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Finger clubbing, cirrhosis and portal hypertension in a sarcoidosis patient
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Abstract

Sarcoidosis is a multisystem granulomatous inflammatory dis-
order frequently affecting the lungs, but also the liver, along with
cirrhosis and portal hypertension occurring in less than 1% of the
patients. A 56-year-old female presented with dyspnea, abdominal
and leg swelling. Physical examination revealed finger clubbing,
ascites and pretibial edema. Chest CT revealed diffuse micronodu-
lar opacities in both lungs without any enlarged thoracic lymph
nodes. PFTs and DLCO/VA were moderately decreased.
Transbronchial biopsy revealed non-caseified granulomas com-
patible with sarcoidosis. Serologic markers for infectious and
autoimmune hepatitis were negative. Liver biopsy showed non-
caseating granulomas, severe hepatitis and fibrosis. Stool, urinary
analysis and antibodies for Schistosoma infection were negative.
Final diagnosis was cirrhosis associated with stage III sarcoidosis.
We report a case of sarcoidosis complicated by cirrhosis and portal
hypertension with finger clubbing. Clinicians should bear in mind
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that cirrhosis, portal hypertension and clubbing may arise as the
initial manifestations of sarcoidosis.

Introduction

Sarcoidosis is a chronic disease of unknown origin character-
ized by the presence of non-caseating granulomas that can involve
all organ systems to a varying extent and degree. Sarcoidosis
affects the lungs in approximately 90% to 95% of the patients [1-
3]. Liver is the third most commonly involved organ after the
lungs and the lymph nodes [4-6]. Cirrhosis and portal hyperten-
sion are unusual manifestations of sarcoidosis occurring in less
than 1% of the sarcoidosis patients [1,4]. Sarcoidosis presenting as
chronic liver disease is uncommon, although hepatic granulomas
can be identified in approximately two thirds of the patients with
systemic sarcoidosis. Liver involvement in sarcoidosis is usually
asymptomatic and follows a benign course in most of the patients.
Diagnosis frequently poses difficulties because the laboratory
tests or the clinical manifestations are not definitively pathogno-
monic. On the other hand, cirrhosis is a very rare complication
emerging in less than 1% of the patients with only a few patients
developing portal hypertension [4,6,7].

Cirrhosis with portal hypertension due to liver sarcoidosis
may come out as a diagnostic challenge for the clinician. We pres-
ent a case of liver sarcoidosis presenting with finger clubbing, cir-
rhosis and portal hypertension as the initial manifestations of the
disease along with review of the literature.

Case Report

A 56-year-old Caucasian woman was admitted for the evalua-
tion of finger clubbing, abdominal swelling, bilateral pretibial and
ankle edema. Personal and family history were excellent. The
patient did not have any exposure to drugs or occupational agents.
She was a non-smoker. Physical examination revealed finger club-
bing (Figure 1), ascites, hepatomegaly of 2 cm below the costal
margin, bilateral pretibial and ankle edema. Blood pressure was
120/80 mmHg. Chest examination was normal with a respiratory
rate of 16/min. Laboratory revealed a normal blood count (WBC:
5.8x103 cells/mm3, Hgb: 12.6 g/dl, ESR: 24 mm/h, AST: 82 U/I,
ALT: 52 U/l, ALP: 188 U/l, GGT: 52 U/, total bilirubin: 1.84
mg/dl, direct bilirubin: 0.80 mg/dl, total protein: 7.54 g/dl, albu-
min: 2.56 g/dl, and PT: 14.8 seconds. Serum ACE was 160 U/l
Tuberculin test was negative.

Chest X-ray (Figure 2a) and thorax CT revealed diffuse micron-
odules (Figure 2b) and there was no detectable thoracic lymph node
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enlargement. Transbronchial and bronchial biopsies revealed non-
caseating granulomatous inflammation. BAL culture for bacteria,
fungus and mycobacteria was negative. Abdomen CT revealed
hepatomegaly and ascites. The ascites was transudative with a 1.8
serum-ascites albumin gradient. Liver biopsy revealed loose epithe-

lioid non-caseating granulomas and fibrosis compatible with sar-
coidosis. Serologic markers for viral hepatitis HBC, HCV and HDV
did not reveal infection. Serologic markers of KLM, ANA, ASMA,
AKLM-1, ALC-1 for autoimmune hepatitis were negative.
Pulmonary function tests were within normal limits (FEV1:106%,

Figure 1. Finger clubbing.

Figure 2. Chest X-ray (a) and thorax CT (b) revealing diffuse micronodules in both lungs.
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FVC: 96%, FEV1/FVC: 94%, DLCO: 86%, and DLCO/VA:82%).
Screening for systemic rheumatologic disease with ANA, RF, Anti-
ds-DNA, Anti-Sm, Anti-SSA, Anti-Scl-70, and, Anti-Jo-1 was neg-
ative. Endoscopic examination revealed grade I varices in the esoph-
agus. Stool, urinary analysis and detection of antibodies to
Schistosoma mansoni, S. haematobium, and S. japonicum adult
worm microsomal antigens by ELISA reveled negative results for
infection. The final diagnosis was sarcoidosis stage III complicated
by cirrhosis and portal hypertension. The patient was commenced on
oral methylprednisolone and furosemide.

