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Primary non-Hodgkin Lymphoma of the Liver Mimicking Me-

tastases
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Abstract

Liver is a common secondary site of lymphomatous
involvement in about half of patients with non-
Hodgkin lymphoma. However, primary hepatic
lymphoma is extremely rare, especially when pre-
senting with multiple discrete nodular lesions, as in
this case.

A 73-year-old man presented with a one-month his-
tory of anorexia, weight loss and occasional abdomi-
nal pain. Abdominal ultrasound and computed to-
mography revealed multiple nodular lesions in both
hepatic lobes. Total colonoscopy and gastroscopy
were negative for a primary cancer site. Ultrasound-
guided biopsy of the lesions showed a non-Hodgkin
lymphoma of medium size B origin cells. Since no
other site of lymphoma involvement was found, a
primary non-Hodgkin B cell lymphoma was diag-
nosed. The patient received adjuvant chemotherapy
and 12 months later is free of any symptoms.
Multiple nodular liver lesions in patient with an-
orexia and weight loss mimicking secondary me-
tastases of unknown origin should raise the clinical
suspicion for a primary hepatic lymphoma.
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Introduction

Lymphoma accounts for 8% of adult cancers with
8-10% overall mortality [1]. Liver is a common sec-
ondary site of lymphomatous involvement in about
half of the patients with non-Hodgkin lymphoma
(NHL) [2,3]. However, primary lymphoma of the
liver is not common [4]. This is a rare case of pri-
mary NHL of the liver presenting with multiple dis-
crete nodular lesions.
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Case

A 73-year-old male patient was admitted to our sur-
gical department with a one-month history of an-
orexia, apathy, weight loss and occasional abdomi-
nal pain. Patient denied any fever, night sweats,
vomiting, diarrhoea or blood in his stools. His medi-
cal history included type 2 diabetes mellitus, while
no previous surgery was mentioned.

Clinical examination was unremarkable with nor-
mal temperature and vital signs and no palpable
lymph nodes were detected. Abnormal laboratory
results included an elevated lactate dehydrogenase
(LDH), with negative HIV, hepatitis B (HBV)
and hepatitis C (HCV) serology. Serum alpha-
fetoprotein and carcinoembryonic antigen (CEA)
levels were normal. A chest x-ray was normal. The
abdominal ultrasound examination demonstrated
multiple hypoechoic liver lesions bilaterally. An ab-
dominal and chest computed tomography (CT) scan
showed multiple hypoattenuated liver lesions with
peripheral enhancement after intravenous contrast
agent injection (figure 1). Total colonoscopy and
gastroscopy were negative. An ultrasound-guided
fine-needle aspiration biopsy of the lesions was per-
formed. The pathology report showed diffuse infil-
tration by malignant cells with immunophenotypic
markers CD19 (+), CD20 (+), CD79a (+), CD30
(-), UCHLI1 and CD3 (+), findings consistent with
a non-Hodgkin lymphoma of medium size B cells.
Bone marrow biopsy showed normal cellularity
with maturing tri-lineage haematopoiesis in normal
proportion. No histologic evidence of B-cell lym-
phoma was present.

The final diagnosis was primary B-cell lymphoma
of the liver, stage IE, as no other lymphoma foci
were found extrahepatically. Adjuvant chemother-
apy was administered. Our patient received alter-
nating triple-combination chemotherapy (analysed
further in the discussion section) and 12 months
later the patient is free of any symptoms.

Discussion
Primary hepatic lymphoma (PHL) is extremely rare,
even though the liver is secondarily involved in the
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late stages of lymphoma. It accounts for less than
0.4% of extranodal non-Hodgkin’s lymphomas and
0.016% of all non-Hodgkin lymphomas [5]. Most
published reports are case reports with the larger
patient series having up to 20-30 patients over a long
period. There are less than a few hundred cases re-
ported in adults that have been published to date. In
this report, we describe a PHL that presented with
multiple discrete nodular liver lesions in both lobes
which is not common. Despite the presence of lym-
phoid tissue in the hepatic parenchyma, it seems that
host factors make the liver a poor environment for
the development of primary lymphoid malignancy
[6]. Furthermore, misdiagnosed as secondary liver
metastases of unknown origin rendered differential
diagnosis difficult. Ultrasound or CT-guided biopsy
with fine-needle aspiration is the examination of
choice. In addition, a high level of clinical suspicion
must be present when gastrointestinal track endos-
copy is negative for a primary site of cancer.

The exact cause of PHL is unknown, although
there is a strong connection with HCV infection [7,
8]. Hepatitis C infection is present in 40-60% of pa-
tients with PHL. However, our patient was negative
for hepatic viral infection. Usual age at presentation
is 5th to 6th decade of life and the incidence in the
male population is twice that found among females.
Presenting symptoms include apathy, weight loss
and occasional abdominal pain, which are not spe-
cific. An elevated LDH with normal alpha-fetopro-
tein and CEA, as in this case, should raise high clini-
cal suspicion for lymphoma. PHL usually has a poor
prognosis [9].

