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ABSTRACT

The optimal treatment of primary gastric lymphoma is conrroversial, surgery and
chemotherapy are propesed for the reatment of primary gasteic lymphoma, We evaluared
the clinicopathological data and treatment results during the period 1991-1997 of thirty
patients {18 males and 12 females) with a median age of 50 years (range 32-65), According
te the Musshofl's staging system, the patients were classified to stage Ig (n=13), [1E (n=7)
and iz (n=10) and were tréated with surgery (either total or subtotal pastreciomy) plus
chematherapy (CVP or CHOP), A resection with curative intent was performed in 16/20
(80%) patients with stage I or 1, while this rate was 4/10 (40%) for stage Ilzg patients.
Survival was significantly correlated to the type of resection (curative 80% versur
non-curative 40% p<0.01). Chemotherapy was given according to the grading, CVP for 6
low-grade patients and 24 pavients with intermediate and high grade received CHOP. The
complete response war 93% amd the five year disease free survival was 92% for Stage Ig,
86% for stage g and 60'% for stage [ap (P<0.05), Surgical resection followed by
chematherapy remains the best line for primary gastric lymphoma siage 1 and Hg.
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INTRODUCTION the therapy of choice for early stage Ip and [Ip

gastric lymphoma (34&4). Enthusiasm for
multimodality approaches for gastric lymphoma
has led to the current trend of using
chemotherapy as primary ftreatment, thus
avoiding gastric resection. Surgery, however

Lymphoma of the gastroinicstinal tract is the
most common type of primary extrandodal
Iymphomas accounting for 5 to 10% of all
non-Hodgkin's lymphoma (1). Particularly
primary carly gasiric lymphoma accounts for

20.2% of the patients who underwenl surgery miay result in improved long term survival rates

for gastric lymphoma and were associated with
lymph node involvement in 29.9% of the
paticots (2). The optimal weatment for primary
gastric lymphoma (PGL) is controversial.
Traditionally, surgical resection of the stomach
followed by chemotherapy or radiotherapy was
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(5). However, these tumors are sensitive to
chemotherapy and radiotherapy having, as
reported, relatively high response rates in
unresectable lesions (6). These high response
rates and a betler quality of life aficr treatment
with primary chomotherapy/ radiotherapy while
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preserving the stomach have recently led to an
increase of conservative modalities for patients
with PGL (7). Low grade gastric B-cells
lymphoma of mucosa associated lymphoid tissue
type (MALT) lymphoma is a recently
recongnized diseasc entity. Remarkably are the
latest preliminary results for the treatment of
low grade gastric MALT lymphoma when
confined to the mucosa or submucosa without
evidence of nodal involvement, that have shown
complete tumour regression following the
eradication of Helicobacter pylori infection from
the patient's stomach (8).

The aim of the work is o evaluate the
efficacy of surgical resection followed by
chemotherapy in patients with early stages
gastric  lymphoma. We studied the
clinicopathological data, treatment results and
survival of patients with PGL.

PATIENTS & METHODS

Thirty patients with a histologically
confirmed primary gasiric non-Hodgkin's
lymphoma stage I, Iy and I3g according (o
Ann Arbor staging system as modified by
Musshoff's criteria were treated with combined
modalily including surgery followed by
chemotherapy between January 1991 and Augysi
1997 in the Department of Surgical Oncology
and Clinical Oncology and Nuclesr Medicine,
Mansoura University. The clinical, surgical and
histopathological data of all the patients are
shown in table (1). According to the working
formulation, & patients had high grade histologic
sublype, 16 patients had intermediate grade and
& patients had Jow grade (Table 2). All patients
underwent gastrectomy (13 distal sublotal and 17
total gastrectomy), as shown in (able (3},
Splenectomy had been done in 10 cases and
distal pancreatectomy in 3 cases due o the low
rate of accuracy of the preoperative diagnostic
endoscopic biopsigs. Also, resection of a part of
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the transverse colon was done in 2 cases and
parl of the small intestine in other two cases.
The resection permilted complete surgical
staging utilizing pathological features,
negative/positive regional Iymph node and
negative/positive surgical margins, If there was
no evidence of these pathologic factors the
patients who underwent surgery alone received
no further chemotherapy and is happened in 4
patients who were subsequently excluded. All
patients were treated with adjuvant chemniharap}r
for & courses repeated every 3 weeks, CVF
{eyclophosphamide 750 mg/m?2 LV. day 1,
vincristine 1.4 mg/m2 LV. day 1 and
prednisolone 100 p.o. for 5 days) for low grade
subtype and CHOP (cyclophosphamide 750
mg/m2 LV day 1, vincristine 1.4 mg/m?2 1.V,
day 1. doxorubicin 50 mg/m2 1.V, day 1 and
prednisolone 100 p.o. for 5 days) for
intermediate and high grade patients. Response
1o treatment was assessed according to WHO
criteria, 3 months after the end of treatment
uging CT abdomen. The median follow-up
period was 60 months ranging from 30-80
months. The overall 5 vear survival rale was
calculated for all patfents as well as for the
subgroups with curative and non-curative
resections, and the 5 year diseasc free survival
was calculated with staging using the Kaplan
Meier method. Toxicity o systemic
chemotherapy was graded according o WHO
criteria,

