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CASE REPORTS

IgA nephropathy in non-cirrhotic portal
hypertension

C Babbs, T W Warnes, H B Torrance, F W Ballardie

Abstract
Renal glomerular changes are a well recog-
nised complication of cirrhosis'-' and are
frequently characterised by mesangial IgA
deposition.' We report a patient with non-
cirrhotic portal hypertension who developed
IgA nephropathy and a nephrotic syndrome
with renal histological changes classically
associated with cirrhosis. Splenectomy with
resection of a splenic artery aneurysm resulted
in remission of the nephrotic syndrome. This
case illustrates the factors which contribute to
the pathogenesis of IgA nephropathy in liver
disease.
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Case report
A 4 year old white boy was admitted to hospital
after a haematemesis and was found on examina-
tion to have splenomegaly. He had been a normal
full term delivery and there was no history of
umbilical sepsis. Liver function tests and liver
biopsy were normal. Splenoportography showed
an obstruction to the flow of contrast at the hilum
of the liver, and an extensive collateral circula-
tion. Oesophageal transection was required at
the age of 10 years because of recurrent variceal
bleeding.

In 1986, aged 30, he presented to hospital
because of intermittent ankle swelling for two
years and abdominal distension for two weeks.
No other significant past history was noted and
he denied taking regular medication. There was
no personal or family history of renal disease.
Examination showed pedal and sacral oedema
but no evidence of heart failure. There were no
stigmata of chronic liver disease. The abdomen
was distended with ascites, the spleen enlarged,
and a pulsatile mass was palpated in the left
upper quadrant. Investigations showed haemo-
globin 106 g/l, platelets 49x 109/1, prothrombin
time 15.5 s (control 14-5), bilirubin 17 Rmol/l
(normal <22 [imol/1), alanine transaminase 20
U/1 (normal 5-40), alkaline phosphatase 119 U/1
(normal 70-330), albumin 22 g/l, globulins 16 g/l
(IgG 2.7, IgA 2-15, IgM 1.25), blood urea 4-6
mmol/l (normal 3-5-7T4), and serum creatinine
68 ,imol/l (normal <110). The 24 hour urinary
protein excretion was 7.03 g and creatinine
clearance 109 ml/min.
Upper gastrointestinal endoscopy showed

gross oesophageal varices. Ultrasonography
confirmed the presence of ascites and spleno-
megaly; the liver and kidneys were normal.

Mesenteric angiography identified the pulsatile
mass as a large splenic artery aneurysm
and showed an extensive venous collateral
circulation.

Since the aneurysm was clinically enlarging
and was associated with increasing upper
abdominal pain, laparotomy was undertaken. At
operation the liver was macroscopically normal;
the spleen was massively enlarged and pulsatile,
and a huge aneurysm was found arising from the
origin of the splenic artery. Splenectomy with
distal ligation of the aneurysm was performed
and renal and liver biopsy specimens were taken.

Microscopically the liver was entirely normal.
The renal glomeruli showed moderate mesangial
expansion and excess matrix, and the capillary
basement membrane showed focal thickening.
Immunofluorescence showed diffuse granular
deposits predominantly of IgA, as well as IgM
and Clq. The changes were those of a mesangial
proliferative glomerulopathy associated with
IgA and IgM deposition, typical of the IgA
nephropathy associated with cirrhosis.

After operation there was a striking and pro-
gressive fall in urinary protein excretion with
remission of the nephrotic syndrome (Figure).
In addition, the haematuria cleared, with a fall in
urinary red cell content from 500 x 106/24 hours
preoperatively to normal (<1x 106/24 hours).
There was no further gastrointestinal bleeding,
and a pronounced reduction in the size of the
oesophageal varices was noted at follow up
endoscopy.

Discussion
IgA nephropathy is an important cause of end
stage kidney disease and may be primary
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Sequential changes in serum albumin and urinary protein
excretion after splenectomy and resection ofsplenic artery
aneurysm.
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(Berger's disease) or secondary to other condi-
tions including hepatobiliary disorders.9 Renal
IgA deposition in cirrhosis was first reported in
1970 and has since been widely recognised, being
found in between 33% and 90% of cases in
different series."8 Similar changes have also been
reported in patients with advanced liver disease
due to cystic fibrosis'0 and in experimental
cirrhosis." Although the cirrhosis associated IgA
nephropathy is often clinically silent, it may lead
to microscopic haematuria but it is doubtful
whether macroscopic haematuria occurs.
Haematuria is less common than in patients with
primary IgA nephropathy.5' Proteinuria into
the nephrotic range, as seen in the present case,
has been reported in between 1-6% and 14% of
patients with cirrhosis7 '3 and was found in 11 of
34 patients with overt glomerulonephritis and
IgA deposition in association with alcoholic liver
disease.5

Although a number of clinical and immuno-
pathological features distinguish primary IgA
nephropathy from that associated with liver
disease, suggesting that they are distinct
entities,'4 the pathogenesis of the latter remains
uncertain. Current evidence suggests that liver
disease related nephropathy is mediated by
immune complexes with IgA derived from
mucosal associated plasma cells.9 '5 Glomerular
deposits are of IgA subclass 2, the predominant
form of mucosal IgA, and contain secretory
component as distinct from deposits in primary
IgA nephropathy where IgA subclass 1 pre-
dominates. '5 Definitive experiments, however,
with isotopically labelled antigens or IgA have
not been carried out in humans. The primary
disease is characterised by hypersensitivity to
many common exogenous antigens, and IgA
antibodies with specificity for ubiquitous food
and bacterial antigens have been found in
patients' sera. Increased responsiveness of IgA
isotype antibodies to environmental antigens in
patients with primary IgA nephropathy is
evidence for a fundamental regulatory defect in
the immune system." In liver disease associated
IgA nephropathy, however, the nature of the
antigen may be less important than the integrity
of the mechanisms which normally regulate
antigen entry and removal,'6 and in cirrhosis it
has been suggested that impaired clearance of
immune complexes by hepatic Kupffer cells may
allow them access to the systemic circulation and
subsequent deposition in the kidney." 12 Shunt-
ing of portal venous blood to the systemic
circulation, however, thereby by passing the
liver, has been shown to increase renal IgA
deposition in mice infected with schistosomia-
sis'7 and in a patient with portal vein thrombosis
and a lienorenal shunt.'6 In addition, Laurent et
al reported a case of IgA mesangial glomerulo-
nephritis and alcoholic steatosis, in whom
proteinuria and haematuria resolved after the
creation of a portocaval shunt which reduced
portal pressure from 30 to 18 cm H20.'18 Thus the

importance of portosystemic shunting in the
development of IgA nephropathy in cirrhosis is
controversial.
The present case shows that IgA nephropathy,

histologically identical to that seen in cirrhosis,
may occur with non-cirrhotic portal hyperten-
sion and a morphologically normal liver. The
important feature of the present case is the
striking remission of the nephrotic syndrome
and haematuria after surgery. The pulsatile
spleen and large splenic artery aneurysm suggest
that the spleen was acting as an arteriovenous
fistula which was contributing to the portal
hypertension,'9 particularly since splenectomy
and resection of the aneurysm was associated
with an appreciable reduction in the size of the
oesophageal varices. The remission of the
nephrotic syndrome after alteration of the
splanchnic haemodynamics provides support for
the hypothesis that this nephropathy is causally
related to shunting of immune complexes past
the liver rather than impaired liver cell function
and therefore contributes to our understanding
of the pathogenesis of IgA nephropathy in liver
disease.

We thank Dr S Sonkadi for helpful discussion.
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