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Introduction. MALT lymphoma is the most common type of extranodal non-Hodgkin lymphoma. In two-thirds of cases, it 
originates in the stomach and is strongly associated with Helicobacter pylori infection. It presents a complex clinical pic-
ture, that can resemble multiple conditions, and typically follows a benign course. 

Clinical case presentation. This report discusses an uncommon case of a 52-year-old female who presented to the oncologist 
with insignificant weight loss, episodes of melena and fatigue. The disease started in 2018 with upper gastrointestinal bleed-
ing from a gastric ulcer caused by H. pylori, which was later eradicated. The patient underwent multiple upper endoscopies 
over the years, with no evidence of malignancy. During the most recent investigation, an ulcerated mass of about 20 mm with 
infiltration of the adjacent mucosa was found. The biochemical and serological examination was within normal values. Abdom-
inal computed tomography revealed unexplained perigastric and intestinal lymphadenopathy. The patient underwent total 
gastrectomy and lymph node dissection due to suspected gastric cancer. Histological and immunohistochemical examinations 
confirmed advanced MALT lymphoma with tumour cells positive for cluster of differentiation 45, 20 (CD45, CD20) and B-cell 
lymphoma 2 (BCL2). Given the advanced stage of the disease, adjuvant polychemotherapy was also administered, and the pa-
tient’s condition improved significantly. Conclusions. MALT lymphoma is a rare condition that requires close attention and a 
high index of suspicion, even in unusual cases like the one presented. Endoscopic examination performed by an experienced 
specialist, accompanied by proper biopsy and a multidisciplinary team approach increases the survival rate of patients. 
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K e y  m e s s a g e s

What is not yet known on the issue addressed in the submit-
ted manuscript
MALT lymphoma is classified as an indolent type of non-Hodgkin 
lymphoma that typically progresses in a benign fashion. In routine 
medical practice, clinical suspicion for gastric MALT lymphoma 
is often low, as patients typically present with a variety of vague, 
nonspecific symptoms.
The research hypothesis
Early recognition is essential for achieving high survival rates and 
ensuring appropriate patient counselling. 
The novelty added by the manuscript to the already published 
scientific literature
The following article presents a case of severe, infiltrative gastric 
MALT lymphoma initially complicated by upper gastrointestinal 
bleeding, resistant to Helicobacter Pylori eradication. The diagnos-
tic workup took over 5 years and required a multidisciplinary ap-
proach, ultimately managed by total gastric resection and followed 
by adjuvant chemotherapy. 
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Introduction
Marginal zone lymphomas (MZLs) are a group of 

slow-growing B-cell tumours, the second most common 
non-Hodgkin lymphomas (NHL lymphomas). There are 
three types of marginal zone lymphomas: the extranodal 
MZL (EMZL) of mucosa-associated lymphoid tissue (MALT 
or gastric GALT), the splenic MZL, and the nodal MZL [1]. 
The gastrointestinal tract is the most affected site, with the 
involvement of the stomach in 2/3 of cases [2].

MALT lymphoma, or extranodal marginal zone lympho-
ma of mucosa-associated lymphoid tissue, accounts for 
50% of gastric lymphomas and represents the most com-
mon type of extranodal non-Hodgkin lymphoma. It can de-
velop anywhere in the gastrointestinal tract, but most cases 
start in the stomach. Frequent non-gastric sites include or-
bit, lungs, and skin [3].

Tumour development is strongly associated with Hel-
icobacter pylori (H. pylori) Cytotoxin-associated gene A 
strain-positive infection, according to a specific strain-host-
organ process, with generally benign evolution. Eradication 
of H. pylori infection ensures complete remission of the gas-
tric tumour in 75% of cases. Other recognised risk factors 
are hepatitis B virus (HVB), human immunodeficiency virus 
(HIV), and Epstein-Barr virus (EBV) infections [3-5].

In daily medical practice, clinical suspicion of gastric 
MALT lymphoma is practically absent, with patients pre-
senting a wide range of vague, unspecific symptoms from 
dyspepsia to the presence of alarm signs. The appearance 
on white light endoscopy picture is not specific, with mu-
cosal changes imitating different clinical entities, such as 
gastritis, peptic ulcer, polyps, early or advanced gastric can-
cer and subepithelial lesions, so this diagnosis is often over-
looked [6]. 

In the following report, a unique case is presented of an 
advanced MALT lymphoma patient, unresponsive to H. py-
lori eradication treatment, with HBV hepatitis and an atypi-
cal onset of upper digestive bleeding.

Clinical case presentation
A 52-year-old woman presented in March 2023 to In-

stitute of Oncology in Chisinau with repeated episodes of 
melena over the last month, progressive asthenic syndrome, 
and insignificant weight loss over the last half a year.

