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Abstract
Rationale: Understanding the association between Henoch-Schönlein purpura (HSP) and malignancy is essential for early
diagnosis and treatment of the potential lethal disease. To the best of our knowledge, there has been only one published case of HSP
coexisting with oesophageal cancer. Here, we report another patient diagnosed with HSP and oesophageal squamous carcinoma
simultaneously.

Patient concerns: A 60-year-old Chinese male was referred to our hospital because of intermittent abdominal pain, abdominal
distension, melena, lower extremities purpura. Positive laboratory values included pancytopenia, microscopic hematuria, nephrotic
proteinuria, hematochezia, hypoalbuminemia, hyperlipidaemia, hypocomplementemia, and increased levels of hepatobiliary
enzymes and immunoglobulin (Ig) A. Gastrocolonoscopy showed multiple erosion lesion on descending duodenum, terminal ileum,
and ileal flap. Biopsy of these lesions suggested non-specific inflammation.

Diagnoses: HSP (IIIb type) was diagnosed based on renal pathology examination in accordance with the International Study of
Kidney Disease in Children (ISKDC) classification. Liver biopsy confirmed the diagnosis of nodular cirrhosis (Ishak 5). Gastroscopy
unintentionally revealed three oesophagus lesions. Pathology study suggested intermediate differentiated squamous cell carcinoma
(cTNM IB).

Interventions:Before admission, he was administered intravenous Ig 10g once daily(qd) for 10 days, methylprednisolone 40mg
qd for a week, followed by prednisolone 50mg qd for almost 8 weeks. Endoscopic submucosal dissection (ESD) was performed to
remove all lesions with negative margin after prednisolone was tapered (5mg per week until 10mg qd).

Outcomes: Despite prednisone being tapered to 2.5mg qd within 2 months, complete remission of HSP and esophageal
malignancy was achieved after the resection of the esophagus lesions during 12 months follow-up.

Lessons: We report a rare case of oesophageal squamous cell carcinoma initially presented as HSP. This case suggests the
importance of evaluating adult patients with HSP for an underlying malignancy.

Abbreviations: 24hUP = 24-hour urine protein, ALT = Alanine transaminase, C3 = complement factor 3, CRP = C-reactive
protein, CT = computerized tomography, DNA = deoxyribonucleic acid, ESD = Endoscopic submucosal dissection, ESR =
erythrocyte sedimentation rate, GBM= glomerular basement membrane, HGB = hemoglobin, HSP=Henoch-Schönlein purpura, Ig
= immunoglobin, IPCL = intraepithelial papillary capillary loop, ISKDC = International Study of Kidney Disease in Children, NBI =
narrow-band imaging, PET = positron emission tomography, PLT = Platelet, qd = once daily, SM = submucosa, TBIL = total
bilirubin, WBC = white blood cell.
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1. Introduction had oesophagus cancer and his mother had lymphoma. On
Henoch-Schönlein purpura is an IgA-immune complex-mediated
leukocytoclastic vasculitis manifesting palpable purpura, abdom-
inal pain, arthritis, hematuria, and proteinuria.[1] Neoplasia is a
well-documented cause of vasculitis.[2,3] The incidence of
vasculitis in patients with malignancy is estimated to be 2.5%
to 5%.[4] Although haematological malignancies are 3 to 5 times
more common than solid tumors in patients with vasculitis, HSP
is notably associated with solid tumors.[4–7] Gastrointestinal
tract, lung, and urinary tract are the most commonly affected
organs with malignancy in the setting of HSP.[7] Here, we present
a rare case with HSP as the initial presentation of squamous cell
oesophageal carcinoma.

