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Abstract
Background
Sarcoidosis is a multisystemic inflammatory granulomatous disease. The prevalence of hepatic
involvement is not clear. The aim of this study was to establish the presence and severity of liver
test abnormalities in sarcoidosis.
Methods
Retrospectively, patients with confirmed sarcoidosis (n=837) presenting with the liver test
abnormalities (alkaline phosphatase, γ‐glutamyl transferase, alanine aminotransferase or
aspartate aminotransferase >1.5 times the upper limit of normal (ULN)) who were classified
according to severity into mild (zero liver tests ≥3 times the ULN), moderate (one or two liver
tests ≥3 times the ULN) and severe (three or four liver tests ≥3 times the ULN) were evaluated.
Moreover, the relationship between severity of liver tests and histology was examined.
Results
Liver test abnormalities were found in 204 of 837 patients with chronic sarcoidosis (24.4%),
among which 127 (15.2%) were suspected of having hepatic sarcoidosis (79 of 127 males, 111
Caucasian, eight African‐American). In 22 of 127 patients (17.3%), a liver biopsy was obtained; 21
were compatible with hepatic sarcoidosis. In these 21 patients, severity of liver test abnormalities
was significantly associated with extensiveness of granulomatous inflammation (ρ=0.58, p=0.006)
and degree of fibrosis (ρ=0.64, p=0.002). These results remained in the multiple regression
analysis when controlled for treatment status, sex, genetics, ethnicity and age.
Conclusion
Liver test abnormalities were present in 24% of the studied patients; in 15% highly because of
hepatic involvement of sarcoidosis. Moderate and severe liver test abnormalities seemed to be
associated with more advanced histopathological disease. Therefore, in the management of
sarcoidosis, for patients with moderate or severe liver test abnormalities a liver biopsy is
recommended.

76

Liver test abnormalities in sarcoidosis

Introduction
Sarcoidosis is a multisystemic inflammatory granulomatous disease of unknown
etiology.1 Typical for sarcoidosis is the presence of non‐necrotizing granulomas,
affecting lung and lymph nodes in more than 90% of the cases, but it can involve almost
every organ system.2‐5 The prevalence of sarcoidosis is estimated at 1 to 40 cases per
100 000, with an age‐adjusted annual incidence in the USA of 35.5 per 100 000 for
African‐Americans and 10.9 per 100 000 for Caucasians.1
Extrapulmonary sites, including the liver, are involved in 50% of cases.4,6,7 Hepatic
sarcoidosis mostly affects young individuals between 20 and 40 years old, and is twice
as common in African‐Americans as in Caucasians.6‐12 Hepatic sarcoidosis is usually
asymptomatic.4,8,13 Only 5–30% of the patients present with atypical clinical signs and
symptoms such as nausea, vomiting, abdominal pain in de right upper quadrant, a
painful liver during palpation and/or hepatomegaly.3,8,10‐12,14‐21 In a minority of patients,
hepatic sarcoidosis can be a serious and rapid progressive disease with the occurrence
of complications as cirrhosis, portal hypertension, chronic cholestasis and Budd‐Chiari
syndrome.3,4,8,10,13,14,17,21‐24 Because symptomatic hepatic sarcoidosis is uncommon,
studies to investigate the natural history and the diagnostic approach are scarce.
Diagnosis of hepatic sarcoidosis is established when clinicoradiological findings are
supported by a compatible histological picture of a biopsy obtained from another organ
and/or the liver, after the exclusion of other causes of hepatic granulomas.1 Guidelines
with recommendations for the assessment of hepatic involvement in patients with
sarcoidosis presenting with liver test abnormalities are not yet available. Moreover,
diagnosis is considered to be a clinical challenge, because of the wide spectrum of
disease presentation and course with the absence of specific symptoms, signs and
radiological findings.3,8,10‐12,14‐21,25 Furthermore, liver test abnormalities can be found in
hepatic sarcoidosis; however, the clinical relevance of the severity of these
abnormalities is uncertain.10‐12,16,18,19,26 Therefore, the aim of this study was to establish
the presence and severity of the liver test abnormalities in a Dutch sarcoidosis
population and additionally, to evaluate the relationship between severity of liver test
abnormalities and histopathological abnormalities in hepatic sarcoidosis.

