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A study was done on 18 cases of lymphoma of the small intestine for comparative
purpose whether it is related to mediterranean abdominal lymphoma or celiac disease.
The spectrum includes age and sex of the patients, clinical manifestations, gross appearance,
and histopathology of tumors. The peak incidence on age was in the third to the fifth
decades with 5 : 1 male prodominance. The major clinical presentation was abdominal
pain and mass. The lesion confined to the ileam in 50% of the cases. Seven out of 18
patients had gross ulcerative lesions. Thirteen cases were histologically diffuse histocytic
cell type with involvement of lymph nodes in eight. The study revealed no lesion that
was related to mediterranean abdominal lymphome or celiac disease.
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Majority of malignant lymphomas of the
small bowel is recently subdivided into 3 groups.
One arises denovo and another exists on the basis
of diffuse and dense plasma cell infiltration of
the affected organs. Those seem to be mainly
histiocytic lymphoma in Rappaport classification,
and mediterranean type lymphoma respectively.(l)
The last one originates on the basis of long standing
celiac disease.”’) Small intestinal lymphoma without
underlying disease is common in the ileum and
corresponds with Western-type lymphoma.(l) It

mainly presents as a solitary lesion with histiological’

feature of histiocytic lymphoma. Mediterranean
type lymphoma, or recently adopted as immunopro-
liferative small intestinal disease (IPSID), is the
disease entity that manifests with nialabsorption
and abdominal pain in Oreintal Jews and Arabs
originally.(z) The lesion usually is in the proximal
small bowel. The gross morphology is characterized
by multiple or diffuse lesions with or without
mass formation(!»3 Microscopic features disclose
heavy plasma cell infiltration with simultaneous
or subsequent development of lymphoma of the
small bowel or in the mesenteric nodes. We present
18 cases of malignant lymphoma of the small
intestine in order to evaluate as to whether it is
related to each of the three categories.

Materials and methods

Retrospective study of small bowel lymphoma
was performed between 1975 to 1984 from files
of Surgical Pathology, Department of Pathology,
Faculty of Medicine, Chulalongkorn University.
There were 18 cases after exclusion of the lesions
with doubtful location. The data included age,
sex, signs and symptoms, and pathological aspects.
Histological features were based on Rappaport
classification with some modifications. The criteria
for diagnosis depended on original diagnosis and
reviewed by the authors. The materials were mainly
stained with H&E. Special staining for reticulin
fibers, Gridly reticulin stain, was also done.

Results

Of 18 patients, 15 were male; the remaining
patients were female. The age ranged was from
6 to 64 years with ten being between the third
and fifth decades. Six cases were younger than
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30 years and two were in the sixth decades. Ta-
bulation was performed on clinical presentations,
gross lesions, location, histopathology as well as
age and sex. The lesion was in the ileum in a
half of the cases particularly at the.distal portion.
Four lesions confined to the jejunum. Each of
the other two was in the duodenum and duoderio-
jejunal junction. In the remaining three cases, the
location was decumented as small intestine. Major
presentations in the ileal lymphoma were abdominal
pain and mass. The two ileal lesions manifested
as patial gut obstruction. The leading manifestations
in the jejunal lymphoma were abdominal pain as
well as additional mucous diarrhea or intestinal
obstruction. Abdominal pain with mass, palpable
mass, and pain with tenderness were observed in
each patient without precise location in the small
intestine. The duodenal lesion presented with jaun-
dice while the duodeno-jejunal lymphoma manifested
as upper G-I obstruction.

There were 7 cases showing ulcerative lesions
in which 3 of them were overlying nodule or mass
with perforation in one.

Two of the ulcerative type showed underlying
gray-white thickening of the intestinal wall. The
remaining two were described only ulceration with
perforation in one as well. Single or multiple (mu-
cosal or transmural) masses were noted in 4 cases.
There were ill-defined infiltrative gross type in
one and two with circumferential infiltration. In
the remaining four patients, one was biopsied and
other was not documented grossly.

