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Challenges in Diagnosis: Primary Hepatic Lymphoma
Presenting as a Space-Occupying Liver Lesion
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ABSTRACT

Non-Hodgkin lymphoma is a heterogeneous group of lymphoid neoplasms, the incidence of which has increased over the past 3
decades. Primary non-Hodgkin lymphoma of the liver is a very rare malignancy. We outline a case describing primary hepatic
lymphoma in an 85-year-old woman with a history of breast cancer who presented with generalized weakness and nonspecific
symptoms. The patient had normal liver function, serum alpha fetoprotein level, and hemoglobin. A computed tomography scan of
the chest, abdomen, and pelvis showed numerous low-attenuation lesions scattered throughout the liver. This case underscores the
importance of including primary hepatic lymphoma as a differential diagnosis for space-occupying liver lesions, especially in the
setting of normal alpha fetoprotein level.
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INTRODUCTION

Primary hepatic lymphoma (PHL) is a lymphoma limited to the liver or having major liver involvement without evidence of
extrahepatic involvement (eg, no spleen, lymph nodes, bone marrow, peripheral blood, or other lymphoid structures) for at least 6
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Figure 1. Pathology specimen with hematoxylin and eosin (H&E) Figure 2. Pathology specimen with hematoxylin and eosin (H&E)
stain at 100X magnification. The H&E stain reveals characteristic stain at 400X magnification. The H&E stain reveals characteristic
features suggestive of B-cell lymphoma with germinal center subtype. features suggestive of B-cell ymphoma with germinal center subtype.
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Figure 3. CD20 immunostain, which labels B cells. The brown

staining indicates the presence of CD-20-positive B cells within the
liver tissue.

months." PHL is rare and represents 0.4% of extranodal non-
Hodgkin lymphomas and 0.016% of all non-Hodgkin lym-
phomas and is most commonly a sequelae of chronic hepatitis C
infection."” Based on liver infiltration, PHL can be subdivided
into uninodular (39%-42%), multinodular (50%-55%), and
diffuse (6%-8%) types.>* We present a case of multinodular
PHL in a patient with a history of breast cancer in remission.

CASE REPORT

An 85-year-old female nonsmoker with a medical history of
hypertension, chronic kidney disease stage III B, localized
breast cancer s/p lumpectomy, and hormonal therapy pre-
sented to the hospital with 2 days duration of generalized
weakness, myalgia, abdominal discomfort, nausea and
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Figure 4. CD3 immunostain, which labels T cells. The very minimal
staining indicates the low presence of T cells within the liver tissue.

Figure 5. Computed tomography scan of the chest, abdomen, and
pelvis showing numerous low-attenuation lesions scattered
throughout the liver.

vomiting, and reduced oral intake. On presentation, she was
hypotensive, tachypneic, and afebrile. Liver function tests and
bilirubin were unremarkable. Complete blood count showed
normal hemoglobin, platelets, and white blood cell levels.
Computed tomography scan of the chest, abdomen, and pelvis
revealed bilateral ground glass nodules in the lower lobes of
lungs and numerous low-attenuation lesions scattered
throughout the liver which was suspicious for metastatic disease
in the setting of a remote history of breast cancer which was
originally treated with lumpectomy and anastrozole which was
completed 10 years before presentation.

Patient subsequently underwent a bone scan and magnetic reso-
nance imaging of the brain which were negative for bone and
intracranial metastasis. Tumor markers including alpha fetopro-
tein level were noted to be negative. Lactate dehydrogenase was
elevated at 478 U/L. The patient further underwent a computed
tomography-guided liver biopsy, and histopathology revealed an
aggressive diffuse large B-Cell lymphoma (DLBCL), germinal
center subphenotype. Immunohistochemical stains were positive
for CD-10, CD-20, and BCL-6 and negative for BCL-2, MUM-1,
CD5, and cyclin D1. Fluorescence in situ hybridization was neg-
ative for BCL-2, BCL-6, and MYC rearrangements (Figures 1-5).
The patient refused a bone marrow biopsy. She was subsequently
seen by medical oncology who recommended treatment with mini
R-CHOP (rituximab, cyclophosphamide, hydroxydaunorubicin,
oncovin, prednisolone). Unfortunately, the patient declined
treatment due to concerns about side effects and opted for hospice.
She subsequently died.

DISCUSSION

PHL was initially described as a disease entity in the 1960s.
Subsequently, in 1986, Caccamo et al provided a more detailed
definition, specifying it as a lymphoma primarily localized to
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the liver with no extrahepatic spread.” PHL is rare, and DLBCL
is the most common subtype. The etiology of primary hepatic
DLBCL is unknown. However, immunocompromised patients
are considered to be more vulnerable. Certain viral infections
including Epstein-Barr virus, chronic hepatitis B, chronic
hepatitis C, human immunodeficiency virus, chronic liver
disease, and autoimmune conditions may promote de-
velopment of this rare cancer.*® Although our patient did not
have a viral infection or an autoimmune diagnosis, we hy-
pothesize that having a diagnosis of prior malignancy and un-
dergoing chemotherapy and/or hormonal therapy renders
patients susceptible to development of secondary malignancies
including PHL, given the possibility of genetic mutations, he-
reditary cancer syndromes, or side effects of prior therapy.

The differential diagnosis for multiple liver lesions must remain
broad and should always include, in addition to lymphoma,
other infiltrative processes of the liver including hepatocellular
carcinoma, metastatic malignancy, sarcoidosis, tuberculosis,
and hemochromatosis.® Given the nonspecific symptoms,
a high level of suspicion is required for the diagnosis of PHL.
Tumor markers including alpha fetoprotein level and con-
tinuing education unit are usually normal. A liver biopsy is
considered the gold standard for the diagnosis of PHL, which is
confirmed by histology and immunohistochemistry.” Treat-
ment options usually include either chemotherapy alone or
rarely surgical resection or radiation in addition to chemo-
therapy.! PHL is generally considered a chemosensitive tumor
with a complete response of 85% with chemotherapy and an
event-free survival of 70%.'° In older patients, mini R-CHOP
regimen, where attenuated doses of cyclophosphamide, doxo-
rubicin, and vincristine are used, is shown to have good
responses with tolerable side effects."

Since DLBCL presents with nonspecific symptoms and in-
determinate radiographic findings, a high index of clinical
suspicion and low threshold to obtain a biopsy is important to
confirm the diagnosis of primary hepatic DLBCL. Our case
highlights the importance of performing a biopsy of any con-
cerning new lesion on imaging, not only to help with diagnosis
but to see if tolerable treatments with good efficacy can be
administered. Prior history of chemotherapy should always
alert clinicians toward a diagnosis of secondary malignancies
including lymphomas, and the differential should be broad.
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