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Abstract

Duodenal follicular lymphoma (DFL) is a rare variety of non-Hodgkin’s lymphoma of the gastrointestinal tract that usually
carries a favorable course, recognized as a new entity in 2016. It is usually diagnosed at an early stage located predominantly
in the second portion of the duodenum. We report the case of a 74-year-old male patient with epigastric pain in whom
gastroscopy revealed white mucosal nodules that were pathologically diagnosed as grade 1-2 DFL. Staging investigations
revealed secondary lesions in the spleen and at the base of the tongue together with latero-cervical adenopathy. The tumor was
stage IV according to the Lugano staging system. We reviewed the recent (last five years) literature defining the importance
of combination therapy in the advanced stage. The patient achieved complete remission of the disease through chemoim-
munotherapy following the Rituximab—Bendamustine scheme.
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CHOP  Cyclophosphamide, doxorubicin, vincristine

and prednisone
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Introduction

Duodenal-type follicular lymphoma (DFL) is a rare variety
of non-Hodgkin’s lymphoma of the gastrointestinal tract [1].
DFL was recognized as a new entity by the 2016 World
Health Organization (WHO) classification update [2]. While
it is predominantly located in the second portion of the duo-
denum, it may also be present in the stomach, small intes-
tine, colon, and rectum. It is generally an indolent disease
with a favorable clinical course [3, 4]. Different approaches
have been reported in the literature, including “watch and
wait,” radiotherapy, therapeutic monoclonal antibodies such
as rituximab, and chemotherapy [5, 6]. We present the case
of a 74-year-old male patient with primary DFL who had
secondary lesions in the spleen and at the base of the tongue
together with latero-cervical adenopathy.

Case Report and Evolution

A T4-year-old male patient with a three-month history of
epigastric pain was admitted on June 2021 to the esophago-
gastroduodenoscopy (EGD) service as an outpatient. He had
no chronic gastric disease or family history of gastrointes-
tinal neoplastic disorders. Upper endoscopy revealed white
mucosal nodules between the second and third duodenal por-
tions (Fig. 1A). Biopsies of these lesions revealed multiple
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Fig. 1 Endoscopic findings of
the second portion of duode-
num, A white mucosal nodules
(white arrow) spread over the
duodenum at the diagnosis. B
the duodenal lesions disap-
peared after chemoimmuno-
therapy (white arrow)
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lymphoid follicles in the lamina propria. An immune-his-
tochemical study revealed atypical lymphoid cells positive
for CD20, CD10, Bcl-6, and Bcl-2, negative for CD5 and
cyclin D1 (Fig. 2A, B, and C). The rapid urease test identi-
fied no evidence of Helicobacter pylori. These data were
used to diagnose a DFL of pathological grade 1-2 accord-
ing to the WHO classification [4]. To complete staging, the

patient underwent negative colonoscopy and a total body
PET-CT scan, which showed a thickening of the duodenal
wall (Fig. 3A), a lesion on the posterior side of the spleen,
right latero-cervical adenopathy, and tissue thickening at the
base of the tongue. According to the Lugano staging system,
the tumor was at stage IV [7]. After oncologic counseling,
the patient underwent six cycles of chemo-immunotherapy

Fig.2 Histological images. A Follicular lymphoma represented
by an enlarged follicle without a mantle zone (white arrow). Lym-
phoma cells are found outside the follicles. Tumor cells are germinal
center-derived B-cells and are composed of small to medium-sized
cleaved cells (centrocytes) and large noncleaved cells (centroblasts)
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(hematoxylin—eosin, original magnificationx 10). B CD20 immuno-
histochemistry stain reveals that the lymphocytes are predominantly
of B-cell lineage (original magnificationx 10) (white arrow). C Fol-
licular lymphoma stained with Bcl-2 antibody (original magnifica-
tion X 10) (white arrow)
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Fig.3 PET-CT scan of the abdomen. A initial image at the diagnosis
showing duodenal lesion (white arrow). B imaging shows complete
resolution of disease after treatment (white arrow)

every 28 days, according to the Rituximab—-Bendamustine
scheme [8]. After four cycles, he had a second total body
PET-CT scan showing complete remission of the disease
(Fig. 3B). One month later (January 2022) the patient
received a follow-up EGD (Fig. 1B) that revealed complete
resolution of the neoplastic lesions.

