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Abstract

Primary hepatic lymphoma (PHL) is a rare extranodal non-Hodgkin’s lymphoma which can be missed easily. We
present a case of extranodal high grade lymphoma of the liver in a 57-year-old lady with no particular pathological
history. Lymphoma manifested with sharp significant pain in the right hypochondrium, weakness, and profuse night
sweats. Contrast enhanced computed tomography scan (CT-scan) of the abdomen revealed heterogeneous segment VI
tumor process measuring 8 cm long axis. Histological and immunohistochemical features of the tumors allowed
diagnosis of diffuse large B-cell lymphoma (DLBCL). To exclude secondary liver lesion by non-Hodgkin lymphoma,
chest and small pelvis CT-scan and study of bone marrow were performed. The patient was refractory to R-CHOP, R-
DAOX and R-GEMOX. She was placed in palliative care and she died three weeks after the cessation of treatment.
Primary hepatic lymphoma is extremely rare, and its management is debatable in the absence of international

recommendations.
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Case Report

INTRODUCTION

Diffuse large B cell lymphoma (DLBCL) is a
fairly common highly malignant type of non-Hodgkin’s
lymphoma that develops in the lymph nodes. Primary
hepatic lymphoma (PHL) is rare, and accounts for
0.016% of all non-Hodgkin’s lymphomas and 0.4% of
extranodal non-Hodgkin’s lymphoma [1]. Because the
clinical features are not very specific, PHL can easily be
misdiagnosed as liver inflammatory disease, benign
tumor, or liver cancer.

We report a case of refractory primary hepatic
diffuse large B cell lymphoma (PHDLBCL) in an old
lady, presented to us with abdominal pain and hepatic
mass, which was diagnosed as PHL in echo-guided
biopsy.

CASE REPORT

This is a 57-years-old patient with no
particular pathological history. She consults for non-
radiating right hypochondrial pains of progressive
worsening, evolving in a context of fever and night
sweats without weight loss. At admission, there is a
patient with performans status (PS) at 2, the abdominal
examination objective pain on palpation of the right
hypochondrium; her liver was enlarged, firm and

tender; nevertheless, there is neither jaundice nor
peripheral tumor syndrome. Abdominal CT scan shows
hepatomegaly on an heterogeneous tumor in segment
VI measuring 8 cm long axis with heterogeneous
necrotic center, polylobed contours occupying almost
the entire right liver (fig 1). Echo-guided mass biopsy
found liver tissue largely infiltrated by large lymphoid-
looking cells with ovoid nuclei, one or more fine-
chromatin nucleoli and abundant cytoplasm. Mitoses
are numerous and atypicals. Some polymorphous
inflammatory cells are involved. These cells are in
diffuse ranges (fig 2A). Immunohistochemistry found
CD20 +, D10 +, anti-Bcl2 +, anti-Bcl6-, anti-MUM1-,
and Ki67 is positive at more than 90% of tumor cells,
concluding to diffuse large B-cell lymphoma (fig 2B,
2C). The positron emission tomography (PET) scan
found a very large hypermetabolic tumor of the liver
(SUVmax = 18.6) occupying almost the entire right
liver and measuring 109x153x150 mm (fig 3A et B)
with hypermetabolic hepatic hilar lymph nodes
(SUVmax = 13.8) and without any extra-hepatic
localization. Biological assessment is normal, especially
alkaline phosphatase and serologies of Human
Immunodeficiency Virus (VIH), Hepatitis B Virus
(HBV) and Hepatitis C Virus (HCV); however, lactate
dehydrogenase (LDH) are greater than twice the upper
limit of the normal. Therapeutically, the patient
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received four courses of R-CHOP (Rituximab, Oxaliplatin) and R-GEMOX (Rituximab, Gemcitabine
Cyclophosphamide, Doxorubicin, Vincristine and and Oxaliplatin). The patient was placed in palliative
Prednisone) without a metabolic response; she care and she died three weeks after the cessation of
progressed on two lines of salvage therapy which are R- treatment.

DAOX (Rituximab, Dexamethasone, Cytarabine,

Fig-2: Histology of the hepatic diffuse large B-cell lymphoma

A: liver tissue largely infiltrated by large lymphoid-looking cells with ovoid nuclei (x400).B: CD20-positive
tumor cells (x400). C: The Ki67 index is >90% (x400).