She has suffered from gastrointestinal tract disease since 
2018, being admitted that year to the emergency room with 
syncope and severe anaemia. At that time, the patient was 
diagnosed with gastric ulcer Forrest IIb. of H. pylori origin. 
The biopsy of the lesion did not reveal the presence of tu-
mour cells. For differential diagnosis and to exclude gastric 
neoplasia with submucosal extension, an abdominal com-
puted tomography (CT) scan was performed, revealing an 
unexplained gastric and retro-pancreatic lymphadenopa-
thy. The complicated peptic ulcer was treated conservative-
ly, and the H. pylori infection was subsequently eradicated 
with bismuth subsalicylate quadruple therapy. From 2019 
to 2022, due to persistent epigastric discomfort and lym-
phadenopathy, the patient underwent multiple upper en-

doscopies with histological examination of gastric biopsies 
and abdominal CT, but without the identifying a specific pa-
thology.

The anamnesis revealed a history of untreated hyper-
tension and HBeAg-negative chronic HBV infection. There 
was no history of smoking or alcohol consumption, and the 
patient denied a family history of upper gastrointestinal 
bleeding, oesophageal, or gastric cancer.

On physical examination, the patient was hemodynam-
ically stable with blood pressure of 120/70 mmHg, heart 
rate of 70 bpm, and an oxygen saturation of 96% on room 
air. No stigmata of chronic liver disease were observed. The 
abdomen was soft, tender to palpation in the epigastrium, 
and supple, with normal bowel sounds. Rectal examination 
showed no evidence of melena on examination. Laborato-
ry investigations revealed no significant changes; general 
blood analysis, biochemical examination, and tumour mark-
ers were within reference values. 

Upper gastrointestinal endoscopy revealed an area of 
hard submucous infiltration with deep ulcerative destruc-
tion, about 20 mm in size, covered with yellowish fibrin, ad-
jacent foveolar hyperplasia with a relatively regular pattern, 
erythema and petechiae, localized in the proximal area of 
the gastric body, on the lesser curvature and anterior wall. 
On palpation, the area of infiltration was excessively hard. 
Multiple biopsy specimens were taken from the lesion and 
the stomach. Histologic examination revealed a severely 
expressed lymphocytic inflammatory infiltrate. The Rapid 
Urease Test was negative. Endoscopic images of the gastric 
mucosa can be visualized in Figure 1. 

Non-Hodgkin’s lymphoma or proximal gastric can-
cer was suspected. An abdominal computed tomography 
with contrast, performed 1 month previously, was used 
to stage the tumor, which showed perigastric, peripancre-
atic, and intestinal lymphadenopathy up to 1.9 cm in size.  
For confirmation of the diagnosis, the patient underwent 
median laparotomy with total gastrectomy and Roux-en-Y 
loop reconstruction following the double-tract method and 
lymph node dissection. During surgery, a firm, infiltrative tu-
mor of about 8x10 cm was determined. Along the common 
hepatic artery - lymphadenopathy up to 3.5 cm. Histopatho-
logical examination of the resection specimen revealed an 
extranodal marginal zone lymphoma of mucosa-associated 
lymphoid tissue with primary involvement of the stomach 
characterized by proliferation of small lymphoid cells of 
B-cell morphology. Further immunophenotyping tests were 
performed with the following results: tumor cells diffuse-
ly positive for CD45(+), CD20(+), BCL2(+) and negative for 
BLC6(-), CD5(-), CD23(-), Cyclin D1(-), with transmural in-
volvement of the gastric wall. Ten lymph nodes along the 
lesser curvature were investigated. In only one nodule tu-
mor infiltration of lymphoid tissue was found. A diagnosis 
of MALT lymphoma, Ann-Arbor stage IVA, with involvement 
of the stomach, perigastric, peripancreatic, and intestinal 
lymph nodes was established.

The postoperative course was uncomplicated, the pa-
tient was discharged 11 days after gastrectomy. Because 
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of the risk of lymphomatous lesions at other mucosal sites 
and the advanced stage of the disease, adjuvant polychemo-
therapy (PChT) was administered, consisting of 8 courses 
of PChT: one COP session (cyclophosphamide, vincristine, 
prednisone) visit, two R-COP sessions (rituximab, cyclo-
phosphamide, vincristine, prednisone) and five R-CHOP 
sessions (rituximab, doxorubicin hydrochloride, cyclophos-
phamide, vincristine, prednisone).

The patient continues to be monitored clinically and 
by imaging. 18F-Fluorodeoxyglucose Positron Emission 
Tomography-computed Tomography (FDG PET-CT) was 
performed 2 months (January 2024) after completion of 
induction chemotherapy. According to the classification of 
the glucose metabolism, it showed a reduced tracer uptake 
at the right axillary, lateral aortic and left mesenteric lymph 
nodes, corresponding to a Deauville score 2, considered a 
complete metabolic response (Figure 2).

Discussion
A clinical case was presented of advanced-stage MALT 

lymphoma with an unusual onset of upper gastrointestinal 
bleeding. The comprehensive diagnostic workup spanned 
over 5 years, entailing the collaborative efforts of gastroen-
terologists, oncologists, radiologists, and hematologists.