2. Case presentation

A 60-year-old male was referred to our hospital because of
intermittent abdominal pain, abdominal distension, melena,
lower extremities purpura in July 2018. Blood, urine and faeces
routine tests were within normal range in 2014, which remained
normal during regular follow up. Until May 2018, he
experienced an episode of right upper abdominal pain precipi-
tated with excessive alcohol intake, with darkening urine color,
melena, and recurrence purpura in lower extremities. Laboratory
results were as follows: Blood routine count showed pancytope-
nia (white blood cell 2.7�109/L, hemoglobin 90–110g/L,
platelet 16�109/L). Urinalysis showed hematuria with increased
protein excretion (5–7g/day). Faecal occult blood test was
positive for three times. Biochemical examination showed
hypoalbuminemia (serum albumin 2.1–3.0g/dL), hyperlipidae-
mia (total cholesterol 7–13mmol/L), with increased level of
hepatobiliary enzymes (alanine transaminase 82U/L, total
bilirubin 105.6umol/L). Baseline creatine level was normal
(50–70mmol/L), but rising substantially after an enhanced
computerized tomography examination (150–180mmol/L). IgA
level was increased (5.98g/L), with decreased level of comple-
ment factor 3 (C3 50.5mg/dL). Erythrocyte sedimentation rate
(ESR, 40mm/h) and C-reactive protein (CRP, 11.89mg/L) levels
were also increased. Ferritin, anti-nuclear antibody, anti-double-
stranded DNA antibody, anti-neutrophil cytoplasmic antibody,
anti-glomerular basement membrane antibody, serum, and urine
protein electrophoresis, cryoglobulin, anti-Hepatitis B surface
antigen, anti-hepatitis C virus antibody were all within normal
range or negative. Enhanced abdominal CT showed duodenum,
part of intestine, and whole colon were thickened with
enhancement. Large amount of ascites were detected. Positron
emission tomography yielded no obvious sign of solid tumor.
Gastroscopy showed multiple erosion lesion on descending
duodenum. Colonoscopy showed diffused oedema with patchy
ulceration in terminal ileum and ileal flap. Biopsy of these lesions
suggested non-specific inflammation. Further investigation of
ascites revealed no sign of infection or malignancy. Before he was
referred to our hospital, he was administered intravenous Ig 10g
qd for 10 days, methylprednisolone 40mg qd for a week,
followed by prednisolone 50mg qd for almost 8 weeks. He also
took furosemide 40mg qd and spironolactone 100mg qd for
ascites. He had a history of well-controlled hypertension for 7
years. He suffered an episode of acute myocardial infarction in
2012, receiving three stents and dual antiplatelet treatment
(aspirin and clopidogrel) until the presence of melena in May
2018. He had been drinking alcohol 40g/day for 10 years and
smoking 10 cigarettes per day for 40 years. The patient’s father
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admission, his vital signs were as follows: body temperature
37.6°C, blood pressure 145/86mmHg, pulse rate 58beats/min,
regular, and SpO2 96% (room air). Physical examination
showed liver palms on both hands and one spider angioma on
his chest. Cardiac, pulmonary, and abdominal examinations
were negative. No obvious edema or purpura was seen in lower
extremities.
Laboratory tests in our center showed a normal whole blood

count, negative faecal occult blood test. Urinalysis revealed
microscopic haematuria and proteinuria (24h urine protein 2.41
g). Creatine level was continuously fallen (117→108mmol/L).
Renal biopsy showed 15 glomeruli; 1 segmental sclerosis and 1
cellular crescent with diffused segmental mesangial cell prolifer-
ation and increased mesangial matrix. No obvious thickening
was observed in glomerular basement membrane (GBM).
Immunofluorescence staining was positive for IgA in mesangial
with focal granule-like deposition (Fig. 1). Thus, a diagnosis of
Henoch-Schönlein purpura (IIIb type) was established. Liver
function test revealed a low serum albumin level (24–29g/L),
with normal range of ALT and TBIL. Transient elastography
revealed a high liver stiffness value (24.1kPa). Liver biopsy
showed nodular cirrhosis (Ishak 5). Gastroscopy showed
multiple scar-like changes on duodenum, suggesting good steroid
response. Surprisingly, three active lesions were found at lower
esophagus, with irregular shape and obvious hyperaemia.
Further endoscopy examination included endoscopic ultraso-
nography (early esophagus cancer, probably SM1) and magnify-
ing gastroscopy (IPCL b1-b2 withNBI observation). Pathological
examination confirmed a diagnosis of intermediate differentiated
oesophageal squamous carcinoma.
We followed up with prednisone 50mg qd for another 2 weeks

without other immunopressive therapy. After the esophageal
malignancy was diagnosed, we tapered prednisone 5mg/week
until 10mg qd, for the potential risk of high dose steroid regimen
perioperatively. In September and November 2018, the patient
received two ESD procedures with complete resection of three
esophagus lesions. Despite prednisone being tapered to 2.5mg qd
within 2 months, 24h urine protein remained minimal
(6.12→0.13g). Complete remission of HSP and esophageal
malignancy was achieved after the resection of the esophagus
lesions during 12 months follow-up.
3. Discussion

