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SMALL INTESTINAL LYMPHOMA AND ALPHA HEAVY CHAIN
DISEASE REVIEWING 15 ADVANCED CASES AND COMMEN-
TING ON THE RESULTS OF THERAPY

A. GHAVAMJADEH T. AZARM

Introduction

The Heavy Chain Disease or to put it more accurately:
the Immunoproliferative Small Intestinal Disease {(IPSID)
Oor as more anciently called: The Mediterranean Disease
is attended with such common symptoms as diarrhea,weight
loss, gastric pains, and the clubbing of fingers and
toes. The disease occurs in the Mediterranean region and
in the developing countries. The etiology is unknown:;but
there seems to be some vague relationship between the
disease and infestation with bacteria or parasites par-
ticularly the Giardia (37-43). In this disease lymphopla-
sma cells infiltrate into the membrane and the proximal
wall of the small intestine. In the course of its advan-
cement, it takes the form of an invasion to the lympha-
tic glands of the mesenterium and the abdominal viscera.
The neoblastic cell level in the patient's serum rises
as the result of the uncontrolled synthesis of Alpha
Heavy Chain and the discharge of such cells into the

plasma.
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In this study of 15 advanced cases referred to our
center for treatment, the effects of the therapy and

remission periods are reviewed.
The disease was descirbed for the first time by Seli-

gmann in the year 1968 (24) and was found to be the com-
monest type of the heavy chain diseases (17,16,12) and
in comparison with other heavy chain diseases, the ailm-
ent seems more likely to affect young people and children
(17,25) and tends to affect the 10 to 30-year age group
more commenly than others. The involvement area varies
depending on the infiltration point of the Ig A dischar-
‘ging cells which is often in the small intestine(25,18,
17,2) and rarely the respiratory system(26,4,3).Symptoms
include acute syndrome of absorption disorder such as di-
arrhea, gastric pains, asthenia, and severe weight loss.
Fever is uncommon and the patient might show signs of
intestinal closure, The disease might deteriorate or im-
prove spontaneously or might retreat for some time,
Physical examination might reveal a distension of the
abdomen and in advanced cases a feeling of the lymph no-
des in the abdomen but hepatospleenomegaly and peripher-
al lyvmphoadenopathy are rare (9,8,5}). A clubning of fin-
gers and toes also occurs (22,21). Pathologically the di-
sease occurs predominantly in the second,third, and four-
+h sections of the duodenum with occasional involvement
of the jejunum, The involvement of ileum or the entire
intestine is very rare indeed (22,21) so is the involve-
ment of the stomach and the large intestine. Intestinal
damage is usually diffused affecting the entire depth
of the membrane. Occasionally lesions are nodular pres-

enting a cobblestone patterxn (22).
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There are microscopic changes of the intestinal mem-
brane surface consisting of the transformation and cubing
(loss of nuclear polarity) of the intestinal membrane
epithelium (21). The emigration of lymphocytes from the
epithelial area and the ulceration of the membrane leads
to reactive inflammation combined with cellular infiltra-
tion (22,21),

.The stenosis of Lieberkuhn crypts and the dilatation
and closure and effacement of the vilosities are establis-
hed symptoms showing the acuteness of the lesions and mu-
cosal infiltration., (22,21). |
FROM PATHOGENESIS VIEWPOINT:

This disease is usually seen among the underprivile-—
ged class of the society and is more prevalent among the
peoples of the Middle East, Mediterranean area, south
and Central Africa, South East Asia, and South and Centr-
al America.

Economic poverty, substandard hygiene, infestation
with parasites and recurrent infections during childhood
are considered to be among contributing factors. No par-
ticular food or pathogen has yet been identified as a ca-

using agent (27,23,22,21).

Clinical Semiplpgz

Maximum involvement occurs in the second or third
decade of life. There is no difference between men and
women as regard exposure to the disease, (23,22,21).
General and clinical symptoms have been the same, more
or less, despite the exhaustive histopathological fin-

dings. Notable among all symptoms is chronic diarrhea

and more often than nor the disease results in malabsor-

ption, weight loss and gastric pains.
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In the past two years we had 15 cases of advanced
Mediterranean lymphoma (IPSID) they were referred to us
after diagnosis for treatment in the Oncology section
of the medical department of Shariat Hospital in Tehran.
Clinical Symptoms of the Patients are Summarized in

Table I.

Most -Common Symptoms No.of Patients Percent
Chronic & Intermittent 15 $100

Diarrhea

TR
5 T~

Weight 1oss (Exceding i4 %93.3
£10 of the previous
weight
Belly Pain and Cramp 13 %86.6
Clubbing of Fingers 10 %66 .6
Feeling a Mass in Abdomén 3 53,3
Fever(ofﬁén.béiﬂw 38.596) 4 $26.6

Table 1, Some common clinical symptoms in patients

The patiehts dges ranged
hbtween 19 +o 42. There
were 8 women and 7 men;
411 belcning to the
dhdersprivileged and

164 incoms s1asses: 11
patisnts were referred

£6 g After 4 staging
Japaratomy. The remaining
Four patients presented

in the liver invoivement
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provied by the pathology
test of the needle biopsy
taken from the liver.
Therefore, laparatomy was
not undertaken in their
case.
A total of six patients were diéans&ﬁ to be in Stage
TII and the rest (9 cases) in stagé IV of the disehse.

The result of laboratory finding as listed in Table II.

