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Case report

Looking beyond appearances: when liver biopsy is
the key for hepatic tuberculosis diagnosis
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SUMMARY

Primary hepatic tuberculosis is a rare clinical entity

with non-specific clinical and imaging features that can
mimic other liver diseases, representing a diagnostic
challenge. We report a case of a 35-year-old man with
metabolic syndrome, type 2 diabetes and high alcohol
consumption presenting asymptomatic with abnormal
liver tests, hepatosplenomegaly and diffuse hepatic
steatosis in ultrasound imaging initially suspected

to be alcoholic steatohepatitis but later diagnosed

as hepatic tuberculosis in the histological specimen.
Anti-tuberculosis therapy was started. This clinical case
highlights the diagnostic difficulty of hepatic tuberculosis
and the importance of not overlooking liver biopsy and
to consider it in the differential diagnosis in patients with
obvious hepatic injury factors but with atypical clinical
presentation.

BACKGROUND

Tuberculosis remains a worldwide public health
problem, especially in developing countries.! 2
Hepatic tuberculosis is a rare clinical entity even
in countries endemic for tuberculosis, representing
less than 1% of all cases of tuberculosis, and is
usually associated with a generalised miliary tuber-
culosis.® * Primary hepatic tuberculosis is extremely
rare, poorly described in the literature® and its diag-
nosis is challenging due to non-specific symptoms
and imaging features, sometimes mimicking hepatic
tumours or metastases.’ In a recent case series
reported by Ch'ng et al,” calcified and hypodense
nodules with biliary duct dilatation associated with
lobar atrophy were the most consistent features
of hepatic tuberculosis, especially in the presence
of active lung disease, although unless there was
a high index of suspicion, the diagnosis was often
overlooked.

CASE PRESENTATION

We report a case of a 35-year-old Caucasian
immunocompetent male patient, with a prior
medical history of obesity, poorly controlled type
2 diabetes, hypertension, dyslipidaemia and high
alcohol consumption (60-80 g/day), who was
referred to Hepatology Department for asymp-
tomatic abnormal liver tests. There was no history
of smoking or drug use. The biochemical analysis
showed persistent elevation of aminotransferases
(up to two to three times the upper limit of normal
(ULN)) and y-glutamyltransferase (up to three times
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the ULN), with normal platelets, albumin and coag-
ulation studies. Abdominal ultrasound revealed
hepatosplenomegaly and diffuse hepatic steatosis
(figure 1). The remaining studies such as viral
and auto-immune serologies and iron status were
negative and there was no history of hepatotoxic
drugs consumption. An alcoholic steatohepatitis
was suspected. Transient elastography (Fibro-
scan) presented a liver stiffness of 13.5kPa (IQR/
med 15%), suggestive of advanced fibrosis (F3)
and considerable steatosis (controlled attenuation
parameter: 307 dB/m). After alcohol abstinence,
improved glycaemic control and loss of 8.7% of
total body weight, 3 months later, Fibroscan was
repeated and there was a worsening in liver stiffness
values (17.1kPa; IQR/med 13%) corresponding to
advanced fibrosis (F3). Due to worsening of high
liver stiffness measure, even after lifestyle changes,
and the discrepancy between transitory elastog-
raphy findings and biochemical, imaging and
clinical features without alterations suggestive of
portal hypertension, a liver biopsy was performed.
Hepatic biopsy revealed epithelioid granulomas
with Langhans-type giant cells, surrounded by foci
of fibrosis. Ziehl-Neelsen stain for acid-fast bacilli
was positive (figure 2). No steatosis, Mallory bodies
or other lesions were identified. Extrahepatic
involvement of tuberculosis was excluded and anti-
tuberculosis treatment with rifampicin, pyrazin-
amide, ethambutol and isoniazid (with pyridoxine
supplementation to prevent isoniazid-induced
neuropathy) was started.

OUTCOME AND FOLLOW-UP

The patient accomplished anti-tuberculosis treat-
ment during 6 months with clinical response with
complete normalisation of clinical parameters and
no complications reported. Fibroscan was repeated
1year after the end of the treatment and the liver
stiffness improved (8.7 kPa (F2); IQR/med 6%).

DISCUSSION

Hepatic tuberculosis is a rare entity, mainly in
developing countries, and if not timely diagnosed
and properly managed, it can culminate in fulmi-
nant hepatic failure and death.*® ®? Coexistence of
HIV and HBV with tuberculosis infection should
not be underestimated and evidence of such co-in-
fections or other immunodeficiency states should
be excluded.'® A variety of diseases and conditions
favour the development of active tuberculosis such
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Figure 1  Ultrasonographic images. (A) Diffuse hepatic steatosis,
without focal nodular lesions, with normal-sized portal vein; (B)
hepatomegaly; (C) splenomegaly.

as intravenous drug use, tobacco smoking, malnutrition and
severe underweight, diabetes, HIV infection, silicosis, chronic
renal failure, immunosuppressive treatment, gastrectomy and
jejunoileal bypass.'! In this case, the only recognisable risk factor
presented by the patient was diabetes; he was HIV negative
without a history of smoking or drug use.

