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Abstract

Primary biliary cirrhosis (PBC) is a chronic liver condition charac-
terized by bile duct destruction, probably caused by a yet unknown 
immunological mechanism. Its association with several other auto-
immune diseases has been described. The association of the limited 
cutaneous form of systemic scleroderma (lcSSc) and PBC is known 
as Reynolds syndrome. The authors describe a case of a 76 year old 
male patient with Raynaud’s phenomenon complaints in 1999. The 
physical examination revealed sclerodactyly, cutaneous calcifi ca-
tions, digital ulcers and facial telangiectasias. Chest radiography 
showed signs of lung fi brosis. Dilated capillary loop were found in 
nailfold capillaroscopy. The autoimmunity pattern was compatible 
with limited systemic sclerosis (antinuclear and anticentromere an-
tibodies were positive). In 2005 the autoimmunity pattern changed, 
with positive antimitochondrial antibodies. The patient presented 
with fatigue, pruritus and dyspnea on exertion complaints. Liver 
function tests showed elevation of alkaline phosphatase and gam-
ma-glutamyl transpeptidase. Although the patient refused liver bi-
opsy, PBC diagnosis was established. In 2008 the patient was ad-
mitted to the hospital with anorexia, dyspepsia, ascites, abdominal 
pain and weight loss. Endoscopy showed esophageal varices and 
abdominal computed tomography revealed cirrhotic liver. The pa-
tient died in 2009 with acute myocardial infarction.
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Introduction

Primary biliary cirrhosis (PBC) is a chronic and progressive 
disease probably caused by a yet unknown immunological 
mechanism. Its hallmark is the destruction of septal and in-
terlobular ducts and portal infl ammation with scarring, caus-
ing extensive fi brosis and liver failure [1-3]. 

Systemic sclerosis (SSc) is a connective tissue disease 
characterized by infl ammatory, fi brotic and degenerative 
changes. It may be classifi ed as diffuse cutaneous SSc or 
limited cutaneous SSc (lcSSc) on the basis of the extent and 
distribution of skin involvement. The systemic manifesta-
tions of the disease include circulation abnormalities, such 
as Raynaud’s phenomenon, and multiple organ involvement 
with fi brotic and vascular complications [3-5].

The association between PBC and other autoimmune 
conditions, such as Sjögren’s syndrome, rheumatoid arthri-
tis, Hashimoto’s thyroiditis or systemic sclerosis occurs in 
84% of cases [1, 2, 6-10]. The overlap of lcSSc and PBC 
is known as Reynolds syndrome, after the lead author of an 
article published in 1971 [11]. The authors report a patient 
with lcSSc and PBC.

Case Report

In 1999 a 76-year-old man presented with Raynaud’s phe-
nomenon complaints and mild arthralgias in the previous 
month. His past medical history revealed only benign pros-
tatic hyperplasia and arterial hypertension. Physical exami-
nation showed mild skin thickening of forearms and moder-
ate skin thickening of hands (according to modifi ed Rodnan 
skin score), sclerodactyly, cutaneous calcifi cations in the 
forearms, pitting digital ulcers in the 2nd and 3rd fi ngers of 
the right hand and facial telangiectasias. Thoracic and ab-
dominal examination was normal. 

The routine laboratory workup (hemogram, ionogram, 
liver function tests, c-reactive protein and erythrocyte sedi-
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mentation rate) was normal. Immunoelectrophoresis was 
suggestive of monoclonal gammopathy IgM kappa. The pro-
teinogram revealed gamma monoclonal peak. Bone marrow 
examination detected changes compatible with monoclonal 
gammopathy of undetermined signifi cance (MGUS). Anti-
nuclear and anticentromere antibodies were positive (with 
maximum score in a qualitative scale, ++++). Anti-SSA(Ro) 
antibody was also positive. All other autoimmune tests were 
negative. Chest radiography had discrete signs of lung fi bro-
sis. Nailfold capillaroscopy showed senile pattern in the left 
hand, while in the right hand it showed dilated capillaries, 
few giant capillaries, severe stasis and pericapillar edema, 
without avascular areas (Fig. 1). Limited cutaneous sys-
temic sclerosis diagnosis was established. Treatment with 
sustained-release nifedipin 30 mg id, aspirin 100 mg id and 
pentoxifylline 400 mg bid was begun, with clinical improve-

ment.
The patient was regularly observed, with no changes 

in the autoimmunity pattern until 2005, when in addition to 
the antinuclear and anticentromere, antimitochondrial an-
tibodies (AMA) were also strongly positive (++++). Liver 
function tests, particularly alkaline phosphatase, were nor-
mal, while erythrocyte sedimentation rate was 45 mm/hour. 
In 2006 he presented with fatigue, pruritus and dyspnea on 
exertion. Liver function tests showed elevation of alkaline 
phosphatase (143 U/L, normal range 30 - 120 U/L) and 
gamma-glutamyl transpeptidase (81 U/L, normal range < 55 
U/L). Although the patient refused liver biopsy, two PBC cri-
teria were met and the diagnosis was established. Treatment 
with ursodeoxycholic acid 250 mg tid and cholestyramine 
4 gr bid was instituted. Mild increase in liver function tests 
was observed over time (Table 1).

