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Y
Fatin M. Al-Sayes, MSc, MRCPath

From
Assistant Professor/Consultant Haematologist
Department of Haematology King Abdulaziz
University Hospital Jeddah, Saudi Arabia

ABSTRACT

Objectives :

The aim of this study is to deter-
mine the clinicopathologic features
of primary gastrointestinal non-
Hodgkin's lymphoma (Gl NHL) at
King Abdulaziz University Hospital-
Jeddah, and to compare our results
to those reported in the literatures.

Patients and Methods :

Twenty three adult patients with
primary GI NHL diagnosed over 5-
years period (2000-2005) were retro-

spectively studied clinically and histo--

pathologically. They were classified
using the REAL/WHO histopathologic
classification.

Resuilts :
Of the 23 patients with primary Gl

281

NHL, 14 (60.9%) were Saudi, with
male to female ratio of 1.3:1. The
mean age of the male patients was
61. 3 years ranging from (42-83)
years with a SD + 13.09 while for fe-
males was 64 years, age range (50-
75) with a SD+ 9.14 .Abdominal pain
was the most common presenting
symptoms (78.3%) and the most
common primary site was the stom-
ach (73.9%) followed by the small
bowel (13 %). The most frequent his-
tologic subtype was the diffuse large-
B cell lymphoma accounting for
(60.9%) of all cases, followed by mar-
ginal-zone cell lymphoma (MALT
type) which was Helicobacter pylori
associated in (39.1%). A large propor-
tion of patients with primary GI NHL
had early disease (Stage IE: 20%,
Stage |IE 58.6%). In regards to treat-
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ment 15 patients (65.2%) had chemo-
therapy, while only 2 patients (8.7%)
were treated by Helicobacter pylori
eradication. The overall 5 years survi-
val was (47.8%).

Conclusion :

The data demonstrated that pri-
mary Gl NHL is more common
among males, mainly in their sixth
decade. Abdominal pain is the most
common diagnostic symptoms, with
stomach being the most common in-
volved site. Diffuse large-B cell lym-
phoma is the most frequent histologic
subtype, followed by extra-nodal mar-
ginal zone B-cell lymphoma (MALT
type), Helicobacter associated. The
majority of the cases have early dis-
ease (Stage IE and IIE) and mostly
treated by combination chemothera-

py.

Keyword : PRrimary GI NHL, Epi-
demiology, Histopathology.

INTRODUCTION
The gastrointestinal (GlI) tract is
the predominant site of extranodal
non-Hodgkin's lymphoma (NHL) (). 1t
is accounted for about 1/3 of all pri-
mary extranodal NHL (2), but only 1
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to 4 % of malignancies arising in the
GI 3).

The rarity of primary Gl NHL (0.8
to 1.2 cases per 100,000 persons per
year) lends itself to mainly retrospec-
tive studies reporting only small pa-
tient numbers or to studies that have
been conducted over periods of up to
two decades or more (2. Despite
their rarity, primary NHL of the GI
tract are important, since their epi-
demiologic features, staging, histolog-
ic classification and management are
distinct from that of primary extrano-
dal lymphoma (4). Primary GI NHL
can be operationally defined as lym-
phoma in which the main bulk of the
disease is confined to the Gl tract, ne-
directed to-
wards that site (). The mucosa-

cessitating treatment

associated lymphoid tissue (MALT)
published by Isaacson et al (8), revo-
lutionized our concept of the patho-
genesis of primary Gl NHL and sug-
gested that node-based
classification system may not be fully

lymph

applicable. MALT lymphoma tend to
occur in order of frequency in the
stomach, small bowel, ileocecal area,
colon and the esophagus (7).
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Epidemiologic studies support a
strong association between MALT
type NHL and Chronic Helicobacter
pylori infection (8). The most dramatic
evidence supporting a pathogenetic
role for H. pylori in MALT type NHL is
remission of the tumor following erad-
ication of H. pylori with antibiotic ther-
apy ).

The aim of the current study is to
analyse the clinicopathologic features
of primary Gl NHL at King Abdulaziz
University Hospital (KAUH), Jeddah.
Our results will be compared to those
reported in the literatures.