Methods
Study design and selection of patients
In this retrospective study, we analysed the data of patients with the established
diagnosis sarcoidosis (n=837) who, between 2000 and 2009, visited the ild care centre
(interstitial lung diseases including sarcoidosis management and research) of the
Maastricht University Medical Centre+ (MUMC+), a tertiary referral centre for the
Netherlands.
77

Chapter 4

Of the studied sarcoidosis patients, in 570 (68.1%) a biopsy was obtained: 269 of
the lung; 112 of the skin; 145 of a lymph node; 44 of other organs of which 22 of the
liver. In patients with typical features of the Löfgren’s syndrome and characteristic
features of the bronchoalveolar lavage fluid analysis results, no biopsy was obtained.
This policy is consistent with the World Association of Sarcoidosis and Other
Granulomatous Diseases guidelines.1,27
Liver involvement was suspected if one of the following liver tests exceeded the
level of the upper limit of normal (ULN) 1.5 times: alanine aminotransferase more than
67.5 U/l for men and more than 52.5 U/l for women, aspartate aminotransferase more
than 52.5 U/l for men and more than 45 U/l for women, alkaline phosphatase (ALP)
more than 210 U/l for both men and women, γ‐glutamyl transferase more than 75 U/l
for men and more than 60 U/l for women. All available histological liver biopsies from
the histopathologic department of the MUMC+ were examined to cross‐check and
supplement the list of patients suspected of hepatic sarcoidosis.
Patients with liver test abnormalities that were attributable to drug use (n=12) or
other (liver) diseases (n=10) were excluded.

Collection of clinical data
For each patient suspected of hepatic sarcoidosis, we reviewed Mirador, the electronic
database of MUMC+, in detail to gather the following items: general information, data
concerning the diagnostic process (laboratory abnormalities, radiological findings, liver
biopsies) and treatment status. Because of the absence of a standard grading system,
we classified the liver test abnormalities according to severity into mild (zero liver tests
≥3 times the ULN), moderate (one or two liver tests ≥3 times the ULN) and severe
(three or four liver tests ≥3 times the ULN). Ultrasonographic findings were defined
positive (i.e. suggestive for hepatic sarcoidosis) in the presence of hyperechogenic or
hypoechogenic spots.13 Treatment status was established for the distinction between
patients treated and patients not treated during the liver biopsy. All data were
recorded within 6 months from the time the liver biopsy was performed. For missing
follow‐up data we contacted the medical practitioners of the secondary care centre
where the patient had been treated originally.

Histopathologic examination
Histological examination was performed on formalin‐fixed paraffin‐embedded material.
A panel of histochemical stains was used: haematoxylin and eosin (H/E), Sirius red,
reticulin, Periodic Acid‐Schiff diastase reaction and Ziehl Nielsen. The aim of these
stains was to evaluate the architecture of the liver, the presence and degree of
inflammation, steatosis and fibrosis and the distribution of the granulomas. In the
granulomas we looked for necrosis, Schaumann’s bodies and asteroid bodies. An
immunohistochemical analysis was restricted to a cytokeratin 7‐stain in order to
evaluate the presence of bile ducts, and their possible loss (ductopenia). Polarization of
78

Liver test abnormalities in sarcoidosis

the liver biopsy was conducted to detect birefringent material. According to a
classification modified from Kahi et al.,17 the extent of granulomatous inflammation
was graded. Based on the percentage of liver sample occupied by granulomas the liver
biopsies were classified into three groups: 0–25, 26–50, more than 50%. The degree of
inflammation was subtyped into mild (no or minimal periportal inflammation),
moderate (periportal and minimal lobular inflammation) and severe (periportal and
lobular inflammation).28 Fibrosis was classified according to the classification proprosed
by Desmet et al.28: grade 1 (periportal fibrous expansion without septa formation),
grade 2 (porto‐portal septa with intact architecture), grade 3 (portocentral septa with
architectural distortion) and grade 4 (cirrhosis). The level of steatosis was determined
according to the classification proposed by Kleiner et al.29: stage 0, less than 5%; stage
1, more than 5–33%; stage 2, more than 33–66% and stage 3, more than 66% of
parenchyma involved by steatosis.