In 2008 the patient was admitted to the hospital with 
4 months history of anorexia, dyspepsia, abdominal pain 
and signifi cant weight loss (27% of body weight lost in that 
period). On physical examination the patient presented ab-
dominal distention and ascites. Laboratory workup revealed 
low serum albumin (3.3 g/dL, normal range 3.5 - 5.2 g/dL), 
elevated alkaline phosphatase (215 U/L), gamma-glutamyl 
transpeptidase (83 U/L) and aspartate aminotransferase (45 
U/L, normal range < 35 U/L). Endoscopy showed grade II 
esophageal varices in the distal third of the esophagus and 
congestive and hypertrophic gastric mucosa. Abdominal 
computed tomography was performed, presenting small 
nodular liver, with difuse steatosis, and splenomegaly. Furo-
semide 40 mg bid, spironolactone 50 mg id and propranolol 
20 mg bid were added to the previous therapeutic regimen 
with clinical improvement. Simvastatin 20 mg id was also 
prescribed for the treatment of recently diagnosed hypercho-
lesterolemia.

The patient was admitted to the emergency room in 2009 
with chest pain. Acute myocardial infarction was diagnosed 
and standard medical therapy with aspirin, clopidogrel and 
low molecular weight heparin was given, but the patient died 

Figure 1. Nailfold capillaroscopy showing dilated capillaries 
and one megacapillary, 200x magnifi cation, 1999.

AST - Aspartate aminotransferase; ALT - Alanine aminotransferase; Alkal Ph – Alkaline phosphatase; GGT - Gamma-
glutamyl transpeptidase; TBrb – Total bilirubin.

Table 1. Liver Function Tests

Item Normal 2000 2001 2002 2003 2004 2005 2006 2007 2008 2009

AST (U/L) < 35 25 31 30 31 21 30 37 67 45 45

ALT (U/L) < 45 11 15 15 16 12 17 24 49 22 24

Alkal Ph (U/L) 30 – 120 73 101 93 116 101 104 143 242 215 188

GGT (U/L) < 55 22 31 30 35 27 52 81 145 83 63

TBrb (mg/dL) 0.3 – 1.2 0.5 0.5 0.5 0.4 0.5 0.6 0.5 0.7 0.8 1.0
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before angioplasty could be performed.

Discussion
  
The overlap of different autoimmune conditions is widely 
known. The association of lcSSc and PBC was fi rst described 
in 1970 by Murray-Lion et al [12] and in 1971 by Reynolds 
et al [11]. The prevalence of SSc in patients with PBC is 
3-8%. Conversely, the estimated prevalence of PBC among 
patients with SSc is 2.5-3% [13]. Although the subjacent im-
mune mechanisms are not yet completely known, Mayo et 
al reported that antigen-stimulated T-cells play an important 
role and described bigger prevalence of clonal populations of 
CD8+ TCRBV3 in Reynolds syndrome than in both condi-
tions alone [14].

PBC is more frequent in women (8:1 female-to-male 
ratio) and patients present usually between the 5th and 7th 
decades, with an estimated incidence of 0.7 - 49 cases per 
million-population per year [2]. Systemic sclerosis also af-
fects mostly women (5:1 female-to-male ratio), generally 
between the 3rd and 5th decades and with annual incidence 
of 14.1 cases per million [4]. The authors present a case of a 
male patient who fi rst was diagnosed with lcSSc at the age 
of 76 years and with PBC seven years later. The onset of any 
of these diseases separately is uncommon either in the male 
gender or in older patients.

PBC is probably the result of the interaction between 
genetic background and extrinsic factors. Most patients are 
asymptomatic (48-60%) [1, 6] and the diagnosis is suspected 
in routine blood tests, due to abnormal alkaline phosphatase 
values. Fatigue and pruritus are the most common symptoms 
[1, 2]. According to the American Association for the Study 
of Liver Diseases (AASLD) guidelines on PBC, the diagno-
sis can be established when two out of three criteria: 1) bio-
chemical evidence of cholestasis based mainly on alkaline 
phosphatase elevation; 2) presence of AMA; 3) histologic 
evidence of nonsuppurative destructive cholangitis and de-
struction of interlobular bile ducts [15]. Although liver bi-
opsy allows diagnostic confi rmation and disease staging, it 
is not mandatory for diagnosis once the other two criteria are 
met. In our case the patient had alkaline phosphatase eleva-
tion and positive AMA, therefore the diagnosis was estab-
lished. Liver biopsy was considered, but the patient refused 
the procedure. Treatment with ursodeoxycholic acid was ini-
ciated but liver function tests gradually worsened and fi nally 
in 2008 he was admitted due to liver failure. Liver transplant 
is the only treatment that truly improves PBC’s natural his-
tory [1].

The diagnosis of lcSSc was based on clinical fi ndings 
of severe Raynaud’s phenomenon, mild calcinosis, sclero-
dactily and telangiectasia. Only esophageal dysmotility was 
lacking for the diagnosis of CREST syndrome, although the 
patient had dyspeptic complaints. Autoimmune pattern was 

also compatible with lcSSc, antinuclear and anticentromere 
antibodies were strongly positive and anti-DNA topoisom-
erase I (Scl-70) antibody was negative. Nailfold capillaros-
copy revealed also typical fi ndings of scleroderma [16, 17]. 
Symptomatic treatment for Raynaud’s phenomenon was 
given to our patient, with positive evolution. SSc can cause 
heart disease, namely pericardial effusion, myocardial fi bro-
sis and arrhythmias [4]. Despite this patient had no previous 
history of cardiac disease, he died of an acute myocardial 
infarction. We cannot exclude that this patient had cardiac 
manifestations of SSc.

Reynolds syndrome prognosis depends of PBC’s sever-
ity, since lcSSc is a relatively benign slow progressive form 
of SSc [18]. The regular evaluation of liver function tests 
is useful for monitoring disease progression. Advanced age, 
hyperbilirubinemia, low serum albumin and stage 4 (cirrho-
sis) liver biopsy indicate worse prognosis [1, 2]. Neverthe-
less, survival of patients with PBC and CREST syndrome 
seems to be better than that of patients with PBC alone [19]. 
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