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Primary Gastric Lymphoma: A Review of 45 Cases
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Abstract—Primary gastric lymphoma accounts for about 2% of gastric neoplasms. The prognosis
of patients affected with non-Hodgkin’s gastric [ymphoma appears better than for other lymphatic
sites.

In a retrospective study, the authors have analyzed 45 patients, by evaluating the histo-
pathologic characteristics and relative prognostic factors.

The main factors significantly influencing 5-yr survival are: serosal penetration (31.17% uvs.
71.2%, P < 0.05), regional lymph node involvement (53.07% vs. 68%), and clinical stage of
disease (1y: 85.6%, 1Vy:10%, P < 0.001). The histologic characteristics, the high or low
grade of malignancy, and patient age can also be considered important prognostic factors, but
not statistically significant in our series of cases.

Comparison between overall survival and disease-free survival of patients in stages 1. and
L1y, who underwent surgerv alone, with those who had chemotherapy and/or radiotherapy after
surgery shows a higher survival (85.6%) of the group who had combined treatments, even though
this difference is not statistically significant.

INTRODUCTION Besides surgery, the therapeutic-linked prog-
No~-HobpgkixN’s lymphomas (NHL) tend to orig- nostic factors that assume greater importance are
inate in extra-nodal sites (ca. 20% of the cases) radiation therapy (size and number of fields, and
more than Hodgkin’s lymphomas do. The extra- dose), and chemotherapy [8, 12].
nodal site most frequently involved is the gastro- The aim of this study was to verify the role of
mtestinal (GI) tract (9% of the cases) with pref- the major prognostic factors in determining OS
crential location in the stomach [1-5]. and DFS in a homogencous series of NHL patients.

The overall survival (OS) of patients treated
for primary NHL of the stomach appears slightly MATERIALS AND METHODS
higher than that indicated for other sites, inde- The hospital records and histo-pathologic data
pendent of the stage of disease, with a percentage of all patients treated for primary gastric NHL
of patients with 5-yr discase-free survival (DFS) from 1973 to 1984 at the Oncology Departments
from diagnosis ranging from 40 to 60% [6-8]. of the city hospitals of Forli and Ravenna were
Numerous factors with different prognostic sig- examined.
nificance are reported in the various case studices. Forty-cight consccutive cases of PGL were retro-
Patient age, along with regional location of the spectively considered: 34 cases from the Forhi
neoplasm, scrosal penetration and various degrees Oncology Dept. and 14 from the Ravenna
of nodal involvement which determine the stage of Oncology Dept.
the discase, scem to be the main factors that have All the histological slides at the two institutions
a significant influence on survival [1-4]. were reviewed by a single pathologist (G.G.) and
As far as histology is concerned, the unfavorable reclassified according to Kiel's system [10]. The
prognostic significance of high grades of malig- corrclation between the Kiel and the modified
nancy scems to be confirmed also for primary Rappaport classification has been described  at
gastric NHLs [9-11]. length in previous papers (3, 13].

Three cases were excluded at histologic review:
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undifferentiated gastric carcinoma. These patients
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Pathologic staging, following the Ann Arbor cri-
teria, was determined by evaluating the data from
the hospital records of cach patient. Staging exam-
inations included bone-marrow biopsy for most of
the patients, and lymphangiography only for part
of them (50%). All patients underwent exploratory
laparotomy with multiple abdominal biopsies, and
radical surgery when possible.

Statistical analysis of the data was carried out
on an Olivetti P 6066 computer and the actuarial
survival life tables were constructed following the
recommendations of the American Joint Com-
mittee for Cancer Staging and End Results Report-
ing. The OS and DFS curves were compared using
statistical significance tests [14].

No patient was lost to follow-up, so that 45
patients were eligible for the study.

RESULTS

The median age of patients in the scrics was 62
yr (range 26-80) and most of the patients were in
the 6070 age group. The M/F ratio was cqual to
one.

Twenty-two patients were classified at patho-
logical stage Ig, 13 at stage Il and 10 at stages
IIlg and IVE. The patient characteristics and the
TNM classification according to U.I.C.C. arc
reported in Table 1. The histologic classification
following Kiel’s criteria is illustrated in Table 2.

