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130 EBV

EBV-positive (n=24) EBV-negative
LELC non-LELC Total
(n=8) (n=16) (n=24) (n=106)

Age
(Mean £ SD) 62.3+8.2 66.4+12.9 65.0+11.5 60.9+10.9
Gender

Mae 3 11 14 67

Female 5 5 10 39
H. pylori infection

Positive 4 11 15 69

Negative 4 5 9 37
Tumor location

Cardia/lbody 6* 8 14 45

Antrum 2 8 10 61
Tumor stage

Early 2 2 4 23

Advanced 6 14 20 83
Histologic subtype

Diffuse g* 8 16 43

Intestinal 0 8 8 63
Lymph node metastasis

Present 1® 11 12 64

Absent 7 5 12 42

LELC: lymphoepithelioma-like carcinoma; SD: standard deviation
* p=0.1 vs. EBV-negative gastric cancer, #p<0.001 vs. EBV-negative gastric cancer
$p<0.05 vs. EBV-negative gastric cancer

130 EBV
EBV-positive (n=24) EBV-negative
LELC non-LELC Total
(n=8) (n=16) (n=24) (n=106)
p53 overexpression
Positive 8* 9 17 50
Negative 0 7 7 56
c-erbB-2 overexpression
Positive 0* 11 11 27
Negative 8 5 13 79
E-cadherin expression
Reduced g* 8 16 60
Normal 0 8 8 46
Microsatellite instability (MS)
Present 1 3 4 12
Absent 7 13 20 o7}

LELC: lymphoepithelioma-like carcinoma



* p<0.01 vs. EBV-negative gastric cancer, p=0.2 vs. EBV-negative gastric cancer
$p<0.05 vs. EBV-negative gastric cancer



Abstract

The association of Epstein-Barr virus (EBV) and gastric carcinomas (GC) has been
demonstrated to vary among different populations and certain histologic subtypes. EBV has been
found in most cases of rare gastric lymphoepithelioma-like carcinomas (LELC) and a small but
significant proportion of common gastric adenocarcinomas. Few studies have addressed the status
of Helicobacter pylori (H. pylori) infection and genetic alterations in these EBV-positive or-negative
GC.

To evaluate the clinicopathological features of lymphoepithelioma-like carcinoma of stomach
in Taiwan, 379 patients with gastric adenocarcinoma from 1993 to 1996 were studied. EBV-DNA
has been found in 22 samples of gastric cancer tissues by PCR and in situ hybridization (Table 1).
Among them, lymphoepithelioma:like gastric cancer was detected by histology in 6 patients. These
6 patients with LELC of stomach were retrospectively studies. Five patients were females and one
patient was male. Their age ranged from 51 to 75 years and with a mean age of 61.5 years.
Endoscopically two patients were initially diagnosed as early gastric cancer and the other four were
diagnosed as advanced gastric cancer. Three patients had tumors locating in lower third of the
stomach, while the other three tumors were located in the middle and upper third. Two tumors
invaded into serosal layer and the other four lesions were confined at submucosal and muscular
layers. Using in situ hybridization method, al six patients (100%) had positive nuclear EBV-
encoded small RNA signalsin the tumor cells but not in the surrounding lymphoid stroma and non-
neoplastic gastric mucosa. Helicobacter pylori was found in four (66.7%) of the cases. The mean
follow-up period of the six patients was 27.0 months. Five patients were free of the disease.
Lymph node involvement and mesenteric implantation was noted in one patient in which cancer
recurred one year after gastrectomy. Lymphoepitheliomalike carcinoma of stomach in this study
revealed a female predominance, preferential localization in proximal part of stomach, better
prognosis, and a high association with Epstein-Barr virus infection (Hepato-Gastroenterology
1999;46:1214-9).

To investigate the clinicopathologic characteristics of EBV-associated GCs in Taiwan, and
their relation to H. pylori infection and genetic alterations, eight cases of gastric LELC and 122
cases of common non-LELC were evaluated for the presence of EBV-DNA using polymerase chain
reaction (PCR) and RNA in situ hybridization. The status of H. pylori infection was determined by
anti-H. pylori 1gG in preoperative sera. Immunostaining for p53, c-erbB-2 and E-cadherin was
performed by a standard avidin-biotin-complex detection system. Microsatellite instability was
analyzed by PCR using ten primers. EBV was detected in eight (100%) LELC and in 16 (13.1%) of
122 common GC. Compared with EBV-negative GC, gastric LELC tended to have a relatively
higher frequency of proximal location, diffuse histologic subtype, p53 overexpression, and reduced
E-cadherin expression but a lower frequency of lymph node metastasis, previous H. pylori infection
and c-erbB-2 overexpression (Table 2,3). In contrast, no significant difference of clinicopathologic
and genetic profiles was observed between EBV-positive non-LELC GC and EBV-negative GC. No
correlation of microsatellite instability was found among these three subsets of GC. Our data
indicate that a distinct clinicopathologic and genetic pathways exist in gastric LELC in which EBV
may play a more important role than H. pylori infection. The impact of EBV and H. pylori on
histologic and genetic features of common GC remains to be further clarified.

Key Words: Lymphoepithelioma-like carcinoma, stomach, Epstein-Barr virus, clinicopathological
features, H. pylori
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