Fig-3A et B: large hypermetabolic tumor of the liver (SUVmax = 18.6) occupying almost the entire right liver measuring 109x153x150 mm
with hypermetabolic hepatic hilar lymph nodes (SUVmax = 13.8)
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DISCUSSION

The liver is the largest and most important
reticuloendothelial organ of our body and is commonly
involved in 40% of NHL patients at presentation, but
PHL is an unusual disease and a rare form of extranodal
lymphomas, accounting for less than 1% of all
extranodal lymphomas [2, 3]. It is defined as lymphoma
confined only to the liver without the involvement of
any other organ, such as spleen, bone marrow, lymph
nodes, peripheral blood, or other tissues [2-4].

It can occur at any age but the vast majority of
patients with PHL are elderly men [5], in the fifth or
sixth decade of life, with male/female ratio of 2 to 3/1
[6, 71].

The pathogenesis of PHL is still unclear, and it
has been associated with Epstein Barr Virus (EBV),
HCV, HIV or human T cell lymphotropic virus
(HTLV) infections; liver cirrhosis; systemic lupus
erythematosus; and immunosuppressive therapy [4, 8-
12]. Among all these, hepatitis C infection is strongly
associated with PHL [8, 13, 14]. However, our patient
did not have any of the above conditions.

PHL has non-specific clinical manifestations,
and the rate of clinical misdiagnosis is high. The vast
majority of PHL patients present with signs and
symptoms mimicking acute hepatitis and constitutional
symptoms [4] which may delay the diagnosis.
Hepatomegaly is found in most patients (75-100%), B
symptoms (fever, drenching sweats and weight loss) in
37-86%, weight loss in 57% and jaundice in 4% [6,7].
It is important to recognize that in rare circumstances,
PHL can present with fulminant hepatic failure, and
because of the ambiguous features and rapid
progression, most cases are diagnosed on autopsy with
an average survival of 10.7 days from diagnosis [15].
Radiological features of PHL are usually nonspecific,
and the most common presentation on CT scan is a
solitary hypoattenuating lesion, which may have a
central area of low intensity indicating necrosis [16]. It
may present also as multiple lesions; even so, diffuse
infiltration of the liver is rare in Caucasians [6].

Liver function tests are usually normal, except
elevation of alkalin phosphatases. On analysis of
laboratory data, LDH is elevated most of the time,
while tumor markers such as alpha-foeto-protein (AFP)
and carcinoembryonic antigen (CEA) remain within
normal ranges, and they help in the differential
diagnosis of hepatocellular carcinoma or metastatic
disease [8, 16]. In our case as well, all the investigations
were normal except elevated LDH.

Optimal treatment is not yet defined, but
chemotherapy with CHOP-based regimens is the gold
standard. The role of surgery is not fully clarified, but
there are reports that liver resection followed by
adjuvant chemotherapy and/or radiation results in better

prognosis [4, 9, 17]. Yang et al. performed a
retrospective study to assess the benefits and limits of
surgery for PHL and the probability of survival after
postoperative chemotherapy. They found that patients
with PHL treated with liver resection followed by
chemotherapy had a better outcome, and so,
postoperative chemotherapy was the only prognostic
factor for survival [8]. However, the patients included
in this study benefited from the surgical procedure
before determining the histology of the tumor, which
leads us to question the real place of surgery in the
management of this malignant hemopathy.

Emile et al. reported that the prognosis of
nodular lymphoma cells in PHL is better than that of
diffuse infiltrates [17]. The 1-year and 3-year survival
rates of nodular infiltrates of PHL were 70% and 38%
respectively, and the rates of diffuse infiltration were
57% and 18% respectively. The prognosis of
PHDLBCL is poor (median survival of 6 months) for
patients treated with chemotherapy alone, but better for
patients treated with a combination of modalities (8—16
months) in pre-rituximab era [13,18]. Massive liver
infiltration, a high index of proliferation, and elevated
LDH levels, as well as advanced age, cirrhosis and
elevated levels of beta-2 microglobulin, are worse
prognostic factors [19, 20].

CONCLUSION

In conclusion, PHL is a very rare disease that
lacks specific imaging and clinical manifestations and
biochemical indicators. Its diagnosis is difficult, as
lymphoma in other organs or tissues outside of the liver
needs to be excluded. When multiple space-occupying
lesions are found in the liver but invasion into other
organs or tissues is not observed, PHL should be
considered as a possible diagnosis and liver biopsy
should be performed. If PHL is diagnosed,
chemotherapy should be started immediately, and the
patient should be closely monitored for adverse
reactions and complications.
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