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Abstract Reactive lymphoid hyperplasia (RLH) is a rare,

benign, lymphocytic tumour-like lesion reported in various

organs. It has been previously identified in 18 cases in the

English-language literature, but only 5 of them were rela-

ted to oncological disease. No previous cases have been

described of RLH occurring in ovarian cancer patients. We

describe a case of hepatic RLH which developed in a

patient treated for ovarian cancer 11 years previously.

Radiological features on computed tomography (CT) scan

and PET–CT (positron emission tomography–computed

tomography) were strongly suggestive of oncological dis-

ease, in contrast to magnetic resonance imaging (MRI); the

volume increment of the nodular lesion and the rise in

carbohydrate antigen 125 corroborated the hypothesis of

malignancy. The patient was subjected to resection of the

7th segment of the liver and the final histological report

showed RLH. RLH should be considered in the presence of

hepatic lesions in suspected ovarian cancer recurrence.

Imaging techniques should be thoroughly investigated to

exclude tumor recurrence promptly, in order to avoid

unnecessary surgery.
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Abbreviations

RLH Reactive lymphoid hyperplasia

CT Computed tomography

PET–CT Positron emission tomography–computed

tomography

MRI Magnetic resonance imaging

OC Ovarian cancer

FIGO International Federation of Obstetricians and

Gynecologists

PAC Cisplatin, doxorubicin, and cyclophosphamide

CA 125 Carbohydrate antigen 125

SUV Standardised uptake value

Introduction

The liver is the fourth most common site of metastasis in

recurrent ovarian cancer (OC) [1]: clinical data from living

patients have shown an incidence of hepatic metastasis of

approximately 9.4% [2]; moreover, several autopsy studies

have indicated a major incidence of liver metastasis in

relapsed OC ranging from 48% to 58.4% [1, 2].

In this report we described the case of a 58-year-old

woman subjected to surgical hepatic resection for an iso-

lated lesion on the 7th segment of the liver, mimicking an

ovarian cancer relapse confined to hepatic tissue; this initial

hypothesis was corroborated by the imaging findings and

by the rise in tumour markers. Finally, the definitive his-

tological report confirmed reactive lymphoid hyperplasia

(RLH), a rare, benign, lymphocytic tumour-like lesion.

Hepatic RLH has been previously identified in 18 other

cases in the English-language literature [3–5], but only 5

[4–7] of them were related to oncological disease, without

gynaecological malignancies.
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Case report

A 58-year-old woman was admitted to our Institution in

April 1995 with adnexal complex masses, ascites and

carbohydrate antigen (CA) 125 values of 927 U/ml. She

underwent primary cytoreductive surgery, with residual

tumour smaller than 0.5 cm. The histological examination

documented a serous papillary ovarian carcinoma, moder-

ately differentiated, stage IIIC according to FIGO (Inter-

national Federation of Obstetricians and Gynecologists)

staging. She was also subjected to six cycles of adjuvant

platinum-based chemotherapy according to the PAC (cis-

platin, doxorubicin, and cyclophosphamide) schedule.

Standard subsequent follow-ups were all negative until

March 2007, when there was a rise in CA-125 to 70.7 U/ml

(normal level \35); an abdominal ultrasound examination

demonstrated an hypoechoic nodular lesion, 4 9 7 mm in

diameter, in the right lobe of the liver. Subsequently, in

April 2007, several laboratory data including liver func-

tions tests were remarkable, especially aspartate amino-

transferase (230 U/l, normal range 10–45 U/l) and alanine

amino-transferase (298 U/l, normal range 10–43 U/l); in

contrast, hepatic markers and antinuclear and antimitoc-

hondrial antibodies were all negative. No predisposing

factors for hepatic cirrhosis, steatohepatitis or dysmetabolic

diseases were identified.

The patient underwent an abdomino-pelvic computed

tomography (CT) scan which showed a vascularised hyp-

odense lesion (25 mm) in the 7th segment of the liver with

hepatic hilar lymphadenopathy; subsequently, a nodular

area of 15 9 17 mm in diameter, with a slightly high

intensity in T2-weighted images and low intensity in T1-

weighted images, was observed on magnetic resonance

imaging (MRI). The radiological team initially concluded a

diagnosis of a benign mass, probably of adenomatous ori-

gin (Fig. 1). In May 2007, the serum CA-125 level rose to

126 U/ml. The patient finally underwent whole-body pos-

itron emission tomography–computed tomography (PET–

CT) which showed aspecific left laterocervical hyperfix-

ation and an hypodense lesion at the 7th segment, of

19 mm, with high metabolic uptake and multiple para-

aortic lesions with standardised uptake value (SUV) up to

7.2. Since metastatic liver tumor could not be excluded, the

patient underwent surgery in June 2007, with a wedge

resection of the 7th segment of the liver.

The patient’s post-operative course was good and she

was discharged on the 8th post-operative day.

Histological and immunohistochemical analyses were

performed by two independent senior pathologists. The

resected area measured 30 9 28 9 17 mm. Macroscopic

examination demonstrated a yellowish-white, not encap-

sulated, well-circumscribed nodular lesion, measuring

Fig. 1 MRI images. Axial T1-

weighted image (a) shows an

hypointense nodular area on the

7th segment of the liver and

(b) a hyperintense signal on

coronal T2-weighted imaging

(c) a progressive isointensity in

the parenchymal-venous phase

and (d) ring enhancement in the

delayed phase after 1 h in the

coronal plane
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12 mm in diameter. On microscopic evaluation, hyper-

plastic lymphoid follicles were observed with secondary

follicles primed for germinal centre formation. Focal

lymphoid infiltration was seen in the portal area, sur-

rounding the lymphoid nodule; peripheral multi-nucleate

giant cells were also observable. On immunohistochemical

examination, CD3-positive cells were mainly localized in

the parafollicular area and CD20 immunostaining was

positive for B follicles, while bcl-2 staining was negative.