Diffuse histiocytic lymphoma (diffuse large
cell type) was observed in 13 cases. (Fig. 1,2)
and diffuse poorly differentiated lymphocytic lympho-
ma (PDLL) in 4 cases. (Fig. 3) One was mixed
cell type. (Fig. 4) There was lymph node involvement
in 8 of the first histological type. Two showed
no evidence of lymph node involvement, and the
status was not documented in 3 cases. The latter
was observed in a half of cases with- PDLL and
in mixed cell type. Four had sufficient materials
for studying the features of intestinal mucosa
outside the lymphomatous lesion. All exhibited
mixed inflammatory cells infiltration of the mucosa
but it was not characteristic of IPSID or celiac
disease.
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Clinicopathologic Features of 18
Table Cases of Malignant lymphoma of Small Bowel
Sex Age | Presenting Symptoms ; Gross Type and Location | Microscopic Type
1. M 37 | Abdominal pain, Gray white area, terminal | Histiocytic LN+ ve
generalized tenderness 1 day | ileum
2. F 36 | Abdominal pain, Circumferential infiltrative | Histiocyte LN+ ve
and distension, lesion, terminal ileum
vomiting 3 days
3.F 35 | Mass right lower Terminal ileum Histiocyte LN+ ve
abdomen 5 months
4. M 44 | Abdominal pain Ill-defined infiltrative Histiocyte LN + ve
7 days lesion, terminal ileum
5. F 6 | Fever, abdominal Infiltrative lesion, Lymphoblast
mass 3 days ileum (large cell)
6. M 50 | Abdominal mass Ulcerative nodule, Histiocyte
6 months ileum
7. M 50 | Partial small bowel Perforated ulcerative Mixed
obstruction nodule, ileum
8. M 27 | Abdominal mass Ulcerative gray white Lymphoblast
pain 2 days thickening, ileum (large cell)
9. M 48 | Constipation 20 days Ulcerative gray Lymphoblast
- white thickening, (large cell)
terminal ileum
10. M 25 | Abdomimal pain Ulcerative lesion, Histiocyte
diarrhea, 10 jejunum
months
111. M 38 | Abdominal pain Perforative ulcerating Histiocyte LN+ ve
~ | 1 month lesion, jejunum
12. M 30 | Abdominal pain Gray white mass, Histiocyte
partial gut obstruction, jejunum
{ 1 month
13. M 29 | Abdominal pain Biopsy, jejnum with lymphoblast LN + ve
lymph node removal (large cell)
14. M 63 | Weakness, jaundice Multiple Histiocyte LN + ve
irrgular masses, duodenum
15. M 24 | Frequent vomiting Constrictive ring, Histiocyte LN +ve
after meal duodeno-jejunal junction
16. M 15 | Abdominal pain, Fusiform transmural Lymphoblast LN +ve
palpable mass mass, small intestine
6 days
17. M 64 | Mass, right lower Two clauliflower masses, Histiocyte LN + ve
abdomen small intestine
18. M 36 | Abdominal pain Ulcerative mass, Histiocyte
generalized small intestine
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Figure 1 Histiocytic lymphoma, an illustration showing diffuse infiltration with large cells charac-
terized by round or oval nuclei with some indentation and coarse chromatin, arrow H&E X 400.

Figure 2 Abundant reticulin fibres, feature presumbably to be histiocytic lymphoma. H&E x 400
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Figure 3 Poorly differentiated lymphocytic lymphoma, diffuse infiltration with uniform large cell
characterized by round nuclei and nucleoli. The cytoplasmic membrane of some cells are

wrinkle (arrow). H&E X 400

Figure 4 Malignant lymphoma, mixed type disclosing admixture of large cell and small cell, arrow.
H&E x 400
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Discussion

