabetic kidney changes with fibro cellular crescents
(Figure 1C). Immunofluorescence was evident for 3+ granular IgA
deposits in capillary loops and patchy deposits in the mesangium
confirming IgA nephropathy (Figure 1D).

Thus, final diagnosis of IgA vasculitis with crescentic rapidly
progressive glomerulonephritis was made for which patient was
treated with pulse intravenous methylprednisolone 500 mg/day for
3 days with tapering doses of oral prednisolone and intravenous
cyclophosphamide (0.5 gm/m” body surface area). Patient
responded well with a decline in creatinine from 2.3 to 1.2 after 3

months of follow-up.

3. Discussion

IgA vasculitis, also known as Henoch-Schonlein purpura, is the
most common systemic vasculitis usually seen in children below
10 years of age with an annual incidence of 6-22 cases per 100000
population per year in children(3]. Its prevelance in adults is quite
rare with an annual incidence of 0.8-2.2 per 100000 individuals[4].
Males are twice likely to develop HSP than females. It is a
multisystem disorder affecting joints, skin, gastrointestinal and renal
system. It is usually self-limiting but severe kidney involvement is
seen with advancing age. The risk of progression to ESRD is more
in adults as compared to children. Around 8% of children progress
to chronic kidney disease whereas progression to ESRD is seen in
18% of adults with IgA vasculitis. Renal involvement is the main
cause of morbidity from HSP.

The main pathogenesis behind kidney problems is IgA-mediated
immune complex deposits in the mesangium after a mucosal
infection such as an upper respiratory tract or gastrointestinal tract
infection. Around 50% of the patients present with gross hematuria,
while around 7% of cases develop nephritic to nephrotic range
of proteinurial3]. However, its proliferative and crescentic forms

presenting as rapidly progressive glomerulonephritis are quite

rare and usually seen in adult males. Factors such as male gender,
persistent microscopic hematuria, increased serum creatinine,
hypertension and proteinuria of more than 1 g/day are associated
with increased incidence of progression to end-stage renal failure.
The amount of proteinuria is the most important predictable factor
for the development of ESRD. Also, the risk of ESRD is lower in
the group of patients with no renal involvement in the first 6 months
of the disease.

Promising results are observed when high-dose corticosteroids
are used, either orally or in pulse doses, in conjunction with
immunosuppressive drugs like cyclophosphamide or azathioprinel5].
Treatment depends on the severity of the disease. Mild disease
defined as proteinuria <2.5 g/day with normal glomerular filtration
rate warrants only oral steroids. Severe disease characterized
by cellular crescents >50% on biopsy with proteinuria >2.5 g/
day for more than 4 weeks needs to be treated with intravenous
cyclophosphamide with pulse steroids followed by maintenance
therapy with oral steroids or steroid sparing agents (azathioprine/
mycophenolate mofetil)[6]. Thus, renal involvement in IgA
vasculitis warrants special care because it worsens the prognosis.
Therefore, these patients should be treated as soon as feasible after

diagnosis.
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