All these aspects were relevant to excluding a well-defined

follicular lymphoma, and a diagnosis of ‘‘reactive lym-

phoid hyperplasia’’ (RLH) of the liver (Fig. 2) was defin-

itively established.

The tumor marker CA-125 returned to its normal range

3 months after surgery. To date, after 28 months of follow-

up, the patient is still disease-free.

Discussion

Ovarian cancer is the second most common cause of death

in women with gynaecological malignancies worldwide.

Despite aggressive initial treatment, the majority of

patients remain with persistent disease or develop fatal

recurrence. Usually, the disease remains confined to the

peritoneal cavity and lymph nodes, but recently some

evidence regarding metastatic patterns of ovarian carci-

noma has indicated the liver as the fourth (48%) most

common site of recurrence of ovarian disease, after the

peritoneum (97–99%), the abdominal lymph nodes (74%)

and the bowel (55%) [1].

In this paper, the presence of a small, isolated lesion on

the 7th segment of the liver, concomitant with multiple

lymphadenopathy, was initially presumed to be a liver-

localized recurrence of primitive ovarian cancer. For this

reason, the general surgeon’s and the oncological radiolo-

gist’s team finally decided on surgery, with the entire

resection of the 7th segment. However, the final histolog-

ical evaluation showed RLH, a benign lymphocytic

tumour-like lesion with polyclonal features.

To the best of our knowledge only 5 cases of hepatic

implantation of RLH have been previously described as

coincident with a preceding diagnosis of oncological dis-

ease, such as renal cell carcinoma [6], colon and gastric

cancer [5, 7] and finally in a patient with multiple carci-

noma [6] (Table 1). Moreover, our report is the first

experience of hepatic RLH occurring in previous ovarian

cancer mimicking relapse of carcinoma.

Reactive lymphoid hyperplasia of the liver is described

as a rare benign lesion presenting as a small nodule. It is

also known as nodular lymphoid hyperplasia and pseudo-

lymphoma, but it is inflammatory and reactive rather than

Fig. 2 Microscopy revealing many lymphoid follicles with germinal

centers in the tumour-like hepatic lesion, surrounded by hepatic

normal tissue. H&E 925

Table 1 RLH in oncological disease: literature review

Reference Age Sex Complications Needle

biopsy

Preoperative

diagnosis

Tumour

number

Tumour

size (mm)

Treatment

Pantanowitz [6] 69 F RCC Done MT 1 17 Resection

Kim [7] 72 M GC None HCC 1 17 Resection

Sato [4] 75 F GC, CoC, CeC None MT 1 14 Resection

Takahashi [5] 77 F CoC None MT 1 1.5 Resection

64 F CoC None HCC 1 9 9 7 Resection

Our case 58 F OC None MT/HCC 1 19 Resection

CeC caecal carcinomam, CoC colon carcinoma, GC gastric carcinoma, HCC hepatocellular carcinoma, MT metastatic tumor, OC ovarian cancer,

RCC renal cell carcinoma
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neoplastic. It is moreover distinct from pseudotumor and,

unlike this entity, it lacks the clinical and pathological

features of inflammation, which include fever, myofibrob-

lastic proliferation, xanthogranulomatous change and

occlusive portal phlebitis. Finally, it has a favorable

prognosis but, to date, there are no imaging modalities able

to predict exactly the benign features of this disease.

In our reported case, the hypothesis of malignancy was

corroborated by several aspects. Primarily, on the basis of

the radiological appearance by CT scan and PET–CT,

tumour could not be definitively excluded. Also suggestive

of malignancy was the rapid increase in size of the nodular

lesion, evidenced by comparing the CT scans with the

preceding ultrasound scans. Finally, all these elements

were concomitant with the increase in the tumor marker

CA-125, which has been demonstrated to strongly predict

ovarian cancer relapse [8].

A reasonable method of prompt discrimination would

have been to perform an hepatic biopsy, but evidence of

sampling error or failure to obtain a suitable specimen are

frequently described for this invasive procedure [4, 6]; this

is particularly notable when considering the rarest pathol-

ogies, such as the one described in our case, which need

several fragments of tissue in order to achieve a thorough

and accurate immunohistochemical analysis.

In conclusion, all these considerations persuaded the

authors to require surgery as essential for a proper dia-

gnosis and to definitively exclude or confirm the hypothesis

of malignancy; furthermore, in the case of malignancy, the

patient would have been considered as platinum-sensitive

and, based on previous experiences [9, 10], radical debul-

king surgery could have had a therapeutic effect.

This case suggests that RLH should be considered in the

differential diagnosis of hepatic lesions in women with

suspected ovarian cancer recurrence. Although many

advances have been made in imaging techniques, it also

strongly supports the predictive value of the classical

imaging modalities, such as ultrasound, CT and MRI, and

the promising PET–CT, which should be still acutely

investigated in order promptly to rule out tumor recurrence

and avoid unnecessary surgery.
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