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Case Report
Primary hepatic follicular lymphoma: a  
case report and literature review
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Abstract: Background: Extranodal lymphomas commonly occur in the spleen, but the likelihood of primary liver lym-
phomas is low. As such, studies on the diagnosis and treatment of primary hepatic follicular lymphoma are limited. 
Case presentation: Two liver space-occupying lesions were found in a 53-year-old female patient through magnetic 
resonance imaging (MRI). This patient was preoperatively diagnosed with a malignant tumor of the liver without a 
liver biopsy. The patient underwent a hepatectomy, a cholecystectomy, and microwave ablation. A definitive diag-
nosis of follicular lymphoma was confirmed by the pathological examination. Postoperative rituximab plus cyclo-
phosphamide, doxorubicin, vincristine, and prednisone (R-CHOP) were administered. The patient survived without 
a recurrence of the tumor during the two years of follow-up. Conclusions: Primary hepatic follicular lymphoma is a 
rare malignant tumor of the liver. Surgical resection of the lesions followed by adjuvant chemotherapy might prevent 
recurrence in cases of hepatic follicular lymphoma.
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Introduction

Liver tumors are common, but the likelihood of 
hepatic lymphoma-including primary hepatic 
lymphoma (PHL) and secondary hepatic lym-
phoma-is low. Most hepatic lymphoma patients 
have secondary hepatic lymphoma due to the 
systemic spreading of the disease. Most extra-
nodal lymphomas occur in the spleen. PHL is 
an extremely rare disease, but primary hepatic 
follicular lymphoma (FL) is even rarer due to its 
multiple classifications. The definitive diagno-
sis of hepatic FL requires a histopathological 
evaluation. Studies on the diagnosis and treat-
ment of primary hepatic FL are rare. Herein, we 
describe a case of primary hepatic FL with two 
nodules in the liver.

Case presentation

A 53-year-old female patient with no history of 
hepatitis B- or C-virus infection complained of 
occasional right upper abdominal pain and 
eczema on her extremities. Biochemical tests 
confirmed that the levels of total bilirubin, direct 

bilirubin, lactate dehydrogenase, aspartate ami- 
notransferase, and alanine aminotransferase 
were in the normal range. In addition, a decline 
in white blood cells (2.67 G/L) and lymphocytes 
(0.69 G/L) were discovered by a routine blood 
examination. No abnormal increase in the lev-
els of known tumor markers was evident. Ma- 
gnetic resonance imaging (MRI) scans revealed 
the presence of two round liver masses of vary-
ing sizes. The largest lesion was approximately 
3.6 cm × 3.4 cm in size and located in the left 
inside lobe. All the lesions were hypointense on 
the T1-weighted images and hyperintense on 
the T2-weighted MRI images. The intrahepatic 
lesions showed marked diffusion limitations in 
the diffusion-weighted images and the appar-
ent diffusion coefficients declined in the le- 
sions. Ring-shaped enhancements were found 
in response to contrast agents. In the hepatobi-
liary phase of gadoxetic acid-enhanced MRI, 
the lesions were mainly hypointense (Figure 1). 
Systemic PET-CT examinations showed no sus-
picious tumor lesions other than in the liver. 
This patient was preoperatively diagnosed with 
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a malignant liver tumor. The patient underwent 
a hepatectomy, a cholecystectomy, and micro-
wave ablation but did not undergo a preopera-
tive biopsy. The patient received postoperative 
rituximab plus cyclophosphamide, doxorubicin, 
vincristine, and prednisone (R-CHOP). 

Pathological findings

The mass was tough, the sections were gray 
(Figure 2A), and the gallbladder was infiltrated 
(Figure 2C). A definitive diagnosis of follicular 
lymphoma was confirmed by postoperative 
pathological examination (Figure 2B) and posi-
tive CD20, CD21, CD10, HGAL, BCL-2, BCL-6 
and Ki-67 (low proliferation, LI: 5%) staining 
(Figure 3). The patient belonged to Ann Arbor 
stage IV and had an intermediate-risk progno-
sis according to the international prognostic 
index scoring system [1]. Consequently, the 
patient was postoperatively diagnosed with FL 
(Grade 1). The patient survived without any 
recurrence of the tumor during the two years of 
follow-up.