RESULTS

In this study thirly patients with PGL, with
a median age of 50 years (range 32-65), 18 were
malcs and 12 were females. In our scries
primary gastric lymphoma was defined as a
localized disease i.e. Ig (n=13), g (n=7) and
llzg (n=10). According to Working Formulation
the patienls were classified inlo low grade (n=6),
intermediate (n=16) and high grade (n=8), the
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different histologic subtypes were shown in
table (2). A curative réseéction was performed in
1620 (B0%) of patients with stage g or Iy
while this rate was 4/10 (40%) for slage llap
patienis. Survival was significantly correlated 1o
the type of resectio, patients who underwent a
curative resection had a significant higher overall
5 wyear survival than those who underwent a
non-curative resection (B0% versus 40%, p<0.01
as shown in Fig. 1). Complete response (CR)
rate was 93.3%. All stages Ip and [l g achigved
complete response (1009%) while 8 patients

(80%) of stage Hap had CR and 2 paticnts had
partial response (20%) (table 4), The five year
disease [ree supvival was 92% for stage Ij: and
B6% for stage 1 g while §t was 60% for stage
Iz The survival was significantly correlated 1o
the stage (P<0.05 as shown in Fig. 2). The
overall progression free survival rale was 80% at

Table (1) : Patiemt characteristics.

5 years with a median of 48 months as shown
in Fig. (3).

Haematological toxicily and nausea and
vomiting were mild (grade 1 & 2) while other
toxicity inchuded diarthen, alopecia and peripheral
neuropathy were of grade 1 as shown in lable
(5).

Most of the complications of systemic
chemotherapy were acceplable and can be
overcome by suitable preparation of the paticnis,
assurance and treatment of some complications
a5 diarrhea and anemia.

Two cases after S-pouch developed fistulae
and were managed conservatively and one case
developed subphrenic collection and needed
surgical drainage after failure of ultrasonic
drainage

Variable Mo, of patienis
* Total No. of paticnis, 30
* Median age (range) 5032 - 65)
* Sex: male/ female 18/12
* Tumor location :
Upper 13 5
Middle 13 6
Distal 13 13
Whole stomach &
* Uniform lesion 27
* Multifiocal 3
* Stage (Ann Arbor Musshoff):
Ig 13
My 7
IEs 10
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Table (2) : Grading according to working formulation.

Wariable Working formulation No, of patients
* Low grade. — Small lymphocytic, 2
= Follicular mixed cell
* Intermediate grade. - Follicular larpe cell. 4
— Diffuse mixed cells. 8
- Diffuse lasge cells. 4
* High grade. = Large cell immunoblastic,
-~ Lymphoblastic.
Tahle (3) : Treatment modalities.
Variable No. of patients
* Type of gasierectomy :
Total gastrectomy. * 17
Sublotal gastrectomy 13
* Extent of operation:
Splencctomy. 10
Distal pancreateclomy. 3
Other. 4
* Chemotherapy
CVFP &
CHOP 24
Table (4) : Response rate according to staging.
, No. of Staging
Staging paticnis CR - S &
Stage IE 13 13 1005 - -
Stage II1E T 7 1005 - -
Stage I12E 10 8 BO¥R 2 20
Todal 30 28 93.3% 2 6.7
CR = Complele response FR = Partial response.
Egvption fonrnal of Surgery
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Table {5) : Toxicily of systemic chemolherapy according to WHO.

Grading
0 1 2 3 4
* Haematological :
— Anaemia. 20 8 2 - =
— Leugcopenia. 15 11 4 - -
~ Thrombocytopenia. 22 6 2 - -
* Nausea & Vomiling. 24 4 - - -
* Diarrhea, 24 a — = =
* Peripheral neuropathy. 20 10 - = £
* Alopecis. 6 24 o = e
* Cardiomyopathy. . — = - =
DISCUSSION resection than those who underwenl non-curative

The management of early stage gasiric
lymphoma remains controversial. Multimodality
approach, surgery followed by chemotherapy or
radiotherapy was the therapy of choice for carly
stage Ig and llg gastric lymphoma. The
pre-pperative diagnostic accuracy rate in this
study is low, this explains the relatively high
rate of combined splenectomy or resection of
neighbouring organs since in aboul S0% of the
patients the diagnosis was anaplastic carcinoma
of the stomach by pre-operalive endoscopic
biopsics,

The quality of resection in this study had an
important prognostic indicator, although all
patienis reccived postoperatively adjovant
chemotherapy, It was significantly lower in
those paticnts with residual discase after surgery
compared o patients who underwent a complete
resection. The bulky disease required extended
gastrectomy, splenectomy and resection of
neighbouring organs, which increased surgical
complications and mortality (Fig. 4).

