Hepatic Tuberculomas. A Case Report
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Abstract

Background. The liver is often involved secondarily by
sytemic/extrahepatic vascular, metabolic, infectious,
granulomatous, and malignant processes.

Casereport. A 57-year old woman was admitted because
of fatigue, malaise, night sweating and right upper abdominal
quadrant pain. Physical findings revealed pale skin and
mucosae, and hepatomegaly. Laboratory data showed
normocytic, normochromic anemia and marked inflammatory
syndrome. Real-time ultrasonography revealed one hypo-
echogenic nodule, 25 mm in size, in the segment II of the li-
ver, and three hypoechogenic nodules, 11-25 mm in diameter,
in segments 111 and IV. Enlarged lymph nodes, 20-50 mm,
were observed in the region of the pancreatic head. Histo-
pathological examination of the liver and peritoneum biopsies
evidenced granulomas with caseous necrosis and multinu-
clear Langhans’ giant cells, indicating hepatic and peritoneal
tuberculosis. The tuberculostatic chemotherapy (isoniazid
300 mg/24h; rifampycin 600 mg/24h and pyrazinamid 2000
mg/24h) was applied for 12 months. The patient responded
well to the treatment, followed-up for 6-12 months.

Conclusion. In the differential diagnosis of focal liver
lesions, pseudotumoral hepatic tuberculomas must be
considered.
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Rezumat

Premize. Ficatul este ades implicat secundar in afectiuni
vasculare, metabolice, infectioase sistemice, granulomatoase
sau extrahepatice, sau in neoplazii maligne.

Prezentare de caz. O femeie in varstd de 57 de ani a fost
internatd pentru astenie, transpiratii nocturne si dureri in
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hipocondrul drept. Examenul obiectiv a evidentiat paloarea
tegumentelor si mucoaselor si hepatomegalie. Exploririle
biologice au relevat anemie normocitard normocromi si
sindrom inflamator intens. Ecografia abdominald a evidentiat
un nodul hipoecoic hepatic, 25 mm, in segmentul II, si alti
trei noduli in segmentele 111 si IV (11-25 mm diametru), si
adenopatii de 20-50 mm in regiunea capului pancreasului.
Examenul histopatologic al parenchimului hepatic si
tesutului peritoneal a evidentiat granuloame cu continut
cazeos si celule gigante Langhans, indicand tuberculozi
hepaticd si peritoneald. Tratamentul tuberculostatic
(isoniazid 300 mg/24h; rifampicind 600 mg/24h and
pirazinamidd 2000 mg/24h) a fost urmat timp de 12 luni.
Pacienta a rdspuns bine la tratament, fiind urmiritd pe o
perioada de 6-12 luni.

Concluzie. In diagnosticul diferential al leziunilor focale
pseudotumorale hepatice trebuie luatd in considerare si
tuberculoza hepatica.

Introduction

The liver is a common site for metastases. Metastases
are by far the most common form of hepatic malignancy.
The most frequent sites of origin for hepatic metastases are
the lung, breast, and gastrointestinal and genitourinary
tracts (1).

The liver may be also be involved secondarily by sytemic
or extrahepatic vascular, metabolic, infectious, granulo-
matous, and malignant processes. The major causes of
hepatic granulomas are infectious agents (especially
tuberculosis), sarcoidosis, primary biliary cirrhosis, systemic
diseases (e.g., Crohn‘s disease) and neoplasms (e.g.,
Hodgkin‘s lymphoma) (2).

The development of imaging investigations, particulary
ultrasound and computed tomography, has enabled the
frequent early detection of liver nodular lesions. Although
different with respect to the prognosis and therapy, certain
focal liver lesions may be similar as aspect and difficult to
differentiate (3).

Pseudotumoral hepatic tuberculomas are rare; however,
distinction from Hodgkin‘s disease, secondary carcinoma
or actinomycosis may be difficult (4).
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Case report

A 57-year old woman was admitted because of fatigue,
malaise, night sweating and pain in the right upper abdominal
quadrant. The physical findings revealed white color of the
skin and mucosae, and hepatomegaly.

The laboratory data evidenced a normocytic, normo-
chromic anemia (hemoglobin - 98 g/L, mean erythrocyte
volume 88 fL, red blood cells 3.32 x 10'*/L) and a marked
inflammatory syndrome: ESR - 120 mm/h; fibrinogenemia
7.8 g/L; and C-reactive protein 90 mg/dl. Serum amino-
transferases, alkaline phosphatase, bilirubin, albumin and
the prothrombin time were all normal; a mild increase of
serum gamma-glutamyl transpeptidase level (44 IU/L) was
present. Tumor markers were within referential limits, i.e.
CEA 2.1 ng/mL, CA 19-9 15.5ng/mL, AFP 5 ug/L.

Chest X-ray, upper fiberpanendoscopy and colonoscopy
were all normal.

Real-time ultrasonography, using Toshiba Core Vision
SA-350A with 3.75 MHz sector duplex probe, showed a non-
homogenous echo structure of the liver, and one hypo-
echogenic nodular lesion 25 mm in size noted in segment II.
Three hypoechogenic nodules, 11-25 mm in diameter, were
also evidenced in segments I1l and IV (Fig.1). The gall bladder
and bile ducts showed no abnormalities. The pancreas was
homogeneous, and hypoechogenic enlarged lymph nodes
20-50 mm in diameter were evidenced in the region of pan-
creatic head (Fig.2). The size of the spleen was normal with
hypoechogenic areas 5 - 9 mm in diameter (Fig.3). Both
kidneys had a normal aspect.