Statistical analysis
For univariate normally distributed variates means and SDs were used. For non‐
normally distributed variates score minima and maxima were given. For univariate
nominal or ordinal variables frequencies and percentages were used. To examine and
test associations between ordinal diagnostic scales (liver test abnormalities and
histopathology), log‐likelihood chi‐squares (XL2) and Spearman’s rank‐correlation
coefficient (Spearman’s ρ) were used. Despite the low statistical power, an attempt was
made to use multiple regression analysis to adjust this relationship for other
confounding variables (treatment status, age, sex, genetics and ethnicity). Forward
selection was used to find a final regression model containing only statistically
significant effects. A p value less than 0.05 was considered to represent a statistically
significant relationship. SPSS‐pc version 16.0 (SPSS Inc., Chicago, Illinois, USA) was used
for analysis.

Results
Selection process
A total of 837 patients with a confirmed diagnosis of sarcoidosis visited the ild care
centre of the MUMC+ (Figure 4.1). Liver test abnormalities were present in 204 patients
(24.4%). Among these, 77 patients were excluded: 55 because of minimal liver test
abnormalities (<1.5 times ULN), 12 because of suspected medication induced liver test
abnormalities (among others methotrexate, azathioprine and antibiotics), two because
of development of colorectal carcinoma with hepatic metastases during sarcoidosis
disease course, five because of other liver diseases (viral hepatitis, alcohol induced liver
damage and cholelithiasis) and three patients because of liver test abnormalities as a
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consequence of pulmonary hypertension due to pulmonary sarcoidosis with resultant
cardiac congestion. The remaining 127 patients were included with the suspected
diagnosis of hepatic sarcoidosis. In 22 out of 127 patients with liver test abnormalities
(17.3%) a liver biopsy was performed. Twenty‐one out of 22 biopsies showed
granulomas compatible with hepatic sarcoidosis. These 21 biopsies were used for the
comparison between severity of liver test abnormalities and histological findings. One
liver biopsy was small and fragmented and showed no granulomas, possibly because of
a sampling error.
Ild care centre
837 sarcoidosis patients

204 patients (24.4%) with LT abn

Exclusion: 77 patients
55: LT abn <1.5 × ULN
12: Medication induced LT abn
7: LT abn due to other liver diseases
3: LT abn due to other causes

127 patients (15.2%) suspected of hepatic sarcoidosis

22 patients: with liver biopsy
21 biopsies: granulomas
1 biopsy: no granulomas

Figure 4.1

105 patients: without liver biopsy
LT abn suggestive for hepatic
sarcoidosis

Flow diagram inclusion and exclusion of patients. LT abn, liver test abnormalities; ULN, upper
limit of normal.

Baseline characteristics
Finally, 127 patients (79 men, 48 women) were suspected of hepatic sarcoidosis.
Baseline characteristics are summarized in Table 4.1. The prevalence of suspected
symptomatic liver involvement in patients with the confirmed diagnosis sarcoidosis in
this group of patients was estimated at 1:7 (15.2%). Mean age of patients with
suspected symptomatic hepatic sarcoidosis was 50.5 years (±11.39). Familial
involvement was reported in 7.9% of patients and African‐American descent in 6.3%.
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Liver test abnormalities were in 43.3% cases of cholestatic origin, in 22.8%
parenchymatous and in 33.9% combined.
Table 4.1 Baseline characteristics of patients suspected of hepatic sarcoidosis (n=127).
Baseline characteristics
a
Age (years)
b
Sex
Male
Female
b
Race
Caucasian
African‐American
Other
a
Average disease duration (years)
b
Familial involvement
b
Smoking
b,c
Liver test abnormalities
Mild
Moderate
Severe
b
Liver test abnormalities
Cholestatic
Parenchymatous
Combined
a

50.5 (±11.39, 28–83)
79/127 (62.2%)
48/127 (37.8%)
111/126
8/126
7/126
7.93
10/126
15/124

(88.1%)
(6.3%)
(5.6%)
(±5.45, 1–29)
(7.9%)
(12.1%)

36/127 (28.3%)
85/127 (67.0%)
6/127 (4.7%)
55/127 (43.3%)
29/127 (22.8%)
43/127 (33.9%)
b

c

Data are presented as means ±SD with range. Data are presented as absolute numbers with percentages.
Liver test abnormalities on the basis of severity: mild, 1.5 x ULN < LTs ≥3 x ULN; moderate, 1 or 2 LTs ≥3 x
ULN; severe, 3 or 4 LTs ≥3 x ULN. LT abn, liver test abnormalities; ULN, upper limit of normal.