The median age of onset of MALT lymphoma is 57 years, 
similar to the patient presented, with a male/female ratio of 
1.27:1. The clinical presentation is diverse and often asymp-
tomatic, with the presence of warning signs, such as weight 
loss, hemorrhage, fever in only 42.1% of cases. Only a few 
cases of MALT lymphoma are characterized by the presence 
of peptic ulcer, with dyspepsia and pain syndrome. Disease 
onset with HDS as in this patient is not a usual manifesta-
tion and has been reported in only 15.6% of cases in some 
retrospective studies [7, 8]. It is the clinician’s responsibility 
to consider gastric lymphoma as the potential cause of such 
symptoms, particularly in patients with persistent chronic ul-
cers and recurrent bleeding despite targeted treatment. The 
patient’s case serves as an instructive example in this regard. 

Endoscopic features in patients with gastric MALT lym-
phoma are varied, categorized as ulcerative (34- 69%), 
polypoid (26- 35%), diffuse infiltrative (15- 40%) and other 
types. The use of narrow-band imaging (NBI) during endos-
copy may be helpful. Another endoscopic characteristic of 
MALT lymphoma is the presence of abnormally large capil-
laries “tree trunk-like, with long empty branches”. With the 
advent of endoscopic microscopy, the presence of intraglan-
dular aggregation of cellular components and small-sized 
nuclei in gastric lymphoma and, the presence of lymphoe-
pithelial lesions were detected, but additional studies are 
needed [9, 10]. On upper gastrointestinal endoscopy per-
formed on this patient, foveolar hyperplasia with a regular 
vascular pattern was determined. 

However, the primary method for diagnosing the dis-
ease is histologic examination. It is important to mention 
the need to perform multiple biopsies, at least 10 biopsies 
in and outside the lesion to increase the chances of detec-
tion and to exclude the association of other precancerous 
conditions [11].

Given the association of MALT lymphoma with H. pylori 
infection, the ideal treatment option in patients with gas-
tric lymphoma of low malignancy is its eradication, which 
results in complete remission in about 78% of cases. MALT 
lymphoma is currently the only cancer that can be treated 
with antibiotics. Resistance to treatment is associated with 
advanced stage III/IV disease, absence of infection, proxi-
mal localization of the tumour in the stomach, and the pres-
ence of infiltrative endoscopic type [3, 9, 12].

In this patient, treatment for H. pylori infection was per-
formed incidentally in the context of managing the first ep-
isode of upper gastrointestinal bleeding, which was consid-
ered to be due to a complicated gastric ulcer. Eradication of 
the infection was confirmed with a negative H. pylori antigen 
test in the stool sample. However antibacterial treatment did 
not demonstrate efficacy in tumor regression, reflecting the 
uniqueness of the case. It can only be speculated that the lack 

Fig. 1 Endoscopic examination of the gastric mucosa
a. Ulcerative lesion; adjacent mucosal infiltrate; foveolar hyperplasia. 
b. Erythema and petechiae adjacent to the ulcerative lesion.
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of results was motivated by the advanced stage of the disease 
as early as 2018, tumour localization in the proximal 1/3 of 
the gastric body and infiltrative endoscopic form. 

The second-line treatment for gastric MALT lymphoma, 
following the failure of eradication treatment and in cases 
of complications such as upper gastrointestinal bleeding, is 
total resection of the stomach. In some limited cases, radi-
otherapy may be recommended, while chemotherapy may 
be used for patients with extensive and aggressive forms of 
the condition. The chemotherapy protocol used in this pa-
tient, namely R-CHOP and R-COP, is considered effective and 
well-tolerated in clinical trials as well [12, 13]. 

FDG PET-CT is recommended for monitoring treatment 
efficacy in aggressive MALT lymphoma. The Deauville scale 
is a simple scoring system based on visual interpretation of 
FDG uptake with 2 reference points: mediastinum and liv-
er. A Deauville score of 2, as in the patient in question, is 
considered to be a mild uptake associated with a complete 
metabolic response. This denotes the absence of a malig-
nant process in the lymph nodes analysed and a low risk of 
recurrence. However, the prognostic value of FDG PET-CT is 
uncertain and requires further research [14].

Extranodal marginal zone lymphoma of mucosa-associ-
ated lymphoid tissue are considered exceptionally indolent 
tumours. Most patients can expect their longevity to be unaf-
fected by disease-associated complications. However, MALT 
lymphoma may have a heterogeneous course of progression. 
In a retrospective study with analysis of 593 patients with 
MALT lymphoma, the 5- and 10-year mortality rates were 
2.8% and 4.3%, the identified independent risk factors were 
age over 70 years and advanced stage of disease [15]. 

The prognosis of this patient is positive, given the PET-
CT findings and lack of other risk factors, but careful moni-
toring remains necessary.

Conclusions
Gastric MALT lymphoma is a rare condition that, in the 

early stages of the disease, can be managed solely by anti-
biotic therapy. Defined by a multitude of nonspecific symp-

toms andoften asymptomatic, this pathology can also be 
termed a “big masquerader” that requires maximum vigi-
lance in making the diagnosis. A thorough endoscopic ex-
amination, with an adequate number of biopsies, along with 
the use of NBI technology, carried out by a skilled specialist 
is essential for both detection and subsequent monitoring. 
Although it generally follows a favourable clinical course, it 
requires a multidisciplinary approach and chemotherapeu-
tic treatment in advanced stages.
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