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A single hepatic mass with two tales: hepatic tuberculosis and
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INTRODUCTION

Tuberculosis (TB) is endemic in Singapore, commonly
manifesting as pulmonary TB. Hepatic tuberculosis (HTB) is
rare in the absence of disseminated TB, as transmission typi-
cally occurs either via hematogenous spread from the lungs,
or locally from the gastrointestinal tract.' It is often a mim-
icker of malignancy, although no causal link between TB and
malignancy has been established.” We present the case of an
asymptomatic Chinese patient found to have pulmonary
TB with concomitant HTB and hepatocellular carcinoma
(HCC).
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Hepatic tuberculosis (HTB) is an uncommon manifestation of tuberculous infections, and
there has been no proven causal link between HTB and hepatocellular carcinoma (HCC).
We herein present a rare case of a synchronous presentation of HTB and HCC within a
single hepatic mass. A 57-year-old Chinese gentleman with recently diagnosed sigmoid
adenocarcinoma was found to have a left lower lobe pulmonary nodule and solitary hepatic
mass on staging computed tomography. Biopsies showed the hepatic mass to have both
HTB and HCC components. This serves as a reminder that HTB is an important differential to
consider for space-occupying lesions in the liver. Histological evaluation of suspected hepatic
malignancies is recommended to exclude the presence of HTB in appropriate clinical settings.
(J Liver Cancer 2023;23:397-401)
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CASE REPORT

A 57-year-old Chinese gentleman with metabolic syndrome,
chronic kidney disease, and recently diagnosed pT3NOMO
sigmoid adenocarcinoma, was found to have a left lower lobe
pulmonary nodule and a liver segment VIII lesion on staging
computed tomography (CT).

The patient was a non-smoker and non-drinker. He was
asymptomatic, and specifically did not display any constitutional
symptoms or respiratory symptoms. Physical examination was
also unremarkable.

Laboratory investigations showed mildly elevated alkaline
phosphatase, 103 TU/L and aspartate transaminase, 43 TU/L.
His inflammatory markers were unremarkable with a normal
white cell count, 9.1x10°/L and C-reactive protein, 8.2 mg/L.
His erythrocyte edimentation rate was not measured.

Carcinoembryonic antigen, 4.2 ng/L and alpha-fetoprotein,
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<2.7 ng/L were not elevated. CT thorax revealed a 1.9x1.3X0.7 tiny cavitation within, suspicious for metastasis. Magnetic

cm nodule in the left lung lower lobe with irregular margins and resonance imaging of the liver found a hypervascular mass with

Figure 1. Histology of pulmonary nodule. (A) H&E stain shows caseating granuloma at 200x magnification. (B) Identification of acid-fast bacilli
(arrows) on ZN staining at 600x magnlﬁcatlon. H&E, hematoxylin and eosin; ZN, Ziehl-Neelsen.

Figure 2. Core biopsy of hepatic nodule. (A) Core showing caseating granuloma (arrows) and area of HCC on low-powered view (40x
magnification). (B) Caseating granuloma with surrounding multinucleated giant cells at 100x magnification. (C) Area with HCC at 100x
magnification. (D) High-powered view (200x magnification) of HCC displaying pseudo-glandular architecture. (E) Positive staining for CD34
marker, indicating capillarization of sinusoids. (F) Patchy staining for glypican-3. HCC, hepatocellular carcinoma.
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arterial hyper-enhancement and subsequent washout on a
background cirrhotic liver, worrisome for a primary HCC.

He underwent laparoscopic high anterior resection for the
sigmoid adenocarcinoma without adjuvant chemotherapy.
He then underwent a CT-guided transthoracic biopsy of the
pulmonary nodule and ultrasound-guided core biopsy of the
hepatic mass.

CT-guided transthoracic biopsy of the pulmonary nodule

Figure 3. Sections of central hepatectomy specimen demonstrating
tumor (arrows) with surrounding yellow necrotic nodules (arrowheads).

()

showed caseating granulomas with positive Ziehl-Neelsen
(ZN) staining for acid fast bacilli on histology, in keeping
with pulmonary TB (Fig. 1).

