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Abstract 
Systemic sclerosis is a multisystem rheumatic autoimmune disorder characterized by fibrosis of the skin and 
many other organs. The gastrointestinal tract is the second cause of systemic compromise of this disease, 
but idiopathic portal hypertension is an extremely rare condition in these patients. We describe the case of a 
female patient with atypical hepatic changes of idiopathic portal hypertension associated with limited systemic 
sclerosis. Since these entities rarely coexist in the same individual, and since this is the first clinical associa-
tion in our environment, we present this literature review and case report.
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INTRODUCTION

Systemic sclerosis (SS) is also called scleroderma. It is an 
autoimmune disease of the connective tissue that mostly 
affects women between 30 and 50 years of age. It is primar-
ily characterized by inflammation and dermal fibrosis and 
can affect internal organs (1).

SS is classified into localized and systemic forms. The 
localized form involves skin lesions without visceral 
involvement. The systemic form is divided into a limited 
form called the CREST syndrome (calcinosis, Raynaud 
phenomenon, esophagopathy, sclerodactyly and telangiec-
tasia), a diffuse form and a visceral form without cutaneous 
involvement (2).

Compromise of the gastrointestinal tract is the second 
most common cause in 80% of cases. The affected structure 
is frequently the esophagus. Findings commonly observed 
are hypotension of the lower esophageal sphincter and 
distal esophagus alterations.  Gastroparesis, megacolon, 
pseudo-obstruction and bacterial overgrowth have also 
been identified (3).

In the liver, primary biliary cirrhosis is the most common 
illness, excluding viral hepatitis and hepatotoxic drugs that 
may be associated with SS in a limited way. Idiopathic por-
tal hypertension is rare in patients with connective tissue 
disease (4).

We describe the case of a female patient who presented 
atypical hepatic impairment. The relevance of this case is 
the association of idiopathic portal hypertension with lim-
ited systemic sclerosis. These entities rarely coexist in the 
same individual, and this is the first report of this clinical 
association in our country. We present this case together 
with a review of the literature.

CASE REPORT

The patient was a 38 year old white woman who was born 
in Rio de Janeiro. In 2010 she came to the hospital after 
two months clinical evolution characterized by inflamma-
tory polyarthritis of her hands, wrists, elbows and knees 
associated with erythematous macules on her extremities, 
a daily fever of 38.5 C, profuse diarrhea, muscular weakness 
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Figure 1. Colonoscopy showing numerous telangiectasias, without active bleeding.

and involuntary weight loss of 10 kg. She had no signs of 
anorexia or sitophobia.

A physical examination showed that the patient was 
overweight (BMI: 29), presented a pruritic hyperchromic 
maculopapular rash on her chest, back and limbs which was 
associated with moderate skin thickening, had symmetri-
cal proximal muscular weakness in all four extremities, and 
had 3 cm hepatomegaly below the right costal margin.

Laboratory tests reported normal blood counts: PCR: 
2.64 mg/L, RV <3mg/L, normal liver enzymes (trans-
aminases and GGT), C3: 116mg/dl, C4: 27 mg/dl, rheu-
matoid factor: negative (latex test and Waaler-Rose test), 
antinuclear antibodies (ANA): positive, anti-centromere: 
positive, and extractable nuclear antibodies (ENAS): nega-
tive (ELISA technique).

Blood tests for cytomegalovirus, HIV, toxoplasmosis, 
chlamydia, hepatitis B and hepatitis C were all negative. 
Serum protein electrophoresis showed 28% polyclonal 
hypergammaglobulinemia (2.7 g/dl).

Radiography of the patient’s hands and knees showed 
no alterations.  A skin biopsy was compatible with sclero-
derma. A muscle biopsy showed neurogenic type muscular 
atrophy. A sural nerve biopsy showed severe axonal neuropa-
thy. Electroneuromyography showed axonal motor neuropa-
thy predominantly in the lower limbs.  Echocardiography 
showed pulmonary hypertension (PAP: 47 mmHg).  Stool 
tests for parasites were negative, and an examination of small 
intestine transit was normal. An abdominal examination was 
normal. Esophageal scintigraphy showed moderate esopha-
geal motor disorders. Thyroid, pancreatic and celiac disease 
(anti-gliadin, anti-endomysium) tests were all negative.

Based on these results, limited systemic sclerosis was 
diagnosed. Treatment was initiated with 10 mg/day of 

prednisone, 10 mg/week of subcutaneous methotrexate, 5 
mg/day of folic acid, 125mg of bosentan twice daily and 
1.5 mg/day of colchicine. The patient began to  show sig-
nificant improvement of her clinical symptoms.

After two months of this therapeutic regimen, upon 
slight exertion the patient began to experience dyspnea 
which was associated with a nonproductive cough, sclero-
dactyly, Raynaud›s phenomenon and telangiectasia of the 
chest, back and extremities.

A chest CT scan showed ground glass opacities with dis-
crete crosslinking in the periphery of the lower and medium 
lobes which were bilaterally compatible with interstitial 
lung disease. This was treated with cyclophosphamide IV 
pulse therapy for eight months which resulted in improve-
ment of symptoms.

Later the patient presented severe diarrhea with hema-
tochezia. Colonoscopy showed numerous telangiecta-
sias around the colonic route but without active bleed-
ing (Figure 1). 

The echocardiogram showed no improvement in pulmo-
nary hypertension (PAP 46 mmHg). Transaminases were 
slightly elevated at 1.5 times the normal value; alkaline 
phosphatase bilirubin was normal; antibodies to autoim-
mune hepatitis, anti-smooth muscle and anti-LKM1 were 
negative; anti-mitochondrial antibody was positive at 
1/80. Alpha-1 antitrypsin and 5 hydroxyindoleacetic acid 
levels were found. 