The ratio between high and low grade malig-
nancy was 1:1.5. The most frequently rep-
resented histologic types were the centroblastic/
centrocytic (33% ), immunoblastic (31%), followed
by centrocytic (22%), centroblastic (9%) and lym-
phoplasmacytoid (5%).

The region most involved was the pyloric
antrum (ca. 48%), followed by the body and the
fundus.

The symptoms most frequently reported were
pain (21 patients), weight loss (16 patients) and
dyspepsia (12 patients). Preoperatory instrumental
and biopsy diagnosis of gastric lymphoma was
possible only 1n 21% of cases. In 65% of paticnts,
the histologic diagnosis of the biopsy was unspeci-
fied malignant tumor. GI X-ray led to the diag-
nosis of a gastric ncoplasm in 60% of the cases,
and a suspected lymphoma in only 2-3%.

Thirty-seven patients (82%) underwent radical
surgery, 13 of which had total gastrectomy and 24
partial gastrectomy. Of the remaining patients, 4
underwent debulking of the neoplastic gastric
mass, and 4 exploratory laparatomy with multiple
abdominal biopsies. Over the course of the years,
due to developments in the knowledge and treat-
ment of NHL, the strategy used was not always
uniform at equal stages. Radical surgery was
always performed in all patients for whom it was

possible.

Table 1. Primary gastric lymphomas: clinical data

Number of patients 45
Sex M:F 1:1
Age (yr)

Average 58.5

Median 62

Range 26-80
Stage (no. of cases)

I. 22

I, 13

I.-1v, 10
pT —pT, 18
pT, 16
pT, 1
pN, 23
pN. 22

Table 2.  Histological classification

Morphology LG HG

Centroblastic/Centrocytic 15 (33%)

Centrocytic 10 (22%)

Lymphoplasmocytoid 2( 5%)

Immunoblastic 14 (31%)

Centroblastic 4 ( 9%)
27 (60%) 18 (40%)

LG = Low grade; HG = High grade.

In stage I; and Ilg patients chemo- or radio-
therapy was combined with surgery in 50% of
cases, while in stage Il and IV patients chemo-
therapy and/or irradiation was the first-line ther-
apy.

Abdominal irradiation was performed with a
Cobalt Unit. The treatment volume extended from
the domes of the diaphragm to the lower border
of the pubis and laterally to include the abdominal
walls, with opposite open portals both treated cach
day.

A total dose of 30 Gy was given with daily
fraction of 1.25 Gy, shiclding the kidneys post-
criorly from the beginning and the liver up to
18-20 Gy. Thercafter a boost of 6-10 Gy was
delivered to the tumor volume. The chemotherapy
protocol most widely used was CVP or COP [15].

In stages Iy; and II 10 patients received chemo-
therapy and two patients reccived radiotherapy
after surgery, while three patients received both
radiotherapy and chemotherapy.

All the data concerning survival were calculated
to 31 December 1984. On that date 27 patients
were alive with median survival of 36 months
(range 4-56), and 22 of them showed complete
clinical remission.

There were 18 deccased patients, with a median
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survival of 12.5 months (range 1-120). It should
be pointed out, however, that 4 out of these 18
patients died of causes not closcly related to the
lymphoma: | patient died due to postoperatory
complications, 1 of another histologically proven
second neoplasm, and 2 cardiovascular discasc.
Five-year OS calculated with the Kaplan—Mcier
actuarial method was 61.9% (S.E.: 8.3), and the
5-year DFS was 57.3% (S.E.: 8.1) (Fig. 1). By
evaluating the influence of the stage of the tumor
(Fig. 2}, it can be ohserved that 5-ycar OS at stage
I, is equal to 85.6% (S.E.: 7.7), and DFS at the
same interval 1s 81.8% (S.E.: 8.2). OS at stage
I1;. appcars slightly lower, equal to 60.4% (S.E.
16.7), with DFS at 54.78% (S.E.: 16.1). Stages
IT1g and IV present extremely low OS and DFS.
cqual 10 12.2% (S.E.: 11.4} and 10% (S.E.: 9.5)
respectively. Calculation of the statistical difference
relative to survival between Stages Ip—II: and
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stages [T1.—1Vy; turned out to be highly significant
(P < 0.001).