Ultrasound-guided core biopsy of the hepatic mass showed
tumor cells with features indicative of HCC, including pseu-
doglandular architectures and capillarization of the liver si-
nusoids (Fig. 2). The HCC tumor cells also stained positive
for glypican-3. In addition, there were focal areas of caseating
granulomas, similar to those appreciated in the pulmonary
nodule, seen on the same core biopsy. However, ZN and Fite
histochemical stains were negative for acid-fast bacilli. This
may be due to the poor sensitivity of the stains on the core
biopsy specimens.

Subsequently, the patient was started on anti-tuberculous
medications and underwent a central hepatectomy. The
central hepatectomy specimen showed a solid nodular tan
tumor measuring 3X1.5X1.4 cm in segment IV/VIII, with
surrounding foci of yellowish necrotic nodules (Fig. 3).
Further histology confirmed the concomitant occurrence of
HCC and necrotizing granulomas suggestive of HTB within

a single lesion (Fig. 4). ZN and Fite stains were both negative,

Figure 4. Histology of resected hepatic mass. (A) Caseating granulomas (bold arrows) located adjacent to area of HCC (thin arrow) at 20x
magnification. (B) Area of HCC with positive CD34 staining (20x magnification). (C) Caseating granuloma (bold arrow) adjacent to area of HCC
(thin arrow) staining positive for glypican-3 on high-powered view (100x magnification). (D) Caseating granuloma with surrounding
multinucleated giant cells (arrowheads) and central area of necrosis at 100x magnification. HCC, hepatocellular carcinoma.
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and polymerase chain reaction (PCR) for TB was not

performed.

DISCUSSION

HTB is an uncommon entity, accounting for less than 1%
of all TB infections.” Levine has previously classified HTB as
miliary TB, pulmonary TB with hepatic compromise, prima-
ry HTB, focal or tuberculous abscess, and tuberculous chol-
angitis.” Miliary TB is the most common form, while HTB in
the absence of disseminated TB is rare.

It is rare to find HCC with HTB within the same hepatic
lesion, and the link between the two disease entities, if any, is
unclear. Currently, there have only been four other known
cases of such synchronous presentations in the same patient.™
More often, HTB is diagnosed during the work-up for a
suspected HCC during histological evaluation. It also seems
unlikely for tuberculosis to contribute to the pathogenesis of
HCC. More likely, this patient has developed HCC with
superimposed tuberculosis.

HTB is also often misdiagnosed as an abscess, cyst, or a
benign tumor, and has an average misdiagnosis rate of 93.1%
in China.” Difficulty in HTB diagnosis is also contributed by
large variations in its presentation and investigation results. It
commonly presents with non-specific symptoms such as fever
and abdominal pain, and even then, their frequency varies
greatly across numerous papers, with the incidence of fever
ranging from 30% to 100%." Liver function tests are often
normal or mildly deranged, and imaging findings can
be identical to primary HCC’ with the classic triphasic CT
features of arterial phase hyperintensity and portal venous
phase washout. Without identification of the caseating
granulomas on histology, it may be impossible to distinguish
HCC from HTB. ZN staining could also be negative, and
multiple modalities such as TB culture and PCR tests may be
required to detect tuberculous bacteria."” In the presence of
granulomatous inflammation in the liver, other important
differential diagnoses to consider would include fungal or
parasitic infections, autoimmune conditions such as primary
biliary cholangitis and sarcoidosis, vasculitides, as well as drug-

induced granulomas.
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In the context of Singapore where TB is endemic and latent
TB is present in up to 30% of the older population, it is important
to consider HTB as a differential for a space-occupying lesion
in the liver," especially in immunocompromised patients, or
in those with known pulmonary TB. This allows for timely
anti-tuberculous medications if necessary. It may present
synchronously with HCC as seen in this patient, but more
commonly it presents as a mimicker of HCC. In fact, HTB is
such a great mimicker that should the clinical context warrant
a high suspicion of tuberculosis, even in the presence of typical
CT findings of HCC, it would be prudent to first perform a
biopsy to confirm the diagnosis histologically before subjecting
the patient to surgical resection of the liver.

HTB is uncommon and its clinical and radiological fea-
tures significantly overlap with those of HCC. This report
presents an interesting case of a patient with concomitant
HTB and HCC within a single hepatic mass. HTB continues
to prove itself a diagnostic challenge and is an important dif-
ferential for space-occupying lesions of the liver. In the ab-
sence of contraindications, a biopsy of hepatic lesions suspi-
cious for malignancy should be conducted to exclude the
presence of HTB, especially in appropriate clinical context

with high suspicion of tuberculosis.
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