Due to elevated liver enzymes, methotrexate was sus-
pended. To this point the patient had received a total dose 
of 480 mg over 1 year of treatment. A liver biopsy showed 
portal fibrosis with thin septa, distortion of lobular orga-
nization, occasional mononuclear cells, necroinflamma-
tory capillary bridges between portal tracts and terminal 
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phocytes (CD8) and an altered CD4/CD8 ratio in patients 
with non-cirrhotic portal fibrosis (8).

At present, it is not possible to determine whether the 
association between SS and IPH is causal, or whether 
both diseases have the same etiopathogenetic mecha-
nism.  Recently, an association of celiac disease with IPH 
has been described including decreased portal hyperten-
sion after establishing a gluten free diet (9).

The criteria proposed by the Research Committee on 
Idiopathic Portal Hypertension of Japan for the diagno-
sis of this entity include portal hypertension with sple-
nomegaly, anemia, usually secondary to hypersplenism, 
endoscopic or radiological evidence of esophageal varices, 
normal or near normal liver function tests and suggestive 
biopsy. Liver cirrhosis, hematological disorders, hepatobi-
liary parasitosis, occlusion of the portal vein and hepatic 
veins are excluded (10).

Diagnosis of IPH in our patient was through endoscopic 
identification of esophageal varices, the presence of sple-
nomegaly, and the results of a biopsy. Although the patient 
did not present anemia, idiopathic portal hypertension 
was evidenced during liver function tests even though the 
test results were nearly normal. This is consistent with a by 
Okudaira et al. which shows that liver function tests close 
to normal parameters may be used as an inclusion criterion 
in the diagnosis of IPH (11). 

Some features of the biopsy allow a diagnosis of 
IPH.  Ludwig et al. conducted a  study of 25 liver biopsy 
samples from patients with IPH and found dilated portal 
veins which were herniated in the surrounding hepatic 
parenchyma. They also found altered acinar architecture 
and necroinflammatory capillary bridges between portal 
tracts and terminal hepatic veins. Less frequently, they 
found randomly distributed megasinusoids, thin fibrous 
septa, and displacement or failure of branches of the hepatic 
vein with or without phlebosclerosis (12).

The biopsy of our patient demonstrated the existence of 
portal fibrosis with thin septa, distortion of lobular orga-
nization, necroinflammation and some capillary bridges 
between portal tracts and hepatic veins. All of this was con-
sistent with the findings of Ludwig and colleagues regard-
ing IPH.  No observations were made that suggested the 
existence of nodular regenerative hyperplasia or that dem-
onstrated toxicity due to methotrexate.

Primary biliary cirrhosis, hematological diseases and 
parasites were discarded as exclusion criteria.  Abdominal 
Doppler ultrasound ruled out obstruction of the hepatic 
portal vein, and cholangiography showed no dilatation of 
the biliary tract.

Patients with sinusoidal portal hypertension have a 
hepatic venous pressure gradient (HVPG)> 5mmHg, 
whereas presinusoidal HVPG is usually normal (portal 

hepatic veins with increased volume of hepatocytes.  The 
biopsy was consistent with idiopathic portal hypertension 
but showed no methotrexate toxicity.

Abdominal ultrasound revealed splenomegaly, and 
magnetic resonance cholangiopancreatography (MRCP) 
showed no dilatation of the biliary tract, A hemodynamic 
study with catheterization of the hepatic vein and portogra-
phy was normal. It reported hepatic venous wedge pressure 
(HVWP)) of 5 mmHg, free hepatic venous pressure of 3 
mmHg and a hepatic venous pressure gradient (HVPG) of 
2 mmHg.

Despite discontinuation of methotrexate, the patient’s 
transaminase levels did not improve and evolved until por-
tal hypertension was diagnosed according to  the criteria 
proposed by the Research Committee on Idiopathic Portal 
Hypertension of Japan (presence of esophageal varices of 
medium caliber, splenomegaly and liver biopsy).

The patient underwent endoscopic ligation of esopha-
geal varices due to worsening of portal hypertension and 
received prophylactic treatment with 40mg of propranolol 
every 12 hours.

DISCUSSION

Systemic sclerosis is a rheumatic, autoimmune, multisys-
tem disorder that primarily affects the skin and many other 
organs.  Because hepatic involvement is rare, liver disease 
has not been considered a significant finding related to 
SS.  Several studies have shown low prevalences of liver 
disease in these populations, and they have even been 
used as control groups.  Bartholomew  et al. conducted a 
study involving 727 patients with SS and found that only 8 
patients (1.1%) had liver involvement (5).

Idiopathic portal hypertension (IPH) is a rare condition 
that usually appears during the fifth and sixth decades of 
life, most often in women. It is often associated with auto-
immune diseases. In the West, it occurs infrequently while 
the East has reported some cases with the highest incidence 
in Japan where it is most common in women. The second 
highest incidence is in India where it occurs most often in 
men between 30 and 35 years of age (6, 7).

The etiology of IPH is unknown.  Different theories that 
attempt to explain how this disease develops have been 
proposed, but none of them have enough solid data about 
chronic digestive tract infections that can lead to portal 
inflammation or about exposure to certain toxic substances 
such as arsenic, vinyl chloride and drugs such as azathioprine, 
methotrexate and 6-mercaptopurine. An autoimmune basis 
has also been proposed on the basis of the higher incidence 
in patients with connective tissue diseases.  For example, 
there are various immunological abnormalities shared by SS 
and IPH such as decreased suppressor and cytotoxic lym-
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