sion in the liver capsules leading to abdominal 
pain. When the main vascular system of the 
liver is compressed, abnormal liver function 
results, leading to systemic fatigue, a loss of 
appetite and nausea. When liver enlargement 
is obvious, it is sufficiently enlarged to be 
touched under the ribs. When the main bile 
duct is compressed and blocked by a mass, the 
skin and sclera turn yellow. Eczema in the 
patient is also associated with immune dys-
function and tumor development. During the 
active stage of non-Hodgkin’s lymphoma, blood 
sedimentation and lactate dehydrogenase lev-
els increase, suggesting a poor prognosis. 
Intrahepatic space-occupying lesions or diffuse 
infiltration are the most common radiological 
findings. These features resemble other intra-
hepatic neoplasms, including liver metastases. 
These characteristics on MRI scans, including 
hypointense T1-weighted images, and hyperin-
tense T2-weighted images, non-specific dynam-
ic enhancement after contrast agent adminis-
tration, diffusion limitation in diffusion-weight-
ed imaging and hypointensity in the hepatobili-
ary phase of gadoxetic acid-enhanced MRI, 

Figure 1. MRI scans: (A) The lesions were hypointense on T1-weighted im-
ages; (B) The lesions were hyperintense on T2-weighted images; (C) MRI 
scans showing the ring-shaped enhancement after contrast agent admin-
istration; (D) The lesions were hypointense in the hepatobiliary phase of 
gadoxetic acid-enhanced MRI. 

Discussion

Extranodal non-Hodgkin lym-
phomas (NHL) in the spleen 
and PHL account for less than 
1% of cases [2]. Follicular lym-
phoma is the most common 
inactive lymphoma in Europe 
and the United States, acco- 
unting for ~20% to 30% of  
NHL incidence. Asia, including 
China, has a low incidence of 
NHL (less than 10%). Primary 
hepatic FL is thus extremely 
rare. PHL lesions are confined 
to the liver without invasion 
and metastasis from other lo- 
cations [3]. It has been report-
ed that hepatitis B- or hepatitis 
C-virus infections are related 
to the occurrence of hepatic 
lymphoma [4, 5]. The majority 
of PHL patients complain of 
abdominal pain and are diag-
nosed during imaging. How- 
ever, the clinical presentation 
of PHL is often non-specific. 
When the volume and lesion 
number increase, the space-
occupying effect increases ten- 
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may help to differentiate PHL from other hepat-
ic malignant lesions. However, the definitive 
diagnosis of follicular lymphoma still requires a 
histopathologic evaluation [6]. Consequently, 
pathological examinations and immunohisto-
chemistry remain the standard methods of 
diagnosis for lymphoma and treatment gui- 
dance.

FL is a type of indolent B cell lymphoma, origi-
nating from follicular center B-cells [1]. FL is 
highly sensitive to chemotherapy, but complete 
curative effects are difficult. It is known that the 
course of FL is both long and repetitive, and 
conversion to invasive lymphoma can occur [1]. 
Immunohistochemistry is important for diagno-
sis and treatment guidance. Rituximab is effec-
tive in B cell lymphoma patients with positive 

CD20 staining [7], but the reactivation of the 
hepatitis B virus may complicate rituximab che-
motherapy [8]. Liver biopsy is not routinely used 
for the diagnosis of liver lesions as the opera-
tion may fail or carry a risk of bleeding and 
tumor metastasis. However, the correct use of 
liver biopsies is advocated to confirm the diag-
nosis of atypical liver lesions in patients with 
increased serum lactate dehydrogenase and 
blood sedimentation [3]. There remains no con-
sensus on the timing of surgery and chemother-
apy for PHL. Studies have reported that chemo-
therapy without surgery after liver biopsy, surgi-
cal resection with postoperative chemotherapy, 
and surgical resection with preoperative and 
postoperative chemotherapy are effective [3, 9, 
10]. Early postoperative chemotherapy is rec-
ommended to avoid recurrence [11]. Surgical 

Figure 2. Pathological findings: (A) Postoperative, gross, tough gray specimens; (B) The histopathological section of 
the liver mass showing follicular lymphoma (HE × 100); (C) The histopathological section of the gallbladder showing 
follicular lymphoma infiltrating the gallbladder (HE × 40).

Figure 3. Immunohistochemical staining: Positive CD20 (A), CD21 (B), CD10 (C), BCL-6 (D), BCL-2 (E) and HGAL (F) 
(× 200).



Primary hepatic follicular lymphoma

3674 Int J Clin Exp Pathol 2019;12(9):3671-3674

resection can remove the liver lesions and 
reduce the tumor burden. Preoperative chemo-
therapy can reduce the tumor size, allowing sur-
geons to remove otherwise unresectable tu- 
mors [10].

Due to the rarity of PHL, prospective trials and 
retrospective studies that have compared 
treatment modalities are difficult to perform in 
a single center. Consequently, large-scale mul-
ticenter prospective cohort studies are required 
to confirm optimal surgical timing, methods, 
and chemotherapy for PHL. Nevertheless, this 
case report of an effective treatment for hepat-
ic lymphoma still holds value. 

Conclusion

Primary hepatic FL is an extremely rare hepatic 
malignant tumor. The surgical resection of 
lesions followed by adjuvant postoperative che-
motherapy might prevent recurrence in patients 
with hepatic FL.

