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To perform or not to perform liver biopsy—that is the
question
R W Chapman
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Should liver biopsy be performed to determine the cause of abnormal liver biochemical tests in
the absence of diagnostic serology?

COMMENT

One of the most difficult management
decisions in clinical hepatology, espec-
ially for the general gastroenterologist, is
whether to perform a liver biopsy in a
patient with abnormal liver function
tests, particularly in the absence of diag-
nostic serology, or a history of drug or
alcohol use. At first sight the benefits of
performing an invasive procedure in
such asymptomatic patients are not
obvious when balanced against the
potential hazards of bile leak or
haemorrhage.1

Histological causes of abnormal liver
biochemistry have been studied previ-
ously in patients with excess alcohol
ingestion or advanced liver disease.2 3

However, to date, there have been few
published histological data on asympto-
matic patients with persistently abnor-
mal liver enzyme abnormalities on
which to base management decisions
such as liver biopsy. In a recent Scandin-
avian study, 150 asymptomatic patients
with elevated serum transaminases un-
derwent liver biopsy.4 While fibrosis was
observed in half of the biopsies, only 2%
were cirrhotic, and in the majority a mild
pericellular fibrosis was seen, the clinical
significance of which was unclear. Des-
pite the lack of evidence, a recent review
concluded that liver histology should be
obtained in such asymptomatic
patients.5 Is this conclusion correct? The
study from Skelly and colleagues6 would
suggest that it is. In this important
prospective study, 354 patients with per-
sistently abnormal liver enzymes (more
than twice the upper limit of normal for
greater than six months) underwent
liver biopsy. Although not definitely
stated, it is implied that patients were
asymptomatic. Perhaps not surprisingly,
in view of similar results obtained by
Daniel and colleagues,7 by far the most
prevalent histological findings in the
study were non-alcoholic steatohepatitis
(NASH) and the associated lesion non-
alcoholic fatty liver disease (NAFLD),

which was found in two thirds of the
patients studied. Does this matter? Re-
cent evidence would suggest that ap-
proximately one third of NAFLD patients
will progress to fibrosis and 20% will
develop cirrhosis.8 9 Accurate diagnosis
of fibrotic liver disease, found in 20% of
the patients in this study, may expedite
earlier therapeutic intervention which
may prevent progression to end stage
liver disease.

The most important finding of the
study was that in 18% of patients their
management was directly altered by the
histological findings. Six per cent were
found to have cirrhosis, and a wide vari-
ety of chronic liver diseases (some famil-
ial) were diagnosed. Previously unsus-
pected alcohol was discovered in 10
patients, as Kingham has pointed out, “I
suspect one man’s NASH is another
man’s ASH”.10 Interestingly, very similar
results were obtained in a smaller

prospective study from the Mayo Clinic11

but the authors reached an exactly
opposite conclusion viz that “routine
biopsies with chronically abnormal liver
tests are of limited clinical value”. They
reached this conclusion on the grounds
that little specific therapy is available for
NAFLD. I believe however that the study
by Skelly et al has made a strong case for
liver biopsy in the majority of asympto-
matic patients with persistently abnor-
mal liver tests.

The unresolved question from this
study is whether a liver biopsy is
indicated in patients with an isolated
rise in serum gammaglutamyl trans-
peptidase. In the present study, 11% of
such patients had fibrosis although the
degree is not described. However, in a
report from our unit, none of our
patients, all of whom were alcoholic, had
any fibrosis or signs of progressive liver
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Background: The use of liver biopsy in determine the cause of abnormal liver
biochemical tests in the absence of diagnostic serology is unclear.
Objective: To describe histological findings on liver biopsy of a large number of
patients with abnormal liver biochemical tests in whom the aetiology was unclear
from serological tests.
Design: A prospective case series.
Patients: Consecutive patients at the University Hospital, Queen’s Medical Cen-
tre, Nottingham, UK, who underwent liver biopsy for investigation of unexplained
abnormal liver function tests (n=354). Patients were excluded if they had positive
serological testing for autoantibodies, viral markers, copper and iron storage, α1

antitrypsin deficiency, or a known diagnosis of liver disease or a history of alco-
hol intake above the recommended limits.
Results: There were 21 normal liver biopsies (6%). Final diagnoses included
non-alcoholic steatohepatitis in 120 (34%) cases and fatty liver in 115 (32%).
Cryptogenic hepatitis was described in 32 (9%) patients and drug related dam-
age in 27 (7. 6%). Other diagnoses included alcohol related disease in 10
(2.8%) patients, autoimmune hepatitis in seven (1. 9%), and a variety of other
autoimmune and storage diseases in small numbers. Some degree of fibrosis was
found on biopsy in 93 patients (26%), including cirrhosis in 21 cases (6%), but
biochemical abnormality did not predict liver biopsy findings.
Conclusions: Liver biopsy was helpful in the diagnosis and management in
patients with abnormal liver biochemistry with negative serological markers. The
most common abnormalities were non-alcoholic steatohepatitis and fatty liver.
Biochemical abnormality was a poor predictor of stage of liver disease.
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disease.12 Further larger studies are re-
quired to answer this important issue.
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New GUT online submission and review system

The Editors of GUT are pleased to inform authors and reviewers of its new online submis-
sion and review system. Bench>Press is a fully integrated electronic system which uses the
internet to allow rapid and efficient submission of manuscripts, plus the entire peer review
process to be conducted online.

Authors can submit their manuscript in any standard word processing software. Graphic
formats acceptable are: .jpg, .tiff, .gif, and eps. Text and graphic files are automatically
converted to PDF for ease of distribution and reviewing purposes. Authors are asked to
approve their submission before it formally enters the reviewing process.

To access the system click on “SUBMIT YOUR MANUSCRIPT HERE” on the GUT
homepage: http://www.gutjnl.com/, or you can access Bench>Press directly at http://
submit-gut.bmjjournals.com/.

We are very excited with this new development and we would encourage authors and
reviewers to use the on-line system where possible. It really is simple to use and should be
a big improvement on the current peer review process. Full instructions can be found on
Bench>Press http://submit-gut.bmjjournals.com/, and GUT online at http://www.
gutjnl.com/. Please contact Natalie Davies, Project Manager, ndavies@bmjgroup.com for
further information.

PRE-REGISTER WITH THE SYSTEM

We would be grateful if all GUT authors and reviewers pre-registered with the system. This
will give you the opportunity to update your contact and expertise data, allowing us to
provide you with a more efficient service.
Instructions for registering
1. Enter http://submit-gut.bmjjournals.com
2. Click on “Create a New Account” in the upper left hand side of the Bench>Press
homepage
3. Enter your email address in the space provided.
4. Please be sure to enter the email address that you received this email message at.
You will be given the opportunity to change this once you have created an account.
5. Choose a password for yourself and enter it in the spaces provided.
6. Complete the question of your choice to be used in the event you cannot remember
your password at a later time.
7. Click on the “Save” button at the bottom of the screen.
8. Check the e-mail account you registered under. An email will be sent to you with
a verification number and URL.
9. Once you receive this verification number, click on the URL hyperlink and enter
the verification number in the relevant field. This is for security reasons and to
check that your account is not being used fraudulently.
10. Enter/amend your contact information, and update your expertise data.
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