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Abstract
Background—Lymphocytic gastritis is
characterised by an accumulation of lym-
phocytes in the surface epithelium of the
stomach. Lymphocytic gastritis has been
linked to coeliac disease and Helicobacter
pylori infection.
Aims—To determine whether H pylori
eradication leads to resolution of the lym-
phocytic infiltrate and clinical improve-
ment in patients with lymphocytic
gastritis, and to determine their HLA
status.
Methods—The Leeds Dyspepsia Ques-
tionnaire (LDQ) was administered to 13
patients with lymphocytic gastritis. H
pylori serology, 13C urea breath test
(UBT), and upper gastrointestinal endos-
copy with sampling of the duodenum,
antrum, and corpus were done in all cases
and the HLA status was determined.
Eleven patients had at least one positive
test for H pylori. Patients with lym-
phocytic gastritis and H pylori infection
were treated with a one week course of
omeprazole, clarithromycin, and metro-
nidazole. Gastric and duodenal intra-
epithelial lymphocyte (IEL) counts were
performed, along with histological assess-
ment of gastric and duodenal biopsies
before and after H pylori eradication.
Results—Two months after treatment
there was a significant reduction in gastric
IEL counts in both antrum and corpus.
There was no significant change in duode-
nal IEL counts before and after eradica-
tion. According to the Sydney grading
there was significant improvement in cor-
pus inflammation after eradication. The
patients histologically H pylori positive
before treatment became H pylori nega-
tive. Dyspepsia scores also improved sig-
nificantly after treatment.
Conclusions—H pylori eradication treat-
ment in patients with lymphocytic gastri-
tis causes significant improvement in the
gastric IEL infiltrate, corpus inflamma-
tion, and dyspeptic symptoms. H pylori
serology is frequently positive when his-
tology and UBT are negative. Lym-
phocytic gastritis may represent a specific
immune response to H pylori infection.
(Gut 1999;45:495–498)
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Lymphocytic gastritis is characterised by an
accumulation of lymphocytes in the surface and

foveolar epithelium of the stomach. It is found
in approximately 1% of gastric biopsy speci-
mens from dyspeptic patients.1 2 The diagnostic
threshold for lymphocytic gastritis is usually
taken as greater than 25 intraepithelial lym-
phocytes (IELs) per 100 epithelial cells.1 3 This
special type of gastritis may be associated with a
normal appearing gastric mucosa. However, the
classical endoscopic appearance comprises
prominent rugal folds bearing small nodular
elevations surmounted by small grey-white ero-
sions with hyperaemic margins, maximal in the
body and fundus.1 3 This endoscopic picture is
generally termed “varioliform” gastritis.

The aetiology of lymphocytic gastritis is
unknown. It has been attributed to an atypical
response to Helicobacter pylori infection.1 Al-
though many patients with lymphocytic gastri-
tis are seropositive for H pylori, its presence is
not usually confirmed histologically. Lym-
phocytic gastritis is frequently found in patients
with coeliac disease. In one study of 22 patients
with coeliac disease, 50% had lymphocytic
gastritis.4 The IELs in the stomach and small
bowel were positive for MT-1, indicative of T
cell infiltration. It has also been suggested that
lymphocytic gastritis may represent part of a
diVuse lymphocytic gastroenteropathy which
varies in its expression from site to site.5

Gut intraepithelial lymphocytes are almost
entirely CD3+ T cells, and approximately 80%
of them are CD8+.6 7 In humans up to 15% of
IELs carry the T cell receptor, which is found
on less than 3% of peripheral blood
lymphocytes.6 7

We investigated the eVects of H pylori eradi-
cation on the natural history of lymphocytic
gastritis and also determined the HLA status of
our patients with lymphocytic gastritis in an
attempt to explore further the relation of lym-
phocytic gastritis with coeliac disease.

Methods
Thirteen newly diagnosed patients with a
histological diagnosis of lymphocytic gastritis
were identified and were invited to take part in
the study. Table 1 presents their clinical details.
Informed consent was obtained from all
patients. Prior to endoscopy the Leeds Dyspep-
sia Questionnaire, a validated symptom
questionnaire,8 was performed. Venous blood
was taken for H pylori serology and HLA status.
A carbon-13 urea breath test was performed.
At endoscopy, two biopsy specimens were
taken from the second part of the duodenum,
gastric antrum, and body using standard
biopsy forceps.

Abbreviations used in this paper: IEL,
intraepithelial lymphocyte; PBMC, peripheral blood
mononuclear cell; UBT, urea breath test.
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HISTOLOGY

Specimens were fixed in 10% buVered forma-
lin, embedded in paraYn wax, and sections
stained with haematoxylin and eosin (H&E). A
modified Giemsa stain was used to detect H
pylori. The H&E stained sections were exam-
ined at ×400 magnification and the number of
IELs and epithelial cell nuclei in an uninter-
rupted length of surface and foveolar epithe-
lium were counted. Based on previous
studies,3 5 the ratio of 25 IELs:100 epithelial
cells was used as a limit for inclusion into this
study. Gastritis was classified according to the
updated Sydney System.9

IMMUNOHISTOLOGY

Duodenal and gastric biopsy specimens were
also immunostained using a three step immuno-
peroxidase technique with anti-CD3 (pan T
cell) monoclonal antibodies (from Dako, High
Wycombe, UK) and IEL counts were per-
formed.

IMMUNOSTAINING

The ABC technique was employed for
immunostaining using the Duet kit (Dako Ltd,
Denmark). The paraYn wax sections were
pretreated by pressure cooking in citrate buVer
at pH 6 for 90 seconds at full pressure. The
polyclonal H pylori antibody was used at a
dilution of 1/100.

HLA STATUS

DNA isolation
Genomic DNA was obtained from peripheral
blood mononuclear