Hepatic tuberculosis can be classified as hepatic involvement
in miliary tuberculosis, pulmonary tuberculosis with hepatic
compromise, primary hepatic tuberculosis, focal tuberculoma
or abscess and tuberculous cholangitis.'® The most common
form of hepatic involvement is miliary tuberculosis occurring
in 50%-809% of cases due to haematogenous spread via hepatic
artery.'® Primary hepatic tuberculosis is rare because low oxygen
tension in the liver is unfavourable for the growth of mycobac-
teria,'® although the rich blood supply and the presence of the
reticuloendothelial system facilitate granuloma formation once
seeding of the tuberculosis bacillus occurs.'”> The proposed
mechanism for primary hepatic tuberculosis is that it begins as

Figure 2 Histological images. (A and B) Granulomatous inflammation
on electron microscopy showing epithelioid granulomas with Langhans
giant cells (blue arrows) (H&E stain—40x and 100x, respectively);

(C) Ziehl-Neelsen staining showing acid-fast bacilli (blue arrow) (ZN
stain—400x).
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primary intestinal tuberculosis as a gateway to the tuberculosis
bacilli entry into the portal vein and seed the liver parenchyma.'?

The granulomas are usually located near the portal tract
and there is only mild impairment of hepatic function, so
most of these lesions are minimally symptomatic or asymp-
tomatic.® The most frequently encountered clinical and labo-
ratory findings described in literature are fever, weight loss,
abdominal pain, hepatomegaly and elevated alkaline phospha-
tase level.’ ® In our case report, the patient was asymptomatic,
presented with hepatomegaly and elevated aminotransferases
and y-glutamyltransferase.

Hepatic tuberculosis has no characteristic imaging features
and can closely mimic primary liver malignancy or metas-
tases.” 8 191271 Ultrasonography and CT scan can show intrahe-
patic hypodense lesions or linear high-density calcific lesions,'®
although these features are not specific. Liver biopsy is the gold
standard for its diagnosis and is often required, especially when
malignancy needs to be excluded.’ Histological/microbiological
confirmation is often necessary to confirm the diagnosis, along
with clinical and radiological exclusion of extrahepatic disease.
It is essential to keep a high index of suspicion, especially in
endemic regions, to avoid unnecessary surgery and start prompt
treatment with anti-tuberculosis therapy.'* Although a biopsy
is not mandatory for diagnosis of hepatocellular carcinoma or
another liver diseases such as non-alcoholic fatty liver disease
and alcoholic liver disease, clinical presentation and imaging
need to be unequivocal. Any atypical features should prompt
question the diagnosis and to consider performing a liver biopsy.

In our case, the clinical context and imaging features of the
patient were compatible with alcoholic steatohepatitis, although
the worsening of sustained advanced fibrosis in Fibroscan, after
lifestyle changes with alcohol withdrawal and, most importantly,
the discrepancy between transitory elastography findings and
biochemical, imaging and clinical features without alterations
suggestive of portal hypertension, lead to doubt the diagnosis,
even with recognisable hepatic injury factors, and to perform a
liver biopsy. It should be noted that there is the possibility that
the values of transient elastography, in an initial phase, were
overestimated due to alcohol consumption'” ' and alterations in
aminotransferases,'” 2° so we expected that after lifestyle changes
with alcohol abstinence and weight loss at least there was no
aggravation in liver stiffness.

It is described in the literature that hepatic tuberculosis can
present as ‘pseudocirrhosis’ as a result of scarring of multiple
tubercles or small disseminated diffuse foci during the healing
phase but no major hepatic dysfunction results from the cicatri-
sation process.”!

The histopathology result in our case revealed granulomatous
inflammation with a positive Ziehl-Neelsen stain. Ziehl-Neelsen
stain is positive in only 40% of cases. The PCR for tuberculosis
has a sensitivity of 82% and should be considered to confirm the
diagnosis in such cases.”2 %

Treatment for primary hepatic tuberculosis is anti-tuberculosis
therapy. Quadruple therapy (isoniazid, rifampicin, pyrazinamide
and ethambutol) is recommended due to the increasing incidence
of drug-resistant tuberculosis.’ Although some previous reports®
indicate that at least 1year of medical therapy is generally
required, recent publications' * ' advocate that the treatment
regimen of choice for virtually all forms of drug-susceptible tuber-
culosis in adults consists of a 2-month initial phase of isoniazid,
rifampin, pyrazinamide and ethambutol followed by 4 months
of isoniazid and rifampin. This regimen can cure tuberculosis
in more than 90% of patients.'' In fact, although comparative
clinical trials of treatment for extrapulmonary tuberculosis are
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limited, the available evidence suggests the 6-month regimen for
patients with pulmonary tuberculosis.' > ' However, the drugs
and regimen need to be individualised according to the severity
and liver function of the patient.'? Anti-tuberculosis treatment is
effective and the prognosis is usually good in most of the cases
with early diagnosis and treatment.*

Bacteriologic monitoring of patients with extrapulmonary
tuberculosis is more difficult and often not feasible. In these
cases, the response to treatment must be assessed clinically
and radiologically.’ In this report, the patient completed the
6-month regimen with clinical response with hepatic analytical
parameters normalisation and no complications were reported.
One year after the end of the treatment, there was a substantial
improvement of liver stiffness, although without normalisation
in a patient who remains with metabolic risk factors. Besides,
histology prior to treatment revealed fibrosis surrounding granu-
lomas in hepatic lobules, and minimum fibrosis in portal spaces,
so this may also reflect some hepatic fibrosis that still persists.

Learning points

» Primary hepatic tuberculosis is a rare entity that represents a
diagnostic challenge.

» Primary hepatic tuberculosis presents with a myriad of non-
specific clinical and imaging manifestations that can mimic
other liver diseases.

» Liver biopsy is essential in cases where clinical and imaging
features are equivocal, even when there are recognisable
etiological factors of liver disease.

» Anti-tuberculosis treatment is effective, and the prognosis
is usually good in most of cases with early diagnosis and
treatment.
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