In this swdy, survival was correlated with
the quality of resection which has a significantly
higher 5-year discase frec survival in curative

Egyptian Journal of Surgery Vel 17, No. 3, Oct, 1998

resection, these findings are similar to that
obtained by Roukos et al. (5.

Complete response rate for treatment was
03.3% for all patients and 80% for stage Tlzg.
These resulis are identical lo thal reported by
Lingani et al. (1}.

In this study, combination chemotherapy was
well tolerated, toxicity was mild including
mainly alopecia, peripheral
neuropathy and ansemia which did not prevent
treatment continuation. Grade 3 or 4 loxicity
were not reported. These finding are similar to
that obtained by Zingani et al. (1), In this
series, the progresion free survival rate was 80%
al § years with a median of 48 months. These

resulls were in agreement with those reported by
Fingani et al. (1).

There was a  statistically significant
correlation between discase free survival and
staging. These findings are comparable Lo those
obtained by Bartlent et al. (5).

leucopenia,

Surgery can rarely achieve a curative
resection for stage 1o patients, since a curative
resection is a strong prediction for patient
outcome and chemotherapy is associated with a
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relatively high response rate, In unresectable
lesions, the available treatment resulis with
primary surgery and chemotherapy are
confroversial (107,

CONCLUSION

Total or subtotal gastrectomy and extensive
lymph mode dissection followed by
chemotherapy for carly stage Ig or My primary
gastric lymphoma is necessary, safe and offers
leng term survival. The optimal treatment for
advanced stage or Ilog PGL is unknown and need
further study with a larger number of paticnts,

Our study confirms the efficacy of surgery
and chemotherapy combination in obtaining
good remision taie for localized carly primary
gastric lymphoma and indicates that this
combination represents the only means for
managing complications.

REFERENCES

L. Zingani, P.L.; Freeza, O.; Bendandi, M.:
Primary gastric lymphoma a clinical
and therapeutic evaluation of 82
patients, Leuk. Lymphoma (1995) 19:
461 -466.

2. Kimmura, K.; Yamaguchi, T.; Okomodo, K.;
Ichikawa, D.: Early gasicic lymphoma
clinicopathological study of ten
patients, literature review and
comparison with early gastric
adenocarcinoma. Cancer (1996) 77
H50-857,

3. Shiw, M.H.; Lowrdes, Z,N. & Pinma, A.:
Recent results of multinodal gastric
lymphoma. Cancer, 1986; 77: 850-857,

4, Roukos, D.H.; Hollenroll, C. & Encke, A.:
Primary gastric lymphomas. A
clinicopathalogic study wilth literature
review. 3Surg., Oncol. 1994; 3:
115-125,

114

5. Bartlen, D.L.; Karpeh, M.S.; Filippa, D.A.;
Murray, B.: Long-term follow-up afier
curative surgery for early gasiric
lymphoma. Ann. Surg., 1996; 223:
5362,

6. Gobbi, P.G.; Dionigi, P. & Barbresi, F.:
The role of surgery in multimodality
treatment of primary gastric
non-Hodgkin's Iymphoma a report of 76
cases and review of the lileralure.
Caneer, 1990; 65: 2528-2536.

T. Taal, B.G. & Burgers, J.M.: Primary
non-Hodgkin's lymphoma of the
stomach endoscopic disgnosis and the
role of surgery. Scand. J. Gastroenter,
1991; 188: 33-37.

8. Bayersdrol, E.; Neubauer, A.; Raudolph, B.:
Regression of primary gastrie lympho-
ma of mucosa associsted Jymphoid
tissue type afler cure of Helicobacter
pylori infection MALT lymphoma study
groul Lancet, 1995; 345: 15091-1504,

4 Roukos, D.H.; Kisakos, HV, & Loannow,
M.B.: Primary surgery followed by
chemotherapy for early stage gastric
lymphoma: i it the treatment of choice
even in stage Il S8th World Congress
of The International Gastro-Surgical
Club. Strasbourg, France April, 1908,

10, Banndoh, T.; Isoyama, T. & Toyoshima,
H.: Study of surgical resulls of
malignant gastric lymphoma and factors
affecting its prognosis {in Japanese). 1.
Jpn, Soc, Clin, Surg., 1992; 53:
36-42,

Egvptian Jovrnal of Sureery

PDF created with pdfFactory Pro trial version www.pdffactory.com



http://www.pdffactory.com
http://www.pdffactory.com

Fig. (I): Survival enrves of patients with a primary stage I, ;g and
H g gastric lemphoma afier curative oF noR-curative reseciion,
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Fig. (2): Disease free survival of paticmis with @ prifciry gastric
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Fig. {3): Progressien free survival,
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Fig. (4): Specimen aof pasteic lymphoma,

Fig. (5): Cremiion of a pouch and anastomosts o the osaphagus afier fotal
gasirectomy
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