MATERIALS AND METHODS

Patient population :

A total of 23 cases of adult pa-
tients with primary Gl NHL diagnosed
at KAUH during (2000-2005) were
studied retrospectively.  Medical
records of all patients were reviewed,
clinical and pathological informations
were recorded in a structured ques-
tionnaire form. Primary Gl NHL were
defined according to Lewin et al ().
The laboratory and radiological work-
up included complete blood count,
creatinine, liver enzymes, lactate de-
hydrogenase normal range (200-450

IU/L), uric acid, chest X-ray, comput-
ed tomography of chest and abdo-
men, bone marrow biopsy and endo-
scopic evaluation with multiple
biopsies of the upper and lower Gl
tract.

Histology and Immunohistochem-
istry :

Tissue sections were obtained
from formalin-fixed paraffin blocks
and stained with hematoxylin and eo-
sin. Special stain such as Periodic
Acid-Schiff (PAS) and reticulin stain
were used in selected cases whenev-
er indicated. Each biopsy was investi-
gated immunohistochemically by
staining for Leucocyte Common Anti-
gen (LCA), CD20, CD79, CD3 and
CD45. Additionally, Helicobacter pylo-
ri was demonstrated using either fast
cresyl violet or Giemsa stain.

Clinical Staging and Histopatho-
logic Classification :

Patients were staged according to
the Ann Arbor Classification in its
modification by Musshoff (10), Histo-
pathologic classification was done us-
ing the current REAL/WHO classifica-
tion (11),
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Statistical analysis was done using
SPSS version 10.

RESULTS

From 2000 through 2005, 23 pa-
tients with primary GI NHL were ac-
crued to the study, 14 (60.9%) were
Saudi and 9 (39.1%) were non-Saudi.
Thirteen patients were males (56.5%)
while 10 were females (43.5%). The
male to female ratio was 1.3:1. The
mean age for males was 61.3 years
ranging from (42-83) years with a SD
+ 13.09 and for females was 64
years, age range (50-75) with a SD +
9.14.

Abdominal pain was the most
common diagnostic symptom
(78.3%), followed by abdominal mass
(21.7%). The most common primary
site was the stomach (73.9%), fol-
lowed by the small bowel (13%). The
third largest group was lymphoma
originating in the colon (8.7%) fol-
lowed by those of the mesentery
(4.4%).

Characteristic features of patients
with primary Gl NHL are summarized
in (Table 1.)

B symptoms occurred in (60.9%)
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of the cases. Median time from onset
of symptoms to diagnosis was 180
days. Lactate dehydrogenase level,
which is an important prognostic fac-
tor at least in high grade NHL, was el-
evated in approximately (17.4%) of all
patients. Normocytic normochromic
anemia was seen in (56.5%). Other
laboratory tests including white blood
cell, platelets count, uric acid level,
creatinine and liver enzymes were
normal; majority of these patients had
also positive B symptoms (72.7%).
The most frequent histologic subtype
was the diffuse large B-cell lympho-
ma accounting for (60.9%) of all cas-
es, followed by MALT type lymphoma
(39.1%) which corresponds to the
marginal-zone cell lymphoma in the
REAL/WHO classification.

All marginal-zone cell lymphoma
(MALT type) were of gastric origin. In
2 (8.7%) cases of the diffuse large-B
cell lymphoma, a simultaneous low
grade MALT type component count is
demonstrated.  Helicobacter pylori
bacilli (H. pylori) could be identified
on histologic sections in all the 9 cas-
es (39.1%); the serologic test for H.
pylori was available only for 5 cases
which was positive. Gl endoscopy
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revealed that mass or filling defect
was seen in 80% of cases, followed
by ulcerated lesions and diffuse thick-
ening of the mucosa in (15%), (5%)
respectively. According to a modified
staging classification, a larger propor-
tion of patients with G| lymphoma had
early disease (Stage |E: 20%, Stage
IIE 58.6%) while stage llIE and IVE
accounted for 4%, 17.4% respec-
tively.

In regards to treatment, 5 (21.7%)
had gastrectomy followed by chemo-

therapy, 1 (4.3%) received multimod-
ality treatment in the form of gastrec-
tomy and chemotherapy followed by
radiotherapy. Fifteen patients (65.2%)
had chemotherapy only and the
remaining patients two (8.7%) were
treated with Helicobacter pylori eradi-
cation. The mean follow-up for all
cases was 42.2 months. The overall 5
years survival was (47.8%), outcome
in patients with primary Gl NHL in
relation to histology is shown in
Table 2.

