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ABSTRACT

Retroperitoneal masses are rare and often difficult to diagnose due to similarities between benign and malignant conditions. Follicular lymphoma
(FL), a common indolent subtype of non-Hodgkin lymphoma, can present atypically, complicating early identification. We report a 60-year-old male
with abdominal distension, weight loss, and breathlessness. Imaging revealed a large retroperitoneal mass encasing major vessels and associated
lymphadenopathy. Biopsy of an enlarged inguinal lymph node confirmed FL through characteristic immunohistochemical markers. The patient was
treated with six cycles of R-CHOP chemotherapy, resulting in complete remission. This case highlights the importance of histopathological evaluation
in differentiating FL from other retroperitoneal pathologies like retroperitoneal fibrosis. Early and accurate diagnosis enables timely initiation of
appropriate therapy, improving patient outcomes. Clinicians should consider FL in the differential diagnosis of retroperitoneal masses with atypical
clinical presentations.
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INTRODUCTION

Retroperitoneal mass lesions are defined as lesions that arise from
the retroperitoneal space. Based on the origin of the lesion, these
lesions are categorized as primary or secondary, neoplastic or non-
neoplastic masses. Compared to secondary lesions, primary lesions
are rare. Of all primary retroperitoneal tumors, 33% are lymphomas.
A prominent retroperitoneal mass is observed in 14% of non-Hodgkin
lymphomas (NHL) patients. The presence of multiple subclasses and
clinical presentation makes the diagnosis and course of treatment vary
according to diagnosis [1].

Lymphomas are solid malignant neoplasms originating in lymphoid
tissues, which include Hodgkin and NHL. NHL arises from precursors
of B, T cells, and mature B, T cells and is more prevalent than Hodgkin’s
lymphoma. Depending on the rates of growth and dissemination, they
are further divided into indolent and aggressive. The most common
subtypes of NHL are diffuse large B-cell lymphoma (Bcl 2) (30%) and
follicular lymphoma (FL) (20%). Furthermore, diagnosing NHL might
be challenging due to their diverse histological appearances, clinical
features at presentation, and several subgroups [2,3].

FLis a subtype of NHL, the most common indolent type. The presence of
Bcl2 gene mutation with the t (14;18) chromosomal translocation causes
anti-apoptosis, which leads to the accumulation of cells causing FL.
A mixture of bigger non-cleaved B-lymphocytes (known as centroblasts)
and smaller cleaved B-lymphocytes (known as centrocytes) with co-
expression of CD10 and Bcl-2 immunohistochemistry markers is a
pathognomonic characteristic of FL [3-5].

CASE PRESENTATION

A 60-year-old male was presented with breathlessness for 2 weeks
and a 3-month history of abdomen distention and weight loss of 25 kg.
The patient had a history of type 2 diabetes mellitus a year ago, which
was controlled on a diet plan. On the admission, vital signs were stable.
Physical examination revealed cachexia, pallor, bilateral painless
external iliac and inguinal lymphadenopathy, decreased breath sounds

on the left side of the chest, the abdomen was soft and distended, and
fluid thrill was present.

Laboratory workup shows a hemoglobin level of 10.5 g/dL, white
blood cell, and platelet count within normal Limits. Peripheral smear
shows microcytic hypochromic red blood cells; total and differential
counts are within normal ranges and exhibit normal morphology.
A routine urine examination shows a sugar level of 2+; the rest were
within normal ranges. Renal function tests, liver function tests, and
serum electrolytes are all within normal ranges. Chest X-ray PA view
revealed mild pleural effusion on the left side. Abdomen ultrasound
revealed left-sided pleural effusion, massive ascites, and grade 1
prostatomegaly.

Contrast-enhanced computed tomography (CECT)-abdomen revealed
large soft-tissue density mass lesion with lobulated margin seen in
the retroperitoneum extending from pancreatic regions at D12-L1 to
L4 vertebral level up to aortic bifurcation (Fig. 1a and b).The lesion
encases the aorta, inferior vena cava, and the bilateral ureters without
compression (Fig. 1c) with gross ascites. Multiple enlarged lymph nodes
were seen in the bilateral external iliac and inguinal region (Fig. 1d).
The possibility of retroperitoneal fibrosis and differential diagnosis of
retroperitoneal lymphoma are to be considered.

CECT abdomen, the yellow arrow in the coronal section (Fig. 1a)
indicates a large soft-tissue density mass with a lobulated margin in
the retroperitoneum. In the axial section (Fig. 1b), the yellow arrow
also points to the retroperitoneal mass, and the red arrow highlights
the Aorta, with the contrast phase revealing the same lobulated mass in
the retroperitoneum. In the sagittal section (Fig. 1c), the yellow arrow
represents retroperitoneal fibrosis, and the red arrow points to the
aorta in the contrast phase. The lesion encases the aorta, inferior vena
cava, and bilateral ureters without causing compression, extending
from the pancreatic region at the D12-L1 level to the L4 vertebral level
and reaching up to the aortic bifurcation. In the axial section (Fig. 1d),
the white arrow points to the enlarged inguinal and external iliac lymph
nodes.
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Fig. 2: Histopathology of the inguinal lymph node biopsy revealed
(a) multiple follicles, (b) morphology of cells showing reactive
changes, (c) CD20 membranous positivity predominantly
observed in germinal centers and interfollicular areas, (d) CD3
positivity noted in reactive T-cells around follicles, (e) faint CD10
positivity in germinal centers, and (f) Bcl2 positivity in germinal
centers and interfollicular areas (85-90%)

Histopathological examination of the inguinal lymph node biopsy
demonstrated multiple follicles (Fig. 2a), with cellular morphology
indicative of reactive changes (Fig. 2b). Immunohistochemical analysis
revealed strong membranous CD20 positivity predominantly localized
within the germinal centers and extending into the interfollicular areas (Fig.
2c). CD3 positivity was distinctly observed in reactive T-cells surrounding
the follicles, emphasizing a reactive lymphoid environment (Fig. 2d).
Additionally, faint CD10 positivity was noted within the germinal centers
(Fig. 2e). Significantly, Bcl2 immunoreactivity was prominently positive in
approximately 85-90% of the germinal centers and interfollicular regions,
further supporting the reactive nature of the lymph node (Fig. 2f).

