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|solated Hepatic Tuberculosis: Two Different Clinical Entities

Orhan Kursat Poyrazoglu® ¢, Adile Ferda Dagli®

Abstract

The diagnosis of tuberculosis is elusive because of its insidious nature
and distinct clinical presentations. Isolated hepatic tuberculosis is a
rare clinical entity among patients with tuberculosis. A 45 years old
man was presented with complaints of upper abdominal pain, nausea
and vomiting. Proteinuria induced by amyloidosis secondary to iso-
lated hepatic tuberculosis was detected in routine urinalysis. Hepatic
tuberculosis diagnosis was established by positive tuberculosis poly-
merase chain reaction from the liver tissue. A 27 years old man admit-
ted to our hospital with a 2 months history of upper abdominal pain.
The patient diagnosis was portal hypertension due to isolated hepatic
tuberculosis. Both patients were followed up for 18 months under an-
ti-tuberculosis treatment. Tuberculosis must be suspected in patients
with liver mass in imaging studies and should be considered in the
differential diagnoses that live in endemic areas for tuberculosis.
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Introduction

Tuberculosis (TB) remains a serious public health problem in
the worldwide because of increasing travel, migration and hu-
man immune deficiency virus infection. Although it is primar-
ily considered a pulmonary disease, TB has the potential to
infect almost every organ system. In addition, it is often over-
looked because of its insidious nature, and the variability of
its clinical presentation. Therefore, the diagnosis of TB needs
high index suspicion to advocate potential morbidity and even
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mortality [1, 2]. Hepatic TB is seen in less than 1% of all cases
of TB [3]. It is frequently a part of miliary or pulmonary TB,
and rarely presents as an isolated organ tuberculoma or tuber-
cular abscess [4]. Here, we present two cases of hepatic TB,
one of them with amyloidosis and the other one with portal
vein thrombosis.

Case Reports
Case 1

A 45 years old man was admitted to our hospital with com-
plaints of upper abdominal pain, nausea and vomiting. In ad-
dition, there was an 8 months history of high fever rising to 39
°C, night sweat, loss of appetite and weight loss. On admission,
his vital signs were normal. Bilateral peripheral edema was
present (+/+). The rest of the examination was unremarkable.
Laboratory tests showed Hb 11 g/dL, Htc 33%, WBC 13,000/
mm?>, and PLT 486,000/mm?. Erythrocyte sedimentation rate
was 107 mm/h. C-reactive protein was 60 mg/dL. Liver func-
tion tests were normal except mildly elevated ALP 217 U/L
(30 - 120) and GGT 139 U/L (0 - 55). The serum albumin and
total protein level were 2.2 g/dL and 6 g/dL, respectively. Pro-
teinuria (+++) was detected in routine urinalysis. An electro-
cardiogram was normal.

Further tests revealed 5 g/day proteinuria in spot urinaly-
sis. Tumor markers were within normal range and hepatitis
markers were all negative. Multiple urine and blood cultures
were negative. Amyloid accumulation was demonstrated his-
topathologically in rectal biopsy (Fig. 1A). Clinical, laboratory
and histopathological findings strongly suggested a secondary
amyloidosis. We performed PPD skin test that was 20 x 20
mm. On radiological images, chest X-ray was normal. The
abdominal ultrasound (US) showed 20 % 25 mm hypoechoic
lesion in the right lobe of the liver. A computed tomography
(CT) scan revealed a single hypodense mass lesion (approxi-
mately 20 mm) in the liver on segment 5. There was a slightly
peripheral enhancement following IV contrast administration
(Fig. 1C). Tru-cut liver biopsy was performed under US guid-
ance. TB polymerase chain reaction was positive from the
liver biopsy specimen. Non-caseating granulomas were re-
ported histopathologically and amyloid accumulation was also
demonstrated (Fig. 1B). Anti-TB therapy including isoniazid,
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Figure 1. (A) Amyloid staining was positive in rectal biopsy (Kongo-Red, x 200). (B) Amyloid staining was demonstrated at vascu-
lar wall in liver biopsy (Kongo-Red, x 200). (C) Single hypodense mass lesion in the liver on segment 5 in case 1. (D) Hypodense

mass lesions in the liver on segments 6 and 7 in case 2.

rifampicin, ethambutol (for first 2 months only) and pyrazina-
mid (for first 2 months only) was administered for 18 months.
At the end of the follow-up, the patient was in good health,
however, proteinuria remained 3 g/day in spot urinalysis.

Case 2

A 27 years old man presented to our hospital with a 2 months
complaint of upper abdominal pain. There was no history
of nausea, vomiting, loss of appetite, weight loss and fever.
Physical examination revealed upper abdominal tenderness
and splenomegaly. The rest of examination was within normal
limits.

In laboratory evaluation, hematological profile was nor-
mal. Erythrocyte sedimentation rate was 23 mm/h. C-reactive
protein was 117 mg/dL. Liver function test showed elevated
AST 44 U/L, ALT 155 U/L, ALP 160 U/L (30 - 120) and GGT
91 U/L (0 - 55). The serum albumin and total protein levels
were in normal range. In addition, tumor markers were within
normal range and hepatitis markers were all negative. PPD
skin test was 20 x 25 mm.

