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Abstract

objective
MALT lymphomas are a group of extranodal 

indolent lymphomas that usually present as 
stage IE. To clarify clinical features, treatment 
alternatives and outcomes, we evaluated 
38 patients treated with chemotherapy or 
radiotherapy between 2000 and 2011.

Patients and Methods
MALT lymphoma patients identified 

according to WHO classification and treated at 
KCCC between 2000 and 2011 were included 
in this study. Demographic and clinical data 
are presented as means or medians. Overall 
survival was estimated using the Kaplan-Meier 
method. Survival rates were compared using the 
log-rank test. A p value < 0.05 was considered 
significant.

Results 
The median age of the patients was 49 years 

and the male to female ratio was 2:1. Gastric 
MALT accounted for 63% of all patients and 
the most common presenting symptom was 
abdomen pain and dyspepsia. The common 
extra gastric sites were salivary glands, lung 
and orbit. 90% of the patients presented with 
early stage disease. Two patients had history 
of pre-existing autoimmune disease. Even 
among patients who had failed prior antibiotic 
therapy for Helicobacter pylori, treatment with 
chemotherapy achieved good results with 5 
year survival of 80%. 

Conclusion
 MALT lymphomas are indolent neoplasm’s 

with excellent long term outcome. There is 
no significant difference in survival between 
gastric and extra-gastric MALT lymphoma.
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Introduction
Marginal zone lymphomas form around 

10% of all non-Hodgkin’s lymphomas and are 
classified into splenic marginal zone lymphomas, 
nodal marginal zone lymphomas and Mucosa 
associated lymphoid tissue lymphomas (MALT). 
Among these classifications, MALT lymphomas 
are the most common. MALT lymphomas 
occur in organs like stomach and orbit, which 
lack lymphoid tissue but have accumulated 
B cells in response to chronic inflammation. 

They form the third most common subtype of 
lymphoma after diffuse large B cell lymphoma 
and follicular lymphoma and are most common 
in the stomach. They are usually considered 
as localized type of lymphoma and present as 
stage IE disease. The most common presenting 
symptoms of gastric MALT lymphoma are 
non-specific upper gastrointestinal complaints 
leading to an endoscopy revealing non-specific 
gastritis or peptic ulcer with mass lesions being 
unusual (1). In addition to routine histology 
and immunohistochemistry, FISH analysis 
for detection of t(11;18) may be useful for 
identifying patients that are unlikely to respond 
to antibiotic therapy (2). Eradication of H. pylori 
with antibiotics should be employed as the sole 
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initial treatment of localized H. pylori-positive 
gastric MALT lymphoma. Various Consensus 
guidelines are available regarding anti H. Pylori 
treatment (3). Patients with H. Pylori negative 
MALT, antibiotic resistant gastric MALT 
lymphomas and extragastric MALT lymphomas 
are usually treated using other modalities like 
surgery, chemotherapy and radiotherapy.

Patients and Methods
This is a retrospective analysis of patients 

with MALT lymphoma treated with either 
chemotherapy or radiotherapy between 2000 and 
2011 at KCCC- a tertiary cancer centre situated 
in the Middle East (Kuwait). Patients who had 
only H. pylori therapy were not included in the 
study. All patients were identified based on WHO 
classification (4). All patients were seronegative 
for HIV. Gastrointestinal patients were staged 
according to the Lugano staging system for GI 
NHL (5). Diagnostic workup included patient 
history, performance status according to 
ECOG scale, physical examination, complete 
blood counts, blood biochemistry, CT scan of 
chest/abdomen and pelvis and bone marrow 
studies. We defined low haemoglobin as less 
than 120 g/L, low albumin as less than 35g/L 
and high LDH as more than 245 U/L. Patients 
were considered positive for H. pylori if either 
serology or histology was positive.

CR was defined as complete disappearance of 
all physical and radiological evidence of disease. 
Additionally, upper GI endoscopy should 
become normal for gastric lymphomas. Overall 
survival (OS) was measured from the date of 
diagnosis until date of death from any cause 
or date of final follow-up in survivors. Event 
free survival (EFS) was calculated from date of 
diagnosis to date of treatment failure, relapse 
or death. Primary endpoints for analysis were 
OS and EFS. Survival curves were analysed by 
Kaplan Meir and log rank test. Prognostic value 
of different variables for OS was estimated by 
multivariate analysis using the Cox regression 
model.

Results
Patient characteristics are detailed in Table 1. 

There were 25 males and 13 females in the study. 

Gastric malt accorded for 63% of the total cases. 
Lung, orbit and salivary glands were the other 
sites commonly involved (Figure1). The most 
common cause for investigations was abdomen 
pain and dyspepsia. Gastrointestinal bleeding 
was seen in 9 patients.  3 out of the 38 patients 
had B symptoms at presentation.