Histopathological findings
In 17.3% (22 of 127 patients) a liver biopsy was obtained, of which 21 were compatible
with hepatic sarcoidosis. Baseline characteristics and the results of histopathological
assessment for this subpopulation are summarized in Table 4.2. The percentage of
biopsy area occupied by granulomas was estimated to be less than 50% in 71% of the
liver biopsies, with granulomas located predominantly mixed portal and
parenchymatous (Figure 4.2a and 4.2b). Inflammation was present in all cases, often
periportal, but involving the liver parenchyma to a variable degree in 12 patients (57%).
In one patient asteroid bodies were found in giant cells situated in granulomas, as
illustrated in Figure 4.2c. Ductopenia was present in 33% of cases. Birefringent material
was made visible during polarization in a total of six granulomas (Figure 4.2d). Fibrosis
grade 3 was noted in five biopsies (24%).
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Table 4.2

Baseline characteristics and histopathological findings (n=21).

Baseline characteristics
a
Mean age (years)
b
Sex

Male
Female
Caucasian
African‐American
Mild
Moderate
Severe

b

Race

b,c

Liver test abnormalities

Histological features
b
Area of liver samples occupied by granulomas

Non‐necrotizing granulomas
b
Location granulomas

0–25%
26–50%
>50%

b

Portal
Parenchymatous
Mixed

b

Asteroid bodies
b
Schaumann’s bodies
b
Ductopenia
b
Sinusoidal dilatation
d
Birefringent material on polarization
b
Cholestatic changes
b,e
Degree of inflammation

Mild
Moderate
Severe
Stage 0
Stage 1
Stage 2
Stage 3
Stage 4
Stage 0: <5%
Stage 1: 5–33%
Stage 2: 34–66%
Stage 3: >66%

b,f

Degree of fibrosis

b

Degree of steatosis

a

b

48(±13, 28–73)
12 (57%)
9 (43%)
19 (90%)
2 (10%)
5 (24%)
12 (57%)
4 (19%)
10 (48%)
5 (24%)
6 (29%)
21(100%)
4 (19%)
4 (19%)
13 (62%)
1 (5%)
0 (0%)
7 (33%)
5 (24%)
6 granulomas
4 (19%)
9 (43%)
10 (48%)
2 (10%)
5 (24%)
9 (43%)
2 (10%)
5 (24%)
0 (0%)
12 (57%)
6 (29%)
2 (10%)
1 (5%)
c

Data are presented as means ±SD with range. Data are presented as absolute numbers with percentages.
Liver test abnormalities on the basis of severity: mild, 1.5 x ULN < LTs ≥3 x ULN; moderate, 1 or 2 LTs ≥3 x
d
ULN; severe, 3 or 4 LTs ≥3 x ULN. Using a polarizing microscope revealed birefringent material, that is, the
e
presence of foreign body material. Degree of inflammation: mild, no or minimal periportal inflammation;
28 f
moderate, periportal and minimal lobular inflammation; severe, periportal and lobular inflammation.
Degree of fibrosis: stage 0, no fibrosis; stage 1, periportal fibrous expansion without septa formation; grade 2,
porto‐portal septa with intact architecture; grade 3, portocentral septa with architectured distortion; grade 4,
28
cirrhosis. LT, liver test; ULN, upper limit of normal.

For the 21 available liver biopsies, we examined the association between the three
main outcome histopathological features and the severity of liver test abnormalities.
Severity of liver test abnormalities was significantly and positively associated with the
percentage of biopsy area occupied by granulomas (Spearman’s ρ=0.58, p=0.006) and
degree of fibrosis (Spearman’s ρ=0.64, p=0.002). After control for the possible
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confounding variables treatment status, sex, genetics, ethnicity and age by multiple
regression analysis, severity of liver tests was still significantly associated with
extensiveness of granulomatous inflammation (moderate vs. mild beta=0.53, p=0.02;
severe vs. mild beta=0.66, p=0.005) and degree of fibrosis (beta=0.22, p=0.24 and
beta=0.87, p<0.001, Table 4.3). Sex appeared to be significantly associated with extent
of granulomatous inflammation as well (beta=0.39, p=0.04): in females more advanced
stages of granulomatous inflammation can be observed. After statistical correction for
possible confounders, severity of liver test abnormalities appeared not to be associated
with degree of inflammation, but with age and race.