HSP is a systemic vasculitis involving small blood vessels, most
notably the skin, gastrointestinal tract, and glomeruli, accompa-
nied by arthralgia or arthritis.[8] While the exact cause of HSP
remains unknown,[7,9] several studies have reported malignancy
as a rare cause of HSP. Pertuiset et al retrospectively reviewed 14
adults diagnosed with HSP and malignancy was found in 4
patients with HSP and malignancy were older and more likely to
be male.[5] Mitsui et al reported 23 patients (all aged ≥41 years)
diagnosedwith HSP had underlyingmalignancies. 88.9% tumors
originated from solid organs. One patient was diagnosed with
early sigmoid colon cancer during the treatment of HSP. After
resection of the tumor, HSP was simultaneously cured and no
recurrence was observed.[6] Podjasek et al reviewed a total of 47
cases with solid malignancy-associated HSP. Patients were
predominantly male (70%) with a mean age of 62 years. Lung,
urinary system, and gastric were the most frequently affected
organs.[7] In terms of esophagus cancer, Mita et al reported a 69-



Figure 1. Renal biopsy findings of the case. (A) The left glomerulus was normal while the right one showedmild mesangial hypercellularity (Jones silver stain,�200).
(B) The glomerulus showedmild segmental mesangial hypercellularity without crescent or necrotizing lesion (Jones silver stain,�400). (C) Light micrograph showed
focal interstitial inflammation, fibrosis and tubular atrophy (Jones silver stain, �100). (D) Electron micrograph demonstrated the dense deposits in mesangial area
(�8000).
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year-old man suffered from paraneoplastic vasculitis associated
with oesophageal and gastric carcinoma in 1999.[10] Noticeably,
Weiler-Bisig et al reported the first case of HSP associated with
oesophagus cancer in 2005.[11]

Fortin PR categorized the relationship between vasculitis and
malignancy into three broad clinical groups: vasculitide-associated
malignancies or true paraneoplastic syndrome (two conditions
starting at the same time, following a parallel clinical course),
malignanciesmasquerading as vasculitides (such as angiocentric or
intravascular neoplasms), and vasculitides masquerading as
malignancies (such as granulomatosis with polyangiitis).[3] Several
hypotheses have been proposed concerning the association
between malignancy and vasculitis[2,3,6,7,12,13]:
1.
 Abnormal immune complex deposited within vascular walls
caused by overproduction of tumor associated antigens and
antibodies.
2.
 Excessively generated immune complex that cannot be
appropriately cleared.
3.
 Common antigens presented both at the malignant and
endothelial cell, inducing immune injury not only to tumor
cells but also to normal endothelium.
3

4.
 Aberrant inflammatory cytokines produced either by malig-
nant tumor cells or through tumor microenvironments,
causing endothelial damage and increased vascular perme-
ability, inflammation, and fibrosis.
5.
 Hyperviscous state caused by malignancy that can lead to
endothelial damage and increase the contact time for the
deposition of immune complexes.

Concerning the pathogenesis of HSP, endothelial damage,
perivascular leukocytic infiltrates, chemokines, and cytokines are
deemed important factors.[14] Vascular deposition of IgA1-
containing immune complexes also plays an essential role.[15–17]

Beauflls et al studied the association between renal pathology and
solid tumor in 129 cadavers. Immune complex deposits were
observed in 22 of the neoplastic patients. These deposits were
usually located in mesangial area. IgA deposits were present in 8
of 22 patients.[2]

In conclusion, we presented a patient with intermittent
abdominal pain, abdominal distension, melena, and lower
extremities purpura. The patient was later diagnosed with
oesophageal squamous carcinoma but initially presented as HSP
and cirrhosis. Our patient showed an increased level of multiple
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inflammentary factors, suggesting intricate interaction between
upregulated autoimmune state and malignancy. Since the
efficiency of glucocorticoid for renal injury associated with
HSP has not been fully established,[9] we assume the rapid
remission of such severe renal damage was, at least in part related
to the resection of oesophageal malignancy. Noticeably, this
patient also had mild cirrhosis which may lead to lower clearance
rate of immune complexes. Therefore, based on previous
literature and our case, we recommend that adults, especially
older male (around 60 years old) who present with unexplained
HSP, be evaluated for an underlying malignancy.
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