Most of the patients (74%) have chemotherapy 
as the primary modality of therapy. 3 patients 
have only surgery, while 7 patients (29%) have 
radiotherapy as the initial modality of treatment. 
11 patients have failed triple therapy for H. 
pylori infection before receiving chemotherapy. 
The median time to initiation of chemotherapy 
after triple therapy was 8 months. (range 2-21 
months). R- CVP was the most commonly used 
chemotherapy regimen.

Table 1: Baseline characteristics of the 38 patients with 
MALT lymphoma
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significant difference in survival between gastric 
and extragastric MALT lymphoma (Figure 3) 
with the log rank test being non significant 
(p=0.887).

Discussion
MALT lymphomas (Mucosa associated 

lymphoid tissue) constitutes a group of low 
grade extra nodal B cell neoplasms that were 
first described by Isaacson and Wright in 
1983 (6). They form part of the marginal zone 
B cell lymphomas (MZL) according to the 
WHO classification. Nodal MZL behaves like 
other indolent lymphomas in being widely 
disseminated at presentation and often being 
incurable. MALT lymphomas on the other hand 
often present as stage IE disease. They are the 
most common primary extra-nodal lymphomas. 
Histologically the tumour is composed of small 
to medium sized lymphocytes and often shows 
lymphoepithelial lesions. The tumour cells 
express pan B antigens but lack CD5, CD10 
and CD23. The translocation t(11:18) has been 
associated with MALT lymphomas. This is 
more common with Helicobacter pylori negative 
lymphomas and may predict poor response to 
antibiotic treatment (2).

Gastric MALT often present as localized 
extranodal disease. They are often associated 
with Helicobacter pylori (H. Pylori) infection 
(7). Dyspepsia and epigastric discomfort are the 

figure 1: Site of Involvement

figure 2: Progression free Survival for all patients 
with MALT lymphoma

figure 3: overall survival according to gastric or non 
gastric sites

9 out of the 38 (24%) patients died in a median 
follow-up of 56 months (range5 to 142 months). 
7 of these patients died of lymphoma or during 
treatment while 2 patients died of other causes. 
The mean survival period was 108 months for 
the entire group with a 5 year overall survival 
of 80%. High LDH at presentation, low albumin 
at presentation and ECOG PS>2 were found to 
be predictors of survival on multivariate analysis 
with a p value of <0.05. Figure 2 shows the 
estimates of EFS for the entire group. We could 
not find any predictors for relapse. There was no 
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most common presenting symptoms and GI 
bleeding or perforation are rare. B symptoms 
and bone marrow involvement at presentation 
are also rare. In our series they constituted less 
than 10% of the total patients. The disease is 
diagnosed by upper gastrointestinal endoscopy 
in the majority of the patients. Treatment data of 
MALT lymphomas remain limited in literature 
and large prospective randomized clinical 
trials are rare. Eradication of H. pylori is now 
the standard first line therapy for localized low 
grade gastric MALT lymphomas (8, 9).  Patients 
who do not achieve response after repeated 
antibiotic therapy, those with H. pylori negative 
disease, patients with disseminated MALT 
and those with high grade MALT lymphomas 
should be treated with alternative modalities like 
chemotherapy, radiotherapy or surgery. Surgery 
as first line treatment for gastric MALT has been 
replaced by attempts of organ preservation (10). 
Therapy with Rituximab has been shown to be 
useful in patients with gastric MALT lymphoma 
resistant to antibiotic therapy (11). There are no 
clear guidelines for the treatment of relapsed or 
H. pylori negative disease. Chemotherapy and 
radiotherapy are often used with surgery reserved 
for patients with refractory symptomatic disease.

There were 24 patients with gastric MALT 
lymphoma in our series. 11 patients have 
chemotherapy after failure of H. pylori treatment. 
The remainder had H. pylori negative disease, H. 
pylori status unknown, or stage 4 or high grade 
disease. The majority of patients (22/24) were 
treated with chemotherapy. One patient had 
surgery for GI bleed and one patient received 
radiotherapy as the initial treatment. The mean 
survival of gastric MALT lymphoma patients in 
our study was 107 months.

The role of infectious agents in the 
development of extragastric MALT lymphomas 
is being increasingly understood. These 
include organisms like Borrelia burgdorferi, 
campylobacter jejuni and hepatitis C virus 
(12,13,14). Patients usually present with indolent 
localised disease of salivary glands, ocular 
adnexa, lung or skin. 45% of patients in our 
series had extragastric disease. Survival data 

is usually not different from those with gastric 
MALT lymphomas. The log rank test could 
not detect any difference in survival between 
gastric and extragastric MALT lymphomas in 
our series. Treatment of extragastric MALT will 
vary with site. Most of the ocular and salivary 
gland lymphoma patients in our series were 
treated with either radiotherapy or surgery, while 
the lung MALT lymphomas received rituximab 
containing chemotherapy after biopsy. Because 
of the relative rarity of these disease sites, there 
are no large clinical trials to guide treatment.

Conclusion
MALT lymphomas are indolent neoplasms 

with excellent long term outcome. The 5 year 
overall survival of the entire group was 80%. 
There was no significant difference in survival 
between gastric and extra-gastric MALT 
lymphoma.
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