b

a

c

Figure 4.2

d

Liver biopsy sections from patients diagnosed with hepatic sarcoidosis. a. Granulomas located
in portal fields and liver parenchyma (H/E, magnification 10x). b. Non‐necrotizing granuloma
consisting of epithelioid histiocytes and giant cells surrounded by a rim of lymphocytes (H/E,
magnification 20x). c. Asteroid body in a giant cell (H/E, magnification 40x). d. Birefringent
material during polarization, pointing towards foreign exogenous material as a possible cause
for granuloma formation (H/E, magnification 63x). H/E, haematoxylin and eosin.

When the liver biopsy was performed, four patients were pharmacologically
treated: two patients with prednisone because of extrahepatic sarcoidosis activity and
two patients because of suspected hepatic sarcoidosis (one patient used prednisone
and one ursodeoxycholic acid). In multiple regression analysis, treatment status did not
appear to disturb the association between liver tests and histology.
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Table 4.3 Results of the three final regression analysis models (n=21).
b

SE

β

1. Area of liver sample occupied by granulomas; variance explained = 0.50
Constant
0.73
0.32
‐
c
Severity LT abn
Moderate vs. mild
0.91
0.36
0.53
Severe vs. mild
1.43
0.45
0.66
Sex
Female vs. male
0.67
0.30
0.39
a
2. Degree of inflammation; variance explained = 0.62
Constant
0.03
0.36
‐
Age
0.03
0.01
0.66
Ethnicity
Afr‐Am vs. Cauc
0.85
0.32
0.39
b
3. Degree of fibrosis, variance explained = 0.59
Constant
0.60
0.34
‐
c
Severity LT abn
Moderate vs. mild
0.48
0.40
0.22
Severe vs. mild
2.40
0.50
0.87

p value

95% CI of b
Lower
Upper

0.04

0.05

1.41

0.02*
0.005*

0.15
0.48

1.66
2.38

0.04*

0.04

1.29

0.95
<0.001*

–0.73
0.02

0.78
0.05

0.02*

0.18

1.53

0.09

–0.10

1.30

0.24
<0.001*

–0.36
1.34

1.32
3.46

a

* Statistically significant at p<0.05. Degree of inflammation: mild, no or minimal periportal inflammation;
28
moderate, periportal and minimal lobular inflammation; severe, periportal and lobular inflammation.
b
Degree of fibrosis: stage 0, no fibrosis; stage 1, periportal fibrous expansion without septa formation; grade
2, porto‐portal septa with intact architecture; grade 3, portocentral septa with architectured distortion; grade
28 c
4, cirrhosis. Liver test abnormalities on the basis of severity: mild, 1.5 x ULN < LTs ≥3 x ULN; moderate, 1 or
2 LTs ≥3 x ULN; severe, 3 or 4 LTs ≥3 x ULN. b, unstandardized regression coefficient; CI, confidence interval;
LT abn, liver test abnormalities; SE, standard error for b; ULN, upper limit of normal; β, standardized
regression coefficient.

Radiological findings
Liver ultrasound evaluation in 13 patients with histological confirmed hepatic
sarcoidosis, revealed positive results in six cases (sensitivity 46.2%).

Discussion
To the best of our knowledge, this was the first study demonstrating that severity of
liver test abnormalities was significantly related with the degree of fibrosis and
extensiveness of the granulomatous inflammation in sarcoidosis. Diagnosis of hepatic
sarcoidosis is difficult, as diagnostic criteria are lacking and guidelines with
recommendations for diagnosis and follow‐up of patients suspected of hepatic
sarcoidosis are not available. However, because hepatic sarcoidosis can be a serious
and rapid progressive disease, a correct diagnosis without delay is important.
There has been conflicting evidence to both support and refute the rationale that
liver test abnormalities are associated with the extent of the severity of liver
involvement. In patients with asymptomatic hepatic sarcoidosis, Lebacq and Heller26
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found ALP to be more reliable than ɣ‐glutamyl transferase in predicting sarcoid liver
involvement. Baughman et al.30 found higher levels of various liver tests, especially ALP,
in patients with liver sarcoidosis. In patients with abnormal liver tests, hepatic
granulomas were more often seen compared to patients with normal liver tests.19 In
contrast, others did not find this relationship.11 However, liver parameters were not
classified according to severity and the study group was small in the latter study
(n=15).12 In 20 patients with advanced inflammatory changes, higher levels of ALP,
transaminases and fibrosis around hepatic granulomas in the liver were reported.
However, this study did not grade liver tests and remained descriptive.10
Every physician managing patients with sarcoidosis should be alert about the
possibility of the development of hepatobiliary disorders. On the bases of the results of
the present study, we made a first attempt for a diagnostic algorithm in the diagnosis
and follow‐up of patients with sarcoidosis presenting with liver test abnormalities
(Figure 4.3). In patients with liver test abnormalities above 1.5 times the ULN for more
than 3 months, a careful follow‐up is recommended. Unfortunately, studies with
arguments for follow‐up of liver tests in patients with different degrees of liver test
abnormalities are lacking.
For the classification of severity of liver test abnormalities in our study we found no
distinction between cholestatic and parenchymatous liver tests.
Confirmed diagnosis sarcoidosis + LT abn
LT abn present ≥3 months