By subdividing the group of patients under study
on the basis of serosal penetration (S+ = 11 cases,
S— = 34 cascs), we observed an OS of 71.2% in
the S— cases and 31.17% 1in the S+ cases, with a
statistically significant difference (P < 0.05).

Patients with positive nodes (22 cases) and nega-
tive nodes (23 cases) had an OS of 33.07% and
68% respectively.

This difference does not reach statistically sig-
nificant values (P = N.S.).

By subdividing the patients according to grade
of histologic malignancy, significant differences in
the OS were not observed between high (18 cases)
and low grade malignancy (27 cases). Low grade
malignancy, however, presented higher OS per-
centages with respect to high grade (65.8% vs.
38.3%).
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According to our data, the age of the patients
scems to influence the prognosis. Patients over the
age of 65 showed a 5-yr OS equal to 49.2% vs.
72.22% of the patients under age 65, but the
difference does not reach statistical significance.

Thirty-seven  patients  underwent  radical
surgery, but the extent of the resection did not
influence survival. The status of the resection mar-
gins (M.) was positive in only a limited number of
cases (6 patients in stages I and Ilg) and it was
not possible to draw significant conclusions.

By comparing OS and DFS of the patients in
stage I and IIg who had surgery alone with those
who underwent combinated therapy (surgery +
chemotherapy and/or radiotherapy), it was found
that the patients who had combination treatment
(18 cases) showed an 80.7% OS, while those pati-
ents treated with surgery alone (16 cases) showed
a 60.7% OS (P = N.S.).

These results were also obtained in the patients
in stages Iy and IIg with the unfavorable S+ and
N+ prognostic factors.

The examination of relapse-patterns (local and/
or distant) shows that the failures observed were
mostly distant ones, both in patients who under-
went surgery alone and in those who had com-
bination treatment.

DISCUSSION

Other authors, who examined the various prog-
nostic factors in primary gastric NHL, concurred
in evaluating how serosal penetration of the lym-
phoma, involvement of the regional lymph nodes,
a high or low grade of histologic malignancy, the
location of the neoplasm within the gastric regions
(pyloric antrum, fundus, body) and the age of the
patient (under or over 65 yr) can have a negative
influence on the prognosis [4, 8].

Examination of our series (45 cases) has made
it possible to point out that serosal penetration of

the lymphoma is a statistically significant negative
prognostic factor in our group of patients too.

The age of the patients (> 65 yr), the regional
lymph node involvement and the high grade of
histologic malignancy are negative prognostic fac-
tors in stages Iy and Ilg. The difference between
the various groups compared for OS and DFS,
however, does not reach statistically significant
values. The stage of the discase at diagnosis
(Ig+1Iy and IT11.+1Vy) does, on the other hand,
represent a highly significant prognostic factor
(P < 0.001).

Patients in stage I had the highest 5-yr survival
ratc {85.6%) and a high survival rate (72%) was
obtained with surgery alone. The role of radio-
therapy and/or chemotherapy, also with regard to
negative prognostic factors (S+, M+), is still to be
determined.

Paticnts in stage I1;; should preferably be treated
with combination treatment, even though the best
treatment for this group needs further study.

In the literature [13] the group with involvement
of surgical margins, serosal penctration, and
involvement of a high number of regional lymph
nodes has been codified as a more unfavorable
prognostic subgroup (5-yr OS = 25-38%). In this
subgroup irradiation and chemotherapy seem to
enhance the probability of survival.

In short, neither the doses and techniques of
radiotherapy nor the chemotherapy regimens have
been definitively standardized.

The natural history of PGL in stages 111 and
IVy is well known. Consequently, the treatment
strategies we followed were the generally accepted
ones. In pathologic stages Iy and IIgy PGL,
however, prospective controlled studies are neccss-
ary to define the role of radiotherapy and chemo-
therapy. The prognostic parameters discussed
above must be the basis for stratification in design-
ing these studies.
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