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Letters to the Editor
Systemic sclerosis associated 
with primary biliary cirrhosis 
(Reynolds’ syndrome) in a pair 
of siblings

Sirs,
Reynolds’ syndrome is characterized by the 
presence of primary biliary cirrhosis (PBC) 
associated to systemic sclerosis or its vari-
ants. Since its original description (1), few 
series have been reported (2-6), with more 
than 95% of all cases being females. Al-
though the family susceptibility to autoim-
munity in patients with PBC is well known, 
there are not any descriptions in the English 
literature of systemic sclerosis associated 
with PBC in siblings. Herein, we describe 
two siblings, brother and sister, who suf-
fered this dual autoimmunity.
Case 1. A 58-year-old nun who, upon enter-
ing our institute in 1986, described a 17-year 
history of Raynaud’s phenomenon. Fifteen 
years later, she noticed telangiectasia in the 
face and hands as well as progressive func-
tional limitation in hands, and ulcers in both 
elbows. She also referred a seven-month 
epigastric pain with intermittent nausea, 
vomiting and diarrhea, and generalized pru-
ritus. No previous treatment was prescribed. 
Physical examination showed scleral icter-
us, disseminated telengiectasia, acrosclero-
sis and calcinosis plaques with ulceration in 
both elbows. Laboratory analyses are shown 
in Table I. A hepatic biopsy showed portal 
triads infi ltrated with lymphocyte as well as 
destruction of bile ducts. Radiographic stud-
ies documented pulmonary fi brosis. Limited 
scleroderma and PBC (Reynolds’ syndrome) 
was diagnosed and treatment with colchicine 
and nifedipine was started. During the next 
three years, the patient developed severe 
pulmonary hypertension and died in 1989.
Case 2. The second case is that of her 55-
year-old brother, a catholic priest who not-
ed, since 1994, Raynaud’s phenomenon as 
a sole manifestation. Four years later, he de-
veloped telangiectasia in the face, upper part 
of the chest and hands, and he further no-
ticed a slow and progressive swelling of his 
fi ngers. The following year he showed low-
er dysphagia to solids. Physical examination 
showed acrosclerosis in the hands with giant 
loops and avascular areas detected through 
capilaroscopy. Laboratory analyses are 
shown in Table I. A hepatic biopsy showed 
fi brosis in septa link adjacent portal triads 
and some regenerative nodules. The radio-
graphic study showed calcifi cations in the 

second and third right fi ngertips. The patient 
was treated with colchicine and losartan and 
remained stable for the following fi ve years, 
after which he showed upper digestive tract 
hemorrhage secondary to rupture of esopha-
gi varicose veins. He developed hepatic en-
cephalopathy and died in 2004.
The presence of antimitochondrial antibod-
ies in more than 90% of cases, a familial 
clustering and the presence of immunologi-
cal abnormalities in family members sug-
gests that PBC has an autoimmune aetiol-
ogy. Selmi et al. (6) described PBC in fi ve of 
eight sets of monozygotic twins. This pair-
wise concordance rate (0.63) is the highest 
reported among autoimmune diseases. How-
ever, based on the discordant pairs, its clear 
that either epigenetic and/or environment 
play a critical role. On the other hand, fa-
milial scleroderma has been reported in fi ve 
families with two affected members; howev-
er, a common HLA haplotype was not found 
(7). The greater family propensity to autoim-
munity in these patients could be interpreted 
as a refl ection of sharing susceptibility genes 
or, quite the opposite, that several members 
of a family could have shared exposure to 
the same infectious or environmental agent. 
The association of PBC and scleroderma has 
been reported in between 3% and 50% of all 
PBC cases. In the largest series reported to 
this day, Rigamonti et al. (8) identifi ed 43 
cases of PBC with scleroderma in their da-
tabase of 580 PBC patients (7.4%). Ninety- 
three percent were women and likewise 93% 
had limited scleroderma. Hepatic damage in 
these cases progressed more slowly when 
compared with controls. However, they did 
not describe a family association.
The cases reported herein are interesting 
because they are the fi rst pair of siblings 
with Reynolds’ syndrome described in the 
English literature. 
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Table I. Laboratory values.

 Case 1 Case 2

Bilirubin (mg/dL)  
Total 2.9 1.2
Conjugated 1.7 0.1
Alkaline phosphatase (U/L) 712 582
Aspartate aminotransferase (U/L) 101 70
Alanine aminotransferase (U/L) 55 71
Albumin (g/dL) 3.3 3.9
Rheumatoid factor (latex) 1:10240 ND
Anti-smooth-muscle antibodies Positive 1:160 ND
Antimitochondrial antibodies Positive, 1:160 Positive, 1:160
Anti-centromere antibodies Positive 1:160 Positive 1:160