Consider ultrasound liver:
Negative finding:
Not possible to exclude hepatic
sarcoidosis
Positive finding:
Suggestive for hepatic sarcoidosis,
as granulomas were histologically
demonstrated extrahepatic

Mild LT abn
LT <3 × ULN

Figure 4.3

Exclude other causes LT abn:
Autoimmune liver disease
Extrahepatic biliary disease
Viral infection
Storage disease
Alcohol and nonalcohol liver disease
Drug‐induced liver disease

Moderate LT abn
1 or 2 LT ≥3 × ULN

Severe LT abn
3 or 4 LT ≥3 × ULN

Low clinical relevance

Important clinical relevance

Important clinical relevance

Follow‐up LT
1 × /3–6 months
No indication LB

Estimate liver synthesis capacity
Follow‐up LT 1 × /3–6 months
Consider LB

Estimate liver synthesis capacity
Indication LB
Follow‐up LT 1 × /3 months

Diagnostic algorithm sarcoidosis patients with liver test abnormalities. LB, liver biopsy; LT, liver
tests; LT abn, liver test abnormalities.
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Although liver biopsy might be useful in diagnosing hepatic sarcoidosis, there are
some major disadvantages. First of all, percutaneous liver biopsy is an invasive
procedure with the risk of major complications (among others haemorrhage,
perforation of gall‐bladder or colon, pneumothorax and biliary peritonitis) estimated to
occur in 0.09%–3.1% of cases.31‐33 Moreover, liver biopsy might be accompanied with a
lot of anxiety and postbiopsy discomfort.31 Furthermore, as a biopsy specimen
represents as few as 1 in 50.000 of the total mass of the liver,34 sampling error may be a
possible consequence. However, Hercules and Bethlem11 demonstrated that false‐
negative results in liver biopsy were unlikely.
Whether radiological examination might be an alternative for detection of hepatic
sarcoidosis is not clear. In the present study, a sensitivity of 46.2% was found for liver
ultrasound. This implicates that it is not useful in the exclusion of hepatic sarcoidosis in
the case of an absence of hyperechogenic or hypoechogenic spots. Positive findings of
liver ultrasound were suggestive for hepatic sarcoidosis, especially when signs of
extrahepatic granulomas consistent with sarcoidosis were found. In line with the
previous studies in which a sensitivity of 53‐59.2% for conventional liver ultrasound in
the detection of general hepatic lesions was shown, it appeared of limited value in the
confirmation of hepatic sarcoidosis.35,36
In sarcoidosis patients with severe liver test abnormalities during a minimum of
3 months, advanced stages of fibrosis must be suspected. In addition, in patients with
moderate liver test abnormalities during a minimum of 3 months, advanced stages of
fibrosis cannot be excluded. A liver biopsy to assess the disease severity to guide a
more or less aggressive pharmacological approach is recommended. The occurrence of
hepatic complications because of advanced stages of fibrosis (stage 3 and 4) in our
study was estimated at almost 25%, which is in accordance with the finding of bridging
fibrosis and cirrhosis in 8‐26% of cases in previous studies.4,14,17 If liver test
abnormalities progress to advanced stages, it is recommended to adjust the diagnostic
approach according to Figure 4.3.
One of the major limitations of this study is the small number of liver biopsies.
Prospective studies are warranted to establish liver sarcoidosis in a respectable number
of patients.
Furthermore, although the studied patient population was gathered in a tertiary
referral centre, the severity mainly refers to the chronicity of the sarcoidosis patients.
Hence this study appears to be representative for chronic Dutch sarcoidosis patients.
However, conclusions must be interpreted with caution.
In conclusion, in the studied Dutch chronic sarcoidosis population liver test
abnormalities were present in 24% of patients; in 15% highly likely because of hepatic
involvement of sarcoidosis. Severity of liver test abnormalities appeared to be related
to the degree of fibrosis and extensiveness of granulomatous inflammation in hepatic
sarcoidosis. In the management of sarcoidosis patients presenting with severe liver test
abnormalities, a liver biopsy is strongly recommended, whereas, in patients with
moderate liver test abnormalities a liver biopsy should be considered.
86