Diagnostic laparoscopy revealed on the anterior surface
of the left liver lobe tiny whitish-yellowish changes infil-
trating diffusely the parenchyma. Subdiaphragmatically,
several larger yellowish formations about 10-15 mm in diame-
ter were also noted on the right liver lobe. One of these was
partially excised for histopathological examination. Minute
infiltrative changes of the peritoneum above the right liver
lobe were observed, which were biopsied as well. Gross
findings suggested neoplasia with metastases to liver and
peritoneum.

The histopathological examination of the liver tissue
(Fig.4) and peritoneum (Fig.5) revealed granulomas with
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Fig.1 Real-time ultrasonography: three hypoechogenic nodules

in the liver segments I1I and IV.
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Fig.2 Real-time ultrasonography: hypoechogenic enlarged lymph
nodes in the head of pancreas.
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Fig.3 Real-time ultrasonography: hypoechogenic areas in the
spleen, 5 to 9 mm in diameter.

caseous necrosis and multinuclear Langhans’ giant cells.
The results suggested as the most probable diagnosis, liver
and peritoneal tuberculosis.

The antituberculous chemotherapy (isoniazid 300 mg/
24h; rifampycin 600 mg/24h and pyrazinamid 2000 mg/
24h) was applied for a period of 12 months. The patient
recovered after the treatment, and was followed-up for 6 —
12 months.

Discussion

The site of entry of Mycobacterium tuberculosis into
the billiary tract and liver is through the hematogenous
route, less commonly, via the portal vein or lymphatic
vessels. The disease involving only the liver is considered
rare, and even in the absence of documented disease
elsewhere, often inactive pulmonary tuberculosis is found
at autopsy (5).

The tuberculous granulomas are frequently present in
the liver in both pulmonary and extrapulmonary tuberculosis.
Tuberculous granulomas may be found throughout the liver
parenchyma (2). The lesions usually heal without scarring,
but sometimes with focal fibrosis and calcification.
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cells with multinuclear Langhans’ cells. HE x 200.

Fig.5 Epithelioid granuloma with multinuclear Langhans’ giant
cells in the peritoneum. HE x 200.

The original description of hepatic tuberculosis classified
the disease as (a) miliary, as part of generalized disease, or
(b) local, with focal involvement of the liver, where evidence
of extra-hepatic disease is not obvious (6).

Hepatic tuberculosis as a part of miliary disease may
occur in as many as 80% of all patients dying of pulmonary
tuberculosis (7). Localized hepatic tuberculosis is further
classified into disease without bile duct involvement
(solitary or multiple hepatic nodules or tuberculous abscess)
or with bile duct involvement, due to the compression of
the bile duct by lymph nodes or the extension to the ductal
epithelium of the tuberculous process (7).

Pseudo-tumoral hepatic tuberculomas are rare. There
may be no evidence of extra-hepatic tuberculosis. The
tuberculomas may be multiple, consisting of a white
irregular, caseous abscess surrounded by a fibrous capsule
4).

An unusual but increasingly reported variant of
hepatobiliary tuberculosis is the obstructive jaundice
caused by involvement of the bile ducts, pancreas, or
gallbladder. Compression of the biliary tree by enlarged
lymph nodes or direct involvement of the biliary epthelium
or rupture of a caseating granuloma into the lumen of the

bile duct may cause jaundice and cholestasis (8). The entity
of “ tuberculous cholangitis” may manifest as bile duct
dilatation and common hepatic duct strictures. Patients with
tuberculous cholangitis have intense jaundice and fever
that mimics malignant disease of the pancreas or
cholangiocarcinoma (9).

Tuberculous pylephlebitis results from rupture of
granuloma and dissemination of caseum. It is rapidly fatal,
although chronic portal hypertension may result (10).

Rarely, hepatic tuberculosis can cause fulminant liver
failure, especially in both immunosuppressed and
immunocompetent persons (11).

Hepatic involvement usually produces no symptoms.
Nonspecific abdominal pain or right upper abdominal
quadrant pain may be present, whereas fever and weight
loss are common in case of a tuberculous abscess.The most
frequent physical finding is hepatomegaly. Biochemical tests
usually show a disproportionately increased serum alkaline
phosphatase level (12). The predominant symptoms in our
patient were fatigue and right upper abdominal quadrant
pain. Physical findings showed hepatomegaly, with normal
liver tests, except mildly elevated serum gamma-glutamyl
transpeptidase.

The diagnosis of liver tuberculosis is difficult,
particularly because extrahepatic features of tuberculosis
may not be obvious. Ultrasonography or computed
tomography may show complex masses, either solitary or
multiple (13). Hepatic tuberculomas are difficult to
differentiate from Hodgkin‘s disease, secondary carcinoma
or actinomycosis. Liver biopsy is essential. Blind
percutancous liver biopsy may be useful in the
diagnosis of the miliary form, whereas direct guided
biopsy during laparoscopy results in a higher
diagnostic yield. Although the finding of caseating
granuloma is highly suggestive of tuberculosis, similar
pathologic changes occur in brucellosis, coccidioido-
mycosis, and Hodgkin‘s disease. However, in some series,
caseation occurs less frequently, and acid-fast stain is often
not positive (14).

Extrahepatic tuberculosis was not found in our patient.
Because ultrasonography and laparoscopy suggested a
secondary cancer, the first investigations were focused in
this direction. But the histopathological examination of the
liver and of the peritoneum evidenced tuberculous
granulomas, and anti-tuberculous chemotherapy was started
and proved efficacious.

In conclusion, in the differential diagnosis of focal liver
lesions pseudotumoral hepatic tuberculomas must be
considered.
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