Mainstay of treatment is combination chemo-
therapy as reported in most series, although further
investigations are required to firmly establish this
approach. Our patient received alternating triple-
combination chemotherapy (doxorubicin, cytosine
arabinoside, methyl prednisolone and cisplatin al-
ternating with methotrexate, cyclophosphamide,
bleomycin, vincristine, doxorubicin, and methyl
prednisolone and alternating with mesna, mitoxan-
trone, ifosfamide, and VP-16). The aforementioned
regimen was used because our patient fulfilled cer-
tain pre-treatment risk criteria, namely Se LDH >
10% of normal, larger tumor mass > 7cm, and Ann
Arbor Stage III disease, as set by The University of
Texas M. D. Anderson Cancer Center. In any other
case, a CHOP-based regimen would be adminis-
tered (cyclophosphamide, doxorubicin, vincristine,
and prednisone).

Surgical approach to primary hepatic lymphoma
encompasses a wide range of interventions, start-
ing from biopsy and extending to segmentectomy or

even major hepatic resections. In most studies, ini-
tial approach comprises combination chemothera-
py, followed by surgery and / or radiotherapy in the
event of local or extrahepatic recurrence. The role
of surgery in localized disease and overall, remains
largely undefined since larger series are required to
establish a clear benefit. However, rarity of disease
presentation is not conducive to large prospective
studies [6, 11].

The natural history of primary hepatic lymphoma
is difficult to evaluate and has yet to be defined.
Several patients survive long after treatment and
die of other causes while others experience recur-
rent, resistant to therapy clinical courses and even-
tually die of the disease. It is assumed that the over-
all prognosis is favoured when therapy — including
combination chemotherapy — is initiated early in the
disease course [11].

Secondary involvement of the liver in cases of ma-
lignant lymphoma is rather common. The reported
hepatic involvement in cases of patients with non-
Hodgkin lymphoma ranges from 52-58%. Combina-
tion chemotherapy remains the mainstay of therapy
in these cases [6, 12, 13].

Conclusion

Primary hepatic lymphoma presenting with mul-
tiple discrete nodular lesions can mimic secondary
liver metastases, making diagnosis difficult. A high
level of clinical suspicion must be present in order
to perform a liver biopsy as soon as possible in order
to begin treatment with adjuvant chemotherapy.

Fig. 1 Abdominal computed tomography scan showing multiple
hypoattenuated lesions in both hepatic lobes.
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IIpwrtomaOég pn - Hodgkin Aéppowpa nmnatog Mnpoupevo
AeutepoaOeic Eotieg

Evéiag@épouoa Ilepinrtmon

N. IMaoyaiidng, I'. Kahaiting, M. Bovktoog, A. Magivng, Z.PiCog

IlepiAnyn

Ewoaywyri: Ov wool mepimov aoBevelg pe non-
Hodgkin Aépgopo oavomtiooovv dgvtepomabeic
evromioelg oto NoE. To mpwrtomabés nmotnd
Lépgpouo dume elvor 0QRETA OmAVI0, Wimg Otav
eupaviCetar pe ™ poeeh ddyvtmv, TOMATADY,
OQOTEQOTTAEVQMV  EVIOMIOEWV  OTO  NTOTLRO
TTOLOEYYUUCL.

Heoyoaqpy meptotatixov: Avdoag nhxriog 73
ETOV e LOTOQMO OVOQEElnG, ammAelng PAQovg
oL HOLMOXOU GAYOUS om0 unvog, eEetdobnxe
ota emelyovta. O vmépnyog xow 1 afovixi
Topoypagict  xothiag  ovédelEav  moMAatAd,
oppoTEQOTAEVQC OCMON UOQPOUOTO OTO MTOQ.
O evdooxromxriOg £€AEYYOC TOU YUOTQEVIEQLROU
dev avédelEe momtomaBy veomhaopoTixy €oTiaL.
H proyia pe Aemer feAdvn vmd vmepny0yYQOpLx
raBodMyNon Twv poepoudtonyv, ovédelEe non-
Hodgkin Aéupouo omd uetolov peyéBovg B
Lepgorvttapa. Egocov, dev avuyvetBnue dAAn
eotia veomhaoiag, Oloyvmodnue mg mEmTomadég
non-Hodgkin Aéugpopa tov fmatog. O aobevng
éhafe ovuminomuotry ynueoBepameior xow 12
WVES UETA, TOLOOVOLOOE VPEDT TOV CUUTTOUATOV
AL QIUVON TV NTATIRDV LOQPOUATWV.
Svuréoacua: H magovoio. TOAMOTADY NTOTHROV
ULOQPMOUATMY O¢ aoBeVY ne avoQEeEia ®ow amdAeLa
Bapovg, dev eival mavtote devteQomadels EVIOmIOELg
TEWTOT00VS Veomhdonatos. Otav 0 evOOorROmRAG
€LEYXO0G TOV TEMTHOV ElVOL 0LQVNTLHOG, Bl TEETEL
vo eEetdletan 1 omAVoL TEQITTWON AVATTUENS
TEWTONAOOVS AEUPDOUATOS TOV HITATOC.
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