MANSOURA MEDICAL JOURNAL
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Table 1. Characteristic {2atures of patients with primary GI NHL.

Characteristic No. %

Age:
250 19 .82.6
<50 4 17.4
Sex:
Males 13 56.5
Females 10 43.5
Race:
Saudi 14 60.9
Non-Saudi 9 39:1
+ve Lymphadenopathy 5 21.7
-ve Lymphadenopathy 18 78.3
+ve Abdominal pain 18 78.3
-ve Abdominal pain 5 2L
+ve B symptoms (fever, 14 60.9

night sweat, weight loss)
-ve B symptoms 9 391
+ve Bone marrow i 4.3
involvement 22 85.7
-ve Bone marrow
involvement

Table 2. Outcome of primary GI NHL in relation to different histology.

Mf;gr"‘;i'of;’:e Diffuse Large B-cell
(MALT type) Lymphoma

No. of % No. of %

patients patients
Cured 6 26 5 21.7
Remission 2 8.7 2 8.7
Relapse 1 4.3 2 8.7
Died = = 2 8.7
Lost to follow-up = - 3 13
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DISCUSSION

NHL constituted a group of disor-
ders originating from the malignant
transformation of lymphocytes and in-
volving either the lymph nodes or ex-
tranodal sites. Extranodal lymphomas
may comprise 24%-48% of NHL cas-
es and that appears to be an increas-
ing incidence of these lymphoma dur-
ing the past decades (12). Primary Gl
NHL is a heterogenous disease with
regards to patient's characteristics,
stage, histologic subtypes, and treat-
ment results (13). King Abdulaziz Uni-
versity Hospital in Jeddah is consid-
ered as a referral center in the
Western part of Saudi Arabia with ad-
mission facilities for non-Saudi pa-
tients. The results from the current
study indicate that percentage of non-
Saudi patients was (43.5%). Males
were more than females with male to
female ratio of 1.3:1. This figure is
lower than what has been reported
from Jordan (14) and the West (2), but
is close to the ratio reported from
Thailand (15) and China (16),

The peak age of our patients was
in the sixth decade, which is older
than the age group of a previous
study from the Kingdom of Saudi Ara-
bia (17). The GI NHL diagnosis is
rarely suspected because of the non-

specific presenting symptoms and
signs (18). Abdominal pain tends to
be the predominant symptom, occur-
ring in up to 93% of patients (19). In
our patients with GI NHL abdominal
pain was the most common diagnos-
tic symptoms at presentation, fol-
lowed by abdominal mass in (78.3%)
and (21.7%) respectively. The high
incidence of gastrointestinal bleeding
seen in Gl NHL was not a manifesting

complaints in our patients popula-
tion(16) .

Primary gastric lymphoma ac-
counts for 3% of gastric neoplasms
and 10% of lymphomas. The stomach
is the most common extranodal site
of lymphoma and is also the most
common site of GI NHL (19). Gastric
lymphoma can arise from mucosal ar-
eas, the so called Marginal zone lym-
phoma of MALT type. Diffuse large B-
cell lymphoma may also arise within
the stomach as a primary lesion (pre-
viously called "high grade” MALT lym-
phoma (29). In our patients sites of in-
volvement were the stomach (73.9%),
small bowel (13%), colon (8.7%) fol-
lowed by those in the mesentery in
(4.4%). These results were similar to
a previous results from KSA (17),
Bahrain (21), United Arab Emirates
(22), Jordan (14), Thailand (15), China

MANSOURA MEDICAL JOURNAL
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(16), Japan (23) and the West (2
The situation is likely to be quite dif-
ferent in Mediterranean countries with
the problem of immunoproliferative
small intestinal disease is common
(24). The duration of symptoms is of-
ten long (19), in our series, median
time from onset of symptoms to diag-
nosis was 180 days. This delay in
presentation is because the diagnosis
is rarely suspected, due to the non-
specific symptoms of GI NHL. Diffuse
large B-cell lymphoma is the com-
monest histologic subtype of GI NHL
in most of the series (14-17.19.25)_ 1t
involves MALT sites. It is character-
ized by the presence of blast cell in
excess of 20% or more. These pa-
tients tend to have more systemic
symptoms and advanced stage at di-
agnosis. In the current study (60.9%)
of patients with diffuse large B-cell
lymphoma, interestingly B-symptoms
occurred in (60.9%) of the cases,
(56.5%) of them were among the dif-
fuse large B-cell lymphoma. Extrano-
dal marginal zone B-cell lymphoma
(MALT type) has linked to clonal ex-
pansion of B cells that accompanies
chronic gastritis in the presence of
Helicobacter pylori infection. It ac-
counts for about 40-50% of GI NHL
(25). In our study, Marginal zone B-
cell lymphoma (MALT type) was

