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Pulmonary hypertension associated with non-cirrhotic
portal hypertension in systemic lupus erythematosus

Desmond Woolf, Michael D. Voigt', Kasimir Jaskiewicz' and Azga A. Kalla

Rheumatic Diseases Unit and 'MRC/UCT Liver Research Centre and Department ofMedicine, University
ofCape Town, Observatory, 7925, South Africa

Summary: A case ofnon-cirrhotic portal hypertension in a patient with systemic lupus erythematosus,
the first to our knowledge, is described. Severe pulmonary hypertension was associated with the portal
hypertension and with markers of active auto-immunity. Pulmonary hypertension has not previously been
associated with non-cirrhotic portal hypertension. The coexistence of vasculopathy of the portal and
pulmonary vascular beds in this patient with active autoimmunity supports the postulate that
portal-pulmonary hypertension may be immunologically mediated.

Introduction

Although liver disease occurs in up to 20% of
patients with systemic lupus erythematosus (SLE),'
non-cirrhotic portal hypertension (NCPH), char-
acterized histologically by portal fibrosis and
obliterative lesions ofthe terminal hepatic veins but
well-maintained hepatic architecture,2'3 has not, to
the best of our knowledge, previously been docu-
mented in SLE.
The frequency of primary pulmonary hyperten-

sion in patients with portal hypertension is at least
2%,4 which is many times greater than the preva-
lence in the general population. Pulmonary hyper-
tension has been associated with cirrhosis and
portal vein thrombosis, but has not previously been
documented in a case of non-cirrhotic portal
hypertension.5 The cause of the pulmonary hyper-
tension associated with portal hypertension re-
mains obscure but an association with autoimmune
phenomena has been suggested.6
The case presented documents portal and pul-

monary hypertension in a patient with markers of
active autoimmunity but absent lupus anticoagu-
lant and supports the postulate that autoimmunity
may play a role in inducing the pulmonary hyper-
tension found in patients with portal hypertension.

Case report

A 19 year old female presented in 1982 with a malar
rash, arthritis, Raynaud's phenomenon and leuko-
penia. Anti-nuclear factor (ANF) to a titre of 1 in
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2,500, positive anti-DNA antibodies, 27% circulat-
ing immune complexes (CIC) and total haemolytic
complement (CH50) of 102 U/l (normal 160-220
U/I) were demonstrated. Systemic lupus erythema-
tosus was diagnosed7 and she was treated with
non-steroidal anti-inflammatory drugs (Voltaren,
Ciba Geigy). Between 1982 and 1985 she received
several courses of hydroxychloroquine and oral
steroids for flares in disease activity. In 1985 she
was again admitted with a lupus flare and renal
impairment associated with an active urinary sedi-
ment was found. Markers of activity included
circulating immune complexes of 41.4%, CH50 of
132 U/l, ANF to a titre of 2,500, and C-reactive
protein of 5.6 mg/dl (normal undetectable). Renal
biopsy showed diffuse proliferative glomerulo-
nephritis. She was pulsed with intravenous methyl-
prednisone and discharged on prednisone 60 mg/
day. Her further course was complicated by
numerous admissions to hospital with active
disease, associated with low CH50 and elevated
CIC. Gastrointestinal involvement, presenting
with diarrhoea resistant to steroids, occurred in
1986, which responded to therapy with cyclophos-
phamide. Systemic hypertension developed in late
1986 which was controlled with atenolol and
frusemide.

Dyspnoea, with a forceful right ventricular lift,
loud pulmonary, component of the second heart
,sound, tricuspid incompetence and right heart
failure led to a diagnosis of pulmonary hyperten-
sion in February 1989. Mean pulmonary artery
pressure was 77 mmHg on echo cardiography.
Multiple pulmonary emboli, occult valvular heart
and primary lung disease were excluded by ventila-
tion - perfusion radionucleide scanning, echo
cardiography and pulmonary function tests. Anti-
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cardiolipin antibodies and Venereal Diseases Re-
search Laboratories (VDRL) tests for syphilis were
negative.

Splenomegaly was noted in May 1989 and
hepatomegaly, in the absence of liver congestion,
was noted 6 months later. Hepatosplenomegaly
progressed, with the development of ascites and
lower oesophageal varices in 1991. Serum albumin
was 35 g/l, globulin 55 g/l prothrombin time (inter-
national normalized ratio; INR) 1.1 (normal
1-1.5), alkaline phosphatase 371 (normal 30-
115 U/1), gamma glutamyl transpeptidase 404
(normal 0-50 U/1), but serum aspartate and
alanine transferase activities were normal.
Hepatitis B was negative and alpha-I antitrypsin,
copper and iron studies were normal. Liver histo-
logy showed typical changes of non-cirrhotic por-
tal hypertension (Figure 1).

Discussion

Cirrhosis, chronic active hepatitis, granulomatous
hepatitis, chronic persistent hepatitis' and focal
nodular hyperplasia8 have been found in up to 20%
of patients with SLE. We have been unable to find
any previous description of non-cirrhotic portal
hypertension in SLE which should be considered in
patients who have little hepatocellular dysfunction
but evidence of portal hypertension or ascites.

Primary pulmonary hypertension occurs mark-
edly more frequently in patients with portal
hypertension.4 Although in most reported cases of
portal-pulmonary hypertension, the portal abnor-
mality is demonstrated before the pulmonary
hypertension, several cases have been documented
where recognition of the pulmonary hypertension
preceded that of the portal hypertension.4'9"0 As
both pulmonary and portal hypertension may be
clinically silent, abnormalities of both portal and
pulmonary vascular beds may be present for con-
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Figure 1 Portal fibrosclerosis of the patient (left) and
normal liver (right). Note similar size of portal vein
branches (P) and intimal proliferation of the portal
arteries (arrows). Haematoxylin and eosin, x 180.

siderable periods before being recognized.
The mechanism of the pulmonary hypertension

associated with portal hypertension remains obs-
cure. Primary pulmonary hypertension may occur
in systemic lupus erythematosus but is usually
associated with the lupus anticoagulant" which
was not detected in this case. A total of 5-10% of
patients with portal-pulmonary hypertension
have some evidence of autoimmune activity or an
associated autoimmune disease.5'6 The aetiology of
the portal vasculopathy in non-cirrhotic portal
hypertension may also be immunologically mediat-
ed, as impaired cell-mediated immunity" and
disturbed T4/T8 lymphocyte ratios1 have been
demonstrated in these patients. In this patient, the
active rash, complement consumption and high
levels of circulating immune complexes indicated
an active autoimmune process. This case supports
the postulate that the pulmonary hypertension
associated with portal hypertension may be
immunologically mediated.
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