On radiological images, chest X-ray was normal. The ab-
dominal US showed 40 x 30 mm and 30 x 20 mm hypoechoic
lesions in the right lobe of the liver. The longitudinal length of
the spleen was 155 mm. In addition, portal Doppler US showed
thrombus as hyperechogenic lesion in portal vein. A CT scan
revealed three hypodense mass lesions in the liver on segments
6 and 7 measuring 42 x 33 mm, 20 x 20 mm and 32 x 23
mm respectively. There was a slightly peripheral enhancement
following IV contrast administration. The portal vein showed
evidence of thrombus. In addition, enlarged lymph nodes were
also noted among stomach, head of the pancreas and liver hi-
lum (Fig. 1D). Tru-cut liver biopsy was performed under US
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guidance. Necroses were reported histopathologically. Anti-TB
therapy including isoniazid, rifampicin, ethambutol (for first 2
months only) and pyrazinamide (for first 2 months only) was
administered for 18 months. In addition, anticoagulant therapy
was also started. At the end of the follow-up, the patient was in
good health, albeit persistence of portal vein thrombosis.

Discussion

Abdominal TB usually involves the peritoneum, gastrointes-
tinal tract, abdominal lymph nodes and solid visceral organs.
Among extrapulmonary TB, hepatic TB is considered to be a
rare clinical entity. There are multiple manifestations of liver
TB [3-5]. Hepatic TB has been classified as military TB, pul-
monary TB with liver involvement, primary liver TB, isolated
tuberculoma and tuberculous cholangitis [2, 3]. The miliary
form is the most common and spreads mainly through hema-
togenous dissemination.

Hepatic TB can be presented by various clinical findings.
Therefore, the clinician must be aware of its presentation to
reach the correct diagnosis. The most frequent clinical and
laboratory findings in localized hepatic TB are fever, weight
loss, night sweat, fatigue, abdominal pain, hepatomegaly, jaun-
dice, anemia, raised ESR, abnormal hepatic function and posi-
tive tuberculin test [3]. In addition, some patients can present
with nephrotic syndrome due to TB as in case 1. During long
follow-up of patients with amyloid nephropathy clinical remis-
sion may be observed. However, remission is rare, independ-
ent of etiology and type of amyloidosis [6] as observed in our
case 1.

Radiological diagnosis of the hepatic TB frequently re-
mains a diagnostic challenge. Macronoduler hepatic tubercu-
lomas, which measure more than a few centimeters, are rare.
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The lesions can be single or multiple [5, 7-9]. The US appear-
ance of the lesions is hypoechoic or rarely hyperechoic. The
CT findings of the macronodular tuberculomas are considered
variable and non-specific. Appearance of the lesion varies
from hypodense mass, with or without rim enhancement after
contrast, to a heterogeneous density of the necrotic center of
bull’s eye calcifications. Magnetic resonance imaging adds no
more information to US and CT findings. Chest X-ray may
reveal abnormal lung lesions in 10-86% of the patients [3, 8].
Therefore, the absence of pulmonary disease cannot be ex-
cluded in the diagnosis of hepatic TB. Our patients presented
with no evidence of active pulmonary diseases. In addition, the
US and CT appearance of the patients confirmed the findings
mentioned above. On the other hand, a thrombus was also seen
in the right branch of portal vein that is suggesting malignant
lesion in case 2 as recorded before [4, 9]. Abdominal TB is
one of the causative factors of portal vein thrombosis that re-
sults with esophageal and gastric varices [4, 8]. Our patient
was treated with anticoagulant therapy, however, recanaliza-
tion was not achieved completely.

Although the radiological findings of hepatic tuberculosis
help to establish the diagnosis, its low specificity requires mi-
crobiological, pathological and clinical confirmation. Thereby,
we can distinguish the primary or metastatic carcinoma of the
liver, pyogenic or amebic liver abscess in light of these diag-
nostic tools. Alcantara-Payaway et al [10] developed a PCR as-
say for the identification Mycobacterium tuberculosis in liver
biopsy specimens. Histopathologically, caseating granuloma,
non-caseating granuloma or caseous necrosis in the liver biop-
sy may reveal the diagnosis of TB. Other non-specific histolog-
ical findings include Kupffer cell hyperplasia, focal hepatocyte
necrosis with round cell infiltration and portal inflammation
[2, 3, 6]. In the differential diagnosis of TB, primary biliary
cirrhosis, Crohn’s disease, chronic active hepatitis, drug hy-
persensitivity and extrahepatic biliary obstruction should be
rule out. Therefore, to confirm the diagnosis for TB, clinical
picture of the patient, additional laboratory findings such as a
positive AFB, culture, PCR and clinical response to anti-TB
therapy should be taken into consideration. PCR provided the
diagnostic evidence in case 1. However, the diagnosis of TB
was confirmed with response to anti-TB therapy in case 2.

Treatment of hepatic TB includes the standard four-drug
regimen with isoniazid, rifampicin, ethambutol and pyrazina-
mide as for any other form of extrapulmonary TB. In addition,
the duration of therapy is recommended generally for 1 year.
Clinical improvement is frequently seen within 2 - 3 months.
Surgery is an option for multiple large lesions and lesions re-
fractory to medical treatment [2, 3]. In our two cases, the dura-
tion of therapy was 18 months, however, symptom relief was
achieved within 2 months. In addition, surgery is not required.

In conclusion, hepatic TB must be suspected in patients
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with upper abdominal pain, fever, weight loss, and liver mass
in imaging studies and should also be considered in the differ-
ential diagnosis that live in endemic areas for TB. On the other
hand, physicians should keep in mind that patients with hepatic
TB can present with amyloidosis and portal vein thrombosis.
Although microbiological and pathological examination adds
on further information in patient with liver mass to establish
the diagnosis of hepatic TB, liver biopsy should be performed
to rule out malignancy.
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