Liver test abnormalities in sarcoidosis

References
1.

2.
3.
4.

5.
6.

7.
8.
9.
10.
11.
12.

13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24.
25.
26.

Statement on sarcoidosis. Joint Statement of the American Thoracic Society (ATS), the European
Respiratory Society (ERS) and the World Association of Sarcoidosis and Other Granulomatous Disorders
(WASOG) adopted by the ATS Board of Directors and by the ERS Executive Committee, February 1999.
Am J Respir Crit Care Med 1999;160:736‐755.
Rosen Y. Pathology of sarcoidosis. Semin Respir Crit Care Med 2007;28:36‐52.
Mueller S, Boehme MW, Hofmann WJ, Stremmel W. Extrapulmonary sarcoidosis primarily diagnosed in
the liver. Scand J Gastroenterol 2000;35:1003‐1008.
Kennedy PT, Zakaria N, Modawi SB, Papadopoulou AM, Murray‐Lyon I, du Bois RM, Jervoise NAH,
Devlin J. Natural history of hepatic sarcoidosis and its response to treatment. Eur J Gastroenterol
Hepatol 2006;18:721‐726.
Ebert EC, Kierson M, Hagspiel KD. Gastrointestinal and hepatic manifestations of sarcoidosis. Am J
Gastroenterol 2008;103:3184‐3192; quiz 3193.
Baughman RP, Teirstein AS, Judson MA, Rossman MD, Yeager H, Jr., Bresnitz EA, DePalo L,
Hunninghake G, Iannuzzi MC, Johns CJ, McLennan G, Moller DR, Newman LS, Rabin DL, Rose C, Rybicki
B, Weinberger SE, Terrin ML, Knatterud GL, Cherniak R. Clinical characteristics of patients in a case
control study of sarcoidosis. Am J Respir Crit Care Med 2001;164:1885‐1889.
Ayyala US, Padilla ML. Diagnosis and treatment of hepatic sarcoidosis. Curr Treat Options Gastroenterol
2006;9:475‐483.
Judson MA. Hepatic, splenic, and gastrointestinal involvement with sarcoidosis. Semin Respir Crit Care
Med 2002;23:529‐541.
Costabel U. Sarcoidosis: clinical update. Eur Respir J Suppl 2001;32:56s‐68s.
Maddrey WC, Johns CJ, Boitnott JK, Iber FL. Sarcoidosis and chronic hepatic disease: a clinical and
pathologic study of 20 patients. Medicine (Baltimore) 1970;49:375‐395.
Hercules HD, Bethlem NM. Value of liver biopsy in sarcoidosis. Arch Pathol Lab Med 1984;108: 831‐834.
Klatskin G, Yesner R. Hepatic manifestations of sarcoidosis and other granulomatous diseases; a study
based on histological examination of tissue obtained by needle biopsy of the liver. Yale J Biol Med
1950;23:207‐248.
Valla DC, Benhamou JP. Hepatic granulomas and hepatic sarcoidosis. Clin Liver Dis 2000;4:269‐285, ix‐x.
Devaney K, Goodman ZD, Epstein MS, Zimmerman HJ, Ishak KG. Hepatic sarcoidosis. Clinicopathologic
features in 100 patients. Am J Surg Pathol 1993;17:1272‐1280.
Bilir M, Mert A, Ozaras R, Yanardag H, Karayel T, Senturk H, Tahan V, Ozbay G, Sonsuz A. Hepatic
sarcoidosis: clinicopathologic features in thirty‐seven patients. J Clin Gastroenterol 2000;31:337‐338.
Vatti R, Sharma OP. Course of asymptomatic liver involvement in sarcoidosis: role of therapy in selected
cases. Sarcoidosis Vasc Diffuse Lung Dis 1997;14:73‐76.
Kahi CJ, Saxena R, Temkit M, Canlas K, Roberts S, Knox K, Wilkes D, Kwo PY. Hepatobiliary disease in
sarcoidosis. Sarcoidosis Vasc Diffuse Lung Dis 2006;23:117‐123.
Israel HL, Margolis ML, Rose LJ. Hepatic granulomatosis and sarcoidosis. Further observations. Dig Dis
Sci 1984;29:353‐356.
Lehmuskallio E, Hannuksela M, Halme H. The liver in sarcoidosis. Acta Med Scand 1977;202:289‐293.
Zimmerman HJ. The clinical importance of hepatic involvement in sarcoidosis. Stanford Med Bull
1953;11:173‐178.
Ishak KG. Sarcoidosis of the liver and bile ducts. Mayo Clin Proc 1998;73:467‐472.
Adler M, Burroughs A, Beynon H. Gastrointestinal sarcoidosis. A review. Sarcoidosis Vasc Diffuse Lung
Dis 2007;24:3‐11.
Blich M, Edoute Y. Clinical manifestations of sarcoid liver disease. J Gastroenterol Hepatol 2004;19:
732‐737.
Karagiannidis A, Karavalaki M, Koulaouzidis A. Hepatic sarcoidosis. Ann Hepatol 2006;5:251‐256.
Koyama T, Ueda H, Togashi K, Umeoka S, Kataoka M, Nagai S. Radiologic manifestations of sarcoidosis
in various organs. Radiographics 2004;24:87‐104.
Lebacq EG, Heller F. LP‐X test in sarcoidosis patients with liver involvement: comparison with other liver
function tests. Ann N Y Acad Sci 1976;278:439‐444.