Vol. 37, No. 1 &2 Jan., & April, 2006

(39.1%) of all cases, all of them were
Helicobacter pylori positive on the his-
tologic section. These findings are
similar to a previous studies
(14,21,26)_ Al the GI NHL in this study
were of B-cell origin, one explanation
for the high frequency of B-cell lym-
phoma might be the fact that B-cell
undergo clonal expansion during pro-
liferation in the microenvironment of
the germinal center. It appears that B-
cell lymphoma often need stimulation
that involves the antigen receptor or
other receptors on the surface of the
lymphoma cells. It could be that the
stimulus is the same in the different
sites of origin of B-cell lymphoma
(27), Upper and lower gastrointestinal
endoscopy is very useful in the diag-
nosis of GI NHL. Our cases showed
masses or filling defects in 80% of the
cases followed by ulcerated lesions
(15%) and diffuse thickening of the
mucosa (5%). At presentation
(78.6%) of our patients had stage IE
and IIE. Two authors reported 87%
(28,19) and 89% which is comparable
to our data.

Treatment strategies in Gl NHL
are debatable, particularly in gastric
lymphoma. Surgery, radiotherapy and
chemotherapy have been used alone
or in various combinations (25). The
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association of Marginal zone B-cell
lymphoma (MALT type) with H. pylori
has been dramatically demonstrated
by regression of gastric MALT lym-
phoma following treatment aimed at
eradicating H. pylori (8). Complete
histologic regression has been dem-
onstrated in 50 to 80% of carefully se-
lected patients. For instance in pa-
tients with localized stage (IE)
mucosal disease are candidates for
anti-H. pylori therapy. It is estimated
that less than 10% of patients with
gastric lymphoma are in this catego-
ry, as the majority have aggressive
histology (ie, diffuse large B-cell lym-
phoma), extensive mural involve-
ment, or advanced stage (Stage IIE
to 1V))29). In the current study (8.7%)
only were treated by Helicobacter py-
lori eradication, the two patients were
early stage (IE), remission was
achieved and they are still under ob-
servation. Combination chemothera-
py is usually reserved for patients fail-
ing or recurring after other less
aggressive therapies, those with ad-
vanced stage disease (i.e. Stages
IIE-V1) and those with diffuse large B-
cell lymphoma (17). The original con-
cern that chemotherapy in a patient
with involvement of the stomach
might lead to gastric perforation and/

or bleeding has not been confirmed in
a number of comparative studies
(30.31), In this series (21.7%) had
gastrectomy before chemotherapy,
and (4.3%) received radiotherapy in
addition to surgery and chemothera-
py. Majority of our patients (65.2%)
were treated by chemotherapy (An-
thracyclin containing regimen). Since
our study is retrospective, and the
numbers of patients are small, con-
clusion about treatment efficacy
should be made with caution.

In Conclusion :

The current study showed that
primary Gl “HL is commoner among
males than females, the peak age is
in the sixth decade. Abdominal pain is
the most common presenting symp-
tomg with not surprising delay in diag-
nosis, because of the very non-
specific complaints. Gastric NHL ac-
counted for the majority. Diffuse large
B-cell lymphoma represents the most
common histologic subtype while the
extra-nodal marginal zone B-cell lym-
phoma (MALT type), Helicobacter py-
lori associated is the next. At presen-
tation 78.6% of the cases had early
stages. Anthracyclin containing regi-
men is the frequently used treatment
modality.

MANSOURA MEDICAL JOURNAL
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Future Study :

The data presented here is an ap-
proximate assessment of the epidem-
iological features of primary GI NHL.
Further studies together with national
cancer registry data will probably
make attempts to identify epidemiolo-
gy and risk factors for primary GI NHL
which is needed to make definite pre-
ventive and therapeutic measures.
Moreover, it will be interesting to de-
fine the molecular background of this
group of malignancy among our pa-
tients.
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