Discussion

DFL is a subtype of follicular lymphoma considered to be
an indolent, slowly progressive tumor with a moderately
good prognosis [9]. DFL is usually manifested as a low-
grade lesion (grades 1-2). Though it is primarily localized
in the second portion of the duodenum, it can develop
throughout the whole gastrointestinal tract. Patients with
DFL are frequently asymptomatic, rarely reporting GI-
related symptoms. DFLs are occasionally diagnosed inci-
dentally in middle-aged patients undergoing endoscopy
with the typical mucosal appearance of white nodular
or polypoid lesions with a diameter of 1-5 mm [9]. It is
important to define the histological classification of the
biopsies, which is assessed based on the average number
of centroblasts per high-powered field. Grade 1, 2, and
3A lymphomas should be treated as an indolent disease,
whereas grade 3B lymphomas are considered aggressive

[10]. We performed an international literature review of
the therapeutic approach over the last five years, identify-
ing 22 DFL-related publications. The selected articles date
from 2017 to 2021 since DFL was not recognized as a new
entity until the 2016 WHO classification update [2].

Twelve publications were case reports (Table 1). Five
patients at stage I followed the “watch-and-wait” strat-
egy, four of which achieved complete remission [11-14]
with one progressing to diffuse large B-cell lymphoma
[15]. Three patients received rituximab monotherapy. One
patient showed complete regression after one cycle, and
the other two patients developed a recurrence, and both
underwent an additional cycle of rituximab [16—18]. Com-
plete regression of the intestinal lesions was also noted in
one patient receiving clarithromycin monotherapy [19].
Two cases performed an invasive treatment (papillectomy
and pancreaticoduodenectomy) with a complete resolu-
tion [20, 21]. Lastly, one case did not report therapeutic
management [22].

Moreover, we reviewed four retrospective papers report-
ing a DFL clinical series (Table 2) [23-26]. According to the
literature, there are several therapeutic approaches, includ-
ing "watch and wait," radiotherapy, rituximab-chemotherapy
with cyclophosphamide, vincristine, doxorubicin, pred-
nisone (R-CHOP), and rituximab alone [27]. In patients at
stage I-11, the first-line treatment is represented by radiother-
apy. As alternatives to radiotherapy, the “watch-and-wait”
approach or rituximab monotherapy may also be considered
but only in selected cases [9, 25]. The “watch-and-wait”
strategy has been considered a valid option in many studies,
generally applied to asymptomatic patients without systemic
involvement [28-31].

Optimal therapy has not yet been clearly established in
patients with advanced-stage III-IV (such as our patient).
In 10-20% of cases, the disease shows spontaneous regres-
sion. Therapy should be considered when patients have
symptoms, organ dysfunction, cytopenias secondary to
lymphoma, bulky disease, or a rapid progression. Accord-
ing to the guidelines of the National Comprehensive Cancer
Network 2021 [8], patients with an advanced stage should
receive as first-line therapy (1) rituximab or obinutuzumab
in combination with bendamustine, (2) CHOP and rituximab
or obinutuzumab, (3) CVP and rituximab or obinutuzumab,
(4) lenalidomide and rituximab [8].

Only one publication in the literature reported on a
DFL patient at stage IV, as in our case [21]. The patient
had obstructive jaundice with a CT scan revealing a lesion
involving the second duodenal portion, the head of the pan-
creas, and the common bile duct. Malignancy was never
histologically proved pre-operatively. Since pancreatic ade-
nocarcinoma was suspected, the patient underwent pancrea-
ticoduodenectomy, with the diagnosis of DFL confirmed on
the surgical specimen.
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Table 2 Clinical series of DFL

Progression

Surgery Radiotherapy R-CHOP Remission

Rituximab Watch Chem-

Lugano stage

Histologic

Ref Author Year N.pts Median age M/F Clinical fea-

other-
apy

and

at diagnosis
[-I-1TI-1V

grade of DFL

1-2-3

tures

wait

21

14
10

3
5

11-7-0-1

13/10 No symptoms  15-3-NA
15-3-0

13/5

65

2020 23

Saburi
24 Abe

23

NA

18-0-0-0

15 no symp-

66.5

2020 18

toms—3

symptoms

20

19

18-1-0-1

17 no symp- 19-0-1

6/14

20 NA

2019

25 Lee

toms -3

symptoms

10/20 21 no symp-

28 R-2NA NA

4

2 22

24-4-0-1

NA

59.5

2020 30

Inoue

26

toms -9

symptoms

NA not available; R remission; R-CHOP rituximab, cyclophosphamide, doxorubicin, vincristine and prednisone; N. pts number of patients

On the contrary, our patient received an early endoscopic
diagnosis of DFL and underwent chemo-immunotherapy
according to the Rituximab—Bendamustine scheme for six
cycles, with complete remission of the disease.

Conclusions

DFL was recognized as a new entity in 2016, and there
is still debate on its therapeutic approach, especially at
advanced stages. In our case, we used a Rituximab-Ben-
damustine scheme with success, but further clinical stud-
ies are necessary in order to establish the most appropriate
therapies.

Key Messages

e DFL is a new entity, originally identified in 2016

e The clinical course is usually favorable

e There is debate regarding the therapeutic approach at
advanced stages
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