87

Chapter 4

27.

28.
29.

30.
31.
32.
33.
34.
35.

36.

88

Wijnen PA, Nelemans PJ, Verschakelen JA, Bekers O, Voorter CE, Drent M. The role of tumor necrosis
factor alpha G‐308A polymorphisms in the course of pulmonary sarcoidosis. Tissue Antigens 2010;
75:262‐268.
Desmet VJ, Gerber M, Hoofnagle JH, Manns M, Scheuer PJ. Classification of chronic hepatitis: diagnosis,
grading and staging. Hepatology 1994;19:1513‐1520.
Kleiner DE BE, Natta Van M, Behling C, Contos MJ, Cummings OW, Ferrell LD, Liu YC, Torbenson MS,
Unalp‐Arida A, Yeh M, McCullough AJ and Sanyal AJ for the Nonalcoholic Steatohepatitis Clinical
Research Network. Design and validation of a histological scoring system for non alcoholic fatty liver
disease. Hepatology 2005:1313‐1321.
Baughman RP, Koehler A, Bejarano PA, Lower EE, Weber FL, Jr. Role of liver function tests in detecting
methotrexate‐induced liver damage in sarcoidosis. Arch Intern Med 2003;163:615‐620.
Al Knawy B, Shiffman M. Percutaneous liver biopsy in clinical practice. Liver Int 2007;27:1166‐1173.
Poynard T, Ratziu V, Bedossa P. Appropriateness of liver biopsy. Can J Gastroenterol 2000;14:543‐548.
Adams T JL. Percutaneous liver biopsy. Clin Perspectives Gastroenterol 2002;2:117‐121.
Sporea I, Popescu A, Sirli R. Why, who and how should perform liver biopsy in chronic liver diseases.
World J Gastroenterol 2008;14:3396‐3402.
Trillaud H, Bruel JM, Valette PJ, Vilgrain V, Schmutz G, Oyen R, Jakubowski W, Danes J, Valek V, Greis C.
Characterization of focal liver lesions with SonoVue‐enhanced sonography: international multicenter‐
study in comparison to CT and MRI. World J Gastroenterol 2009;15:3748‐3756.
Tranquart F, Bleuzen A, Kissel A. Value of combined conventional and contrast enhanced sonography in
the evaluation of hepatic disorders. J Radiol 2004;85:755‐762.