Acknowledgements

This work was supported by the National Na- 
tural Science Foundation of China (no. 81- 
372668).

Disclosure of conflict of interest

None.

Address correspondence to: Qichang Zheng, De- 
partment of Hepatobiliary Surgery, Union Hospital, 
Tongji Medical College, Huazhong University of 
Science and Technology, 1277 Liberation Avenue, 
Jianghan District, Wuhan 430022, China. Tel: +86 
13907148705; Fax: +86 2785351676; E-mail: qc_
zheng@hust.edu.cn

References

[1] Kim WS, Buske C, Ogura M, Jurczak W, Sancho 
JM, Zhavrid E, Kim JS, Hernández-Rivas JÁ, 
Prokharau A, Vasilica M, Nagarkar R, Osmanov 
D, Kwak LW, Lee SJ, Lee SY, Bae YJ, Coiffier B. 
Efficacy, pharmacokinetics, and safety of the 
biosimilar CT-P10 compared with rituximab in 
patients with previously untreated advanced-
stage follicular lymphoma: a randomised, dou-
ble-blind, parallel-group, non-inferiority phase 
3 trial. Lancet Haematol 2017; 4: e362-e373. 

[2] Page RD, Romaguera JE, Osborne B, Medeiros 
LJ, Rodriguez J, North L, Sanz-Rodriguez C, 
Cabanillas F. Primary hepatic lymphoma: favor-
able outcome after combination chemothera-
py. Cancer 2001; 92: 2023-9. 

[3] Bai YF, Liu JM, Zhang XM, Jiang CZ, Xu X, Zheng 
SS. Percutaneous liver biopsy: retrospective 
study of primary and secondary hepatic lym-
phoma in twenty-one patients. Hepatobiliary 
Pancreat Dis Int 2017; 16: 58-64. 

[4] Andrade XA, Paz LH, Nassar M, Oramas DM, 
Fuentes HE, Kovarik P, Mishra S, Singh A. 
Primary liver diffuse large B-cell lymphoma fol-
lowing complete response for hepatitis C infec-
tion after direct antiviral therapy. Acta 
Haematol 2018; 139: 77-80.

[5] Betianu CI, Dima A, Pavaloiu G. Primary hepat-
ic mucosa-associated lymphoid tissue lympho-
ma in a patient with no chronic liver disease: 
case report. Radiol Case Rep 2017; 12: 715-9.

[6] Colagrande S, Calistri L, Grazzini G, Nardi C, 
Busoni S, Morana G, Grazioli L. MRI features of 
primary hepatic lymphoma. Abdom Radiol (NY) 
2018; 43: 2277-2287.

[7] Morschhauser F, Fowler NH, Feugier P, 
Bouabdallah R, Tilly H, Palomba ML, Fruchart 
C, Libby EN, Casasnovas RO, Flinn IW, Haioun 
C, Maisonneuve H, Ysebaert L, Bartlett NL, 
Bouabdallah K, Brice P, Ribrag V, Daguindau N, 
Le Gouill S, Pica GM, Martin Garcia-Sancho A, 
López-Guillermo A, Larouche JF, Ando K, 
Gomes da Silva M, André M, Zachée P, Sehn 
LH, Tobinai K, Cartron G, Liu D, Wang J, Xerri L, 
Salles GA; RELEVANCE Trial Investigators. 
Rituximab plus lenalidomide in advanced un-
treated follicular lymphoma. N Engl J Med 
2018; 379: 934-947. 

[8] Khan ZH, Ilyas K, Ghazanfar H, Khan HH, 
Hussain Q, Hammad S, Munir A, Asim R. Fatal 
fulminant hepatitis from rituximab-induced 
hepatitis B reactivation in a patient with follicu-
lar lymphoma: a case report and a brief review 
of literature. Cureus 2018; 10: e2257.

[9] Park JI, Jung BH. Primary hepatic lymphoma 
treated with liver resection followed by chemo-
therapy: a case report. Ann Hepatobiliary 
Pancreat Surg 2017; 21: 163-7.

[10] Skulimowski A, Hogendorf P, Poznańska G, 
Smolewski P, Strzelczyk J, Durczynski A. 
Successful hemihepatectomy following che-
motherapy for primary liver lymphoma: case 
report and review of literature. Pol Przegl Chir 
2017; 89: 54-8.

[11] Kashimura M, Murayama K, Kojima M. Primary 
hepatic and hepatosplenic diffuse large B-cell 
lymphomas with intrasinusoidal and interstitial 
lymphomatous infiltration. Int J Surg Pathol 
2013; 21: 531-4.

mailto:qc_zheng@hust.edu.cn
mailto:qc_zheng@hust.edu.cn