Discussion

Sarcoidosis is a systemic granulomatous disease characterized
by the presence of non-caseating granulomas that may involve any
organ. Liver involvement is frequent (35%) ranging from asymp-
tomatic incidental hepatic granulomas with mild liver function
abnormalities to severe hepatic disease. Liver sarcoidosis may lead
to portal hypertension due to the granulomas in the portal triad but
cirrhosis is a rare complication of sarcoidosis [4,5,8]. After the first
two cases were described in 1949 by Mino and by Katskin in 1950
[9,10], sarcoidosis with cirrhosis has been increasingly reported
[4,7,11,12]. Our patient presented with finger clubbing, cirrhosis
and portal hypertension as the preliminary manifestations of sar-
coidosis at the initial setting. Personal history did not reveal any
other previous diseases. The high serum ACE supported the diag-
nosis of sarcoidosis. Diseases that may cause cirrhosis including
infectious and autoimmune hepatitis were excluded in the differen-
tial diagnosis while there was no history of exposure to drugs or
occupational agents. Sarcoidosis presenting with cirrhosis, portal
hypertension and finger clubbing has not been reported previously.
As far as we know, this is the first case in literature presenting with
these manifestations.

The patient did not have any pulmonary or extrapulmonary
symptoms or manifestations associated with sarcoidosis. The only
laboratory finding relevant to sarcoidosis was the high serum ACE
level. The liver failure dominated the clinical picture as finger club-
bing, cirrhosis and portal hypertension arose as the initial manifesta-
tions of sarcoidosis in this patient. High serum ACE was the only
clue to the sarcoidosis diagnosis as an indirect laboratory evidence
of the disease. It is well known that cirrhosis and many other dis-
eases may also lead to elevated ACE levels. Consequently, high
serum ACE level was an equivocal finding from the diagnostic point
of view in our patient as finger clubbing, ascites and portal hyperten-
sion dominated the clinical picture thereby indicating a differential
diagnosis for liver failure which is extremely rare in sarcoidosis,
especially as the presenting manifestation of the disease. On the
other hand, the pathogenesis of finger clubbing in our patient is
unknown, which may be due to sarcoidosis, cirrhosis or both.

At presentation, 90% to 95% of sarcoidosis patients have pul-
monary disease and up to 50% of the cases have skin, liver, periph-
eral lymph node or eye involvement. Conversely only 2% of the
cases have extrapulmonary disease without pulmonary involvement
[1,3]. Cirrhosis occurs in less than 1% of the patients that may lead
to portal hypertension in 3% of the patients [6-10,13]. Due to the
absence of any specific clinical or laboratory findings and its vari-
able manifestations, diagnosis of liver sarcoidosis poses diagnostic
difficulties for the clinician. The final diagnosis of sarcoidosis was
confirmed by the presence of sarcoid granulomas in the histopatho-
logic examination of the transbronchial lung and liver biopsy speci-
mens. Advanced liver disease presenting with cirrhosis, ascites and
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portal hypertension as the initial clinical findings in sarcoidosis is
extremely rare in literature [7,14,15]. Our patient presented with cir-
rhosis and portal hypertension as the preliminary manifestations that
pointed out to more common liver disorders than sarcoidosis causing
a diagnostic dilemma for the clinician.

Liver sarcoidosis is often difficult to diagnose considering the
absence of any specific laboratory or radiologic findings, and its
variable manifestations, especially when the lungs are uninvolved.
No precise guidelines are available for the diagnosis of hepatic sar-
coidosis to date. Diagnosis is achieved by clinical and radiologic
findings suggestive of sarcoidosis, supported by the presence of non-
caseating granulomas in the liver biopsy specimens with exclusion
of other etiologies for granuloma formation [10]. Histopathologic
examination of the liver biopsy samples was compatible with sar-
coidosis and cirrhosis leading to the final diagnosis in our patient.
After a literature search and as far as we know;, this is the fourth case
of sarcoidosis complicated by cirrhosis and portal hypertension as
the initial findings of the disease [7,14,15]. Diagnosis of liver
involvement in sarcoidosis may be difficult because it may be
asymptomatic, may cause only mild symptoms or may have a wide
spectrum of presentations since there are no definitively pathogno-
monic laboratory or imaging findings [15]. Presence of finger club-
bing, cirrhosis and portal hypertension presenting as the initial clin-
ical manifestations of sarcoidosis is a challenge for the clinician.
This patient is the first case in literature revealing three extremely
unusual and rare manifestations of sarcoidosis.

Conclusions

Liver sarcoidosis is usually a self-limiting disorder that usually
ensues with mild enzyme elevation causing no further comorbidi-
ties. Sarcoidosis leading to cirrhosis and portal hypertension occurs
hardly, if ever. Clinicians should bear in mind that although liver sar-
coidosis usually follows a benign and a self-limiting course, it may
lead to severe liver involvement with cirrhosis, portal hypertension
and along with finger clubbing as the initial manifestations.
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