Malignant lymphoma of small intestine
has a significance sex difference with male to
female ratio of 3:1. The frequent age range is
between 40 and 70 years. Principal clinical mani-
festations are abdominal pain, intestinal obstruction,
and intestinal bleeding.”) Abdominal mass is often
noted in children.® Gross lesions include infiltration
with local mucosal ulceration, exophytic growth,
and constriction. The lesion usually confines to
the ileum and jejunum in the descending frequen-
cy.(4) In our series, male to female ratio is 5:1
with frequent age range between 30 to 50 years
which is slightly younger than the usual age in-
cidence. Only 4 out of 18 patients have adequate
materials to study the mucosa covering the lesion
or adjacent to the tumor. The mucosa structures
are in all of them showing no characteristic lesion
of immunoproliferative small intestinal disease.
The common anatomic location and morphology
are as well against IPSID. Mediterranean abdominal
lymphoma or IPSID is a disease entity with high
incidence in Middle East. It usually mainfests as
malabsorption which contrasts to Western type
of lymphoma of small bowel. IPSID is commonly
observed in patients between the 2™ and 3™ de-
cades.D In some series, it is female predominantd.(s)
The disease characteristically involves proximal
small bowel with grossly diffuse infiltrative lesion.
Diffuse mucosal folding with or without tumor
masses formation is also included.® There are
3 kinds of mucosal features in sites which are
not grossly neoplastic according to Nassar et al.
First there is dense and pure plasma cells infiltration
which confines to the lamina propria. It is associated
with or without immunoblastic sarcoma either in
the intestine or the lymph node. In case without
lymphoma there is benign plasma cell infiltration
with presentation of malabsorption and serum alpha
chain is positive. It seems to represent premalignant
lesion in IPSID. Second, there is mixed lympho-
plasmacytic infiltration in mucosa with band of
mature plasma cells close to surface epithelia. The
infiltrate includes immunoblasts and some of them
are atypia resembling Reed-Sternberg cell. The
lesion is suggestive of immunoproliferative disorder.
The majority of cases habour malignant lymphoma
in the small bowel and or mesenteric lymph nodes.
Third, there is dense and diffuse follicular lymphoid
hyperplasia, but as a rule, there is a band of
mature plasma cell infiltration in the subdepithelial
zone. All cases are associated with malignant lym-
phoma of intestine and lymph nodes. There are
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2 types of lymphoma in IPSID. Immunoblastic
sarcoma is associated with pure plasma cell and
mixed lymphoplasmacytic infiltration as previously
mentioned. Diffuse undifferentiated lymphoma
goes along with features of diffuse follicular lym-
phoid hyperplasia. It also exhibits stary-sky pattern
simulating Burkitt’s lymphoma. The disease entity
has two phases : an immunoproliferative phase
or premalignant stage, and a phase of full-brown
lymphoma. In advanced stage of lymphoma, all
patients died within a year or post opreative period:
or living with disease less than a year.(9) Clinical
malabsorption in IPSID can explain by the features
of villous atrophy and dense lymphoplasmacytic
infiltration but not without similar manifesta-
tion®%10 [n Patients who developed lymphoma,
some of them cure with tetracycline therapy, hence
infective agents inducing immunoproliferative di-
sorder is speculated. v

Malignant lymphoma complicating long
term celiac sprue is also documented but rare.(!!-12)
Most cases were reported from Europe and North
America.(1? Celiac sprue characterizes by malab-
sorption with blunting of the villi and flattening
of the mucosa, especially of the jejunum. These
patients respond to gluten-free diet with impro-
vement of the mucosal lesion. Hence, it also desig-
nates as gluten-induced enteropathy. The disease
is notable familial clustering with hereditary back-
ground.(m Experimental data points to the hyper-
sensitivity reaction to protein antigen derived from
wheat or gliadin.!¥) Intestinal lesions, in addition
to previously described are increase in the depth
of the crypts and marked chronic inflammation
in lamina propria. The infiltrate consists of plasma
cells, lymphocytes, and some eosinophils. There
is also increase in atypical large lymphoid cells
in the lesion and evolving into malignant lympho-
ma!® This complication is documented in long
term untreated celiac sprue and in patients who
develop reversal of the response to gluten withdrawal.
All case in our series present no malabsorption.
Four cases with detailed studying in mucosa other
than tumor disclose no histopathological lesion
resembling celiac enteropathy. We conclude that
no underlying celiac disease is related to small
intestinal lymphoma in our series.

Primary tumors of small bowel, both benign
and malignant occur infrequently. However adeno-
carcinoma is the most common, particularly in
duodenum. Malignant lymphoma and leiomyosar-
coma are in the descending order of frequency.(16-18)
Jejunum is a preferable location for the latter
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and ileum for the former. Generally, extranodal
lymphoma is rare. Nevertheless the most common
system involvement is the digestive tract. Stomach
and small bowel are frequently affected. Diffuse
histiocytic lymphoma and those originating from
lymphoid series are common histopathological type
of small bowel lymphoma.(w'zo) Follicular lymphoma
has a better prognosis than diffuse form. The diffuse
histiocytic type is worse in prognosis than that arises
from mature lymphocytic series.!” Advanced stage
in the same histological type is correlated with poor
prognosis.(s) Regardless of cell type and staging, all
gross ulcerative lesion died of tumor. While polypoid
lesion, 9 of 12 patients are alive or died of other
causes.?® Other poor prognostice indices are large
tumor mass, perforation, fistular formation, and
multicentric lesions, Perforation is a common com-
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