Lab. Findings patients No. Percent
High values 15 %100
Signs of malabsorption 14 %93.3
Mild hypmaibuminemia 14 %93.3
Mild Anemia 15 $100
Hypocalcemia 12 %80
Feeling of a mass in 11 $73.3
beliy
Fever 4 226 .6
aAlpha Chain 11 %$73.3

Table TI-Some laboratory findings of the patients
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Various methos have been

suggested for classifica-
tion of the disease in

terms of the extent of its
progress—-notably the
s&gging method of Gallin
and that recommended by
the UICC. The latter has

~ been used in this study.

C. RECOMMENDED STAGING CLASSIFICATION

Stage O(*) Benign-appearing lymphoplasmocytic
mucosal infiltrate. No evidence of
malignancy

Stage I Diffuse lymphoid infiltration of intesg-

| tinal muccsa and malignant lymphoma in
either intestine or mesenteric lymph nodes
but not both,

Stage II Diffuse lymphoid infiltration of intes-
tinal mucosa and malignant lymphoma in
both intestines and mesenteric lymph
nodes.

Stage IIT Diffuse lymphoid infiltration of intes-
tinal mucosa, malignant lymphoma in ab-
domen and metastasis to retroperitoneal
and/or extra-abdominal peripheral lymph-
nodes.

Stage IV Presence of metastasis in non-contiquous

non-lymphatic tissues in addition to

abdominal lymphoma.
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Unknow  Exploratory laparatomy not done, no detec~

table extraabdomainal disease.

(*) "Pre-malignant" phase of the disease should not
be diagnosed short of adequete staging laparotomy.
Stage O potentially curable by prolonged antibio-
tic treatment.

Method of Treatment: Six patients of Stage ITTI were
subjected to six souses of CHOP chemiotherpay subsequen-
tly being treated with whole-abdominal radiotherapy for
3000 rads of radiation. Patients were then subjected to
monthly clinical checks afferwords.

Nine patients in Stage IV were subjected to Chemothera-
py along (CHOP). Two of them, because of their large inter-
abdominal mass, were subjecﬁed to local radiotherapy.

The choice of treatment was made as per the UICC-1981 re-
commendations (See table 3). Treatment choice as per the

stage method and the results appear in Table. IV.

REATMENT RESULTS

Five cases out of the overall six patients in Stage
II1 presented a complete disappearance of all symptoms
after the application of six courses of chemotherapy in
CHOP regimen and whole - abdominal radiotherapy (with
kidneys sheildings) and registered a general improvement,
They were then subjected to monthly checks for 23 months

without further treatment.

Another patient 18 months after treatment presented
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Repeated every 4 weeks

40 mg/m"/day x 5 p.o.

o iy i S W akialt THidlili --—-'__—-_—'“'ﬂ_-—_—uh—-—-—_—__‘l
]
Remarks Remission Treatment Procedures Patients Stage
period No.
after
Patients %
L.iving 23 monts Six courses of CHOP 5
whole~abdomen Radio-
therapy with 3000
RrRad
Stage IIX
Patient
Died 18 months Abonve procedures one
Patients
living 15 months 8 courses of CHOP 3
Fatient
living 3 mcnths CHOP 8 courses and
4 courses one
Patients
-~ living 8 months CHOP 8 courses Stage IV
followed by another
8 courses 3
Thes two 8 courses of CHOP
patilents Abdomer Radiotherapy
did not with 3000 rad of
reapped 9 monlhs radiation
Nor we one
hove we - ,
have an 8 courses of CHOP
Nnews Abdomen Radictherapy
from with 300C rad of
them radiation one
Table IV- Chemotherapyr courses and remission times of the patients
* CHOP 9
~Adriamycin 40 mg/m~ 1i.v.
‘Cyclophosphamide 600 mg/m2 Tovy
“Vincriﬁtiﬁe 1_4 mgfmzi_v‘
=-Prednisone

R
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symptoms of diarrhea, fever, and weight loss and was ag-
ains subjected to treatment with CHOP regimen.Unfortunately
however, he developed acute leukopenia, thrombocytopenia,
and anemia with severe infection (Septicemia).

Of the nine patients in Stage IV, three responded
well to treatment and showed a complete disappearance of
the symptoms without further treatment being necessary.
However, monthly checks continued for 15 months and they
have normal Ig A. Four patients two months after treatm-
ent despite showing a normal Alpha HC in the serum deve-
loped a recurrence of diarrhea forcing a resumption of
+he treatment. Patient was subjected to a CHOP regimen
administared up to four courses monthly rendering furth-
er treatment unnecessary, being reviewed monthly fcr the
past nine months. He is in a good genexal condition.The
other three patients who were alsc subjected to treatment
with CHOP regimen administered up to 8 courses monthly
improved generally: diarrhea stopped, weight began to
increase and Alpha HC became normal. Monthly checks con-

tinued, however. But the patient have not received any

medication in the past 8 months.

Two other patients having been subjected to 8 cour-
ses of CHOP regimen and whold-abdominal radiotherapy co-
ming monthly visits one patients for nine months and the
others for six months and they have normal physical con-
ditions. However, despite having been urged to carry on
with the regular monthly wvisits, they failed to reapperar

and we have not heard from them since.

SUMMARY :

The IPSID in its severe cases invades the lymph no-
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aes, mesenterium, and abdominal viscera resembling NNL
*Low grade). Diarrhea and malabsorption were present in
all of the 15 patients under study. Moreover, 14 patien-
ts were suffering from obvious weight loss more than 10
peresented mild anemia together with the increased IgA
in the serum. Clubbing was also present in two thirds of
the patients. Chemotherapy alone or combined with radio-
therapy caused rapid regression of the disease. The pa-

tients had comparatively long survival. see table 4).
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