DISCUSSION

Lesions originating from the retroperitoneal area can be classified as
primary or secondary, neoplastic, or non-neoplastic. While primary
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lesions are less common, they frequently include neoplastic lesions,
among which lymphomas account for approximately 33% and are
present in 14% of patients with NHL. Lymphomas, originating from
lymphoid tissue, can be classified as either non-Hodgkin or Hodgkin,
with non-Hodgkin types being more prevalent and diverse. FL, an
indolent form of NHL, is characterized by a mutation in the Bcl-2 gene
and identified through immunohistochemistry.

FL has various presentations, ranging from asymptomatic, painless
lymphadenopathy to different unique presentations like acute
pancreatitis [6], and pleural effusion [7], which are not directly related
to FL, making FL diagnosis difficult.

Inthiscase, thepatientinitially presented withascitesand breathlessness.
On evaluation, a retroperitoneal mass was identified on CECT abdomen
imaging. Retroperitoneal masses can arise from neoplastic or non-
neoplastic conditions, and treatment approaches vary significantly. The
presence of the mass around the aorta and ureters led to suspicion of
retroperitoneal lymphoma and retroperitoneal fibrosis. The presence
of lymphadenopathy and weight loss is seen in both conditions, with
ascites as rare presentations [7,8]. Distinguishing a retroperitoneal
mass from inflammatory or malignant conditions is challenging.
Morphological CECT imaging alone may not rule out malignancy. Some
studies suggest that specific imaging findings, such as extension above
renal vessels, enlarged lymph nodes, high fluorodeoxyglucose-positron
emission tomography/CT uptake with an SUV max 24, splenomegaly,
and lack of compression of the inferior vena cava or aorta, mainly if the
location is centered cranially to L4/5, are more commonly associated
with malignancy. However, histopathological confirmation may still be
necessary when malignancy is suspected [9].

A lymph node biopsy was advised due to the patient’s high risk for a
retroperitoneal biopsy. The biopsy revealed BCL2 positivity, CD20
membranous positivity, CD10 faint positivity, CD3 positivity in reactive
T cells around follicles, and a Ki67 index of 15% indicative of FL [10].

Retroperitoneal lymphoma and fibrosis closely resemble each other in
clinicoradiological aspects and are often misdiagnosed. On the other
hand, retroperitoneal fibrosis is a rare condition with an incidence rate
of only one in a million, and its association with lymphoma is also rare.
A case report by Lan et al. described a patient initially presenting with
idiopathic retroperitoneal fibrosis, later found to be retroperitoneal
fibrosis secondary to FL. Therefore, even if the condition is
retroperitoneal fibrosis, close follow-up is needed, as lymphomas like
FL are indolent and may take time to manifest. A review of previous
literature and case reports revealed nine case reports in PubMed
of lymphoma mimicking retroperitoneal fibrosis. These studies
included one case of diffuse large Bcl 2, four cases of FL, two cases of
anaplastic large cell lymphoma, and two cases of B-cell non-Hodgkin
lymphoma [11].

FL International Prognostic Index (FLIPI) is bed side tool used for
enhancing the prognostic evaluation of patients with FL.

The FLIPI score is based on the following five clinical factors; each
positive factor carries 1 point, making the total score 5 points,

Clinical factors:

1. Age> 60 years old

2. Ann Arbor Stage IIl or IV disease

3. Hemoglobin level: A hemoglobin level of <12 g/dL in women or
<13 g/dL in men

4. Number of lymph nodes: More than 4 involved lymph node areas
(outside the abdomen)

5. Serum lactate dehydrogenase (LDH) level: Elevated LDH (greater
than the upper limit of normal).
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FLIPI Score Risk group 10-year overall survival (%)
<1 Low 70
2 Intermediate 50
23 High 35

Based on the FLIPI score, the prognosis of the patient varies, as shown
in the table above [12,13].

The patient’s FLIPI score is three, and based on the body surface area
of the patient, he was treated with 712.5 mg of rituximab 1V, 1425 mg
of cyclophosphamide IV, 95 mg of doxorubicin 1V, 2 mg of vincristine IV
(maximum dose) on day 1, along with 100 mg of prednisone orally on
day 1, and then 100 mg orally every 24 h from days 2 to 5 [14,15].

After six cycles of the R-chop regimen, the patient achieved complete
remission status.

CONCLUSION

Due to their similar clinical and radiological characteristics,
retroperitoneal lymphoma and retroperitoneal fibrosis can be
challenging to diagnose. The biopsy results in this case show how
vital histopathological examination, including immunohistochemical
staining, is in making a firm diagnosis. This case also highlights the
need to rule out lymphoma when making a differential diagnosis for
retroperitoneal masses, especially in cases when the initial presentation
points to benign or inflammatory disorders. This case illustrates
this difficulty. Despite being an uncommon disorder, retroperitoneal
fibrosis may be associated with lymphoma, especially FL, emphasizing
the significance of careful monitoring and comprehensive assessment.
To enhance patient outcomes, it is imperative to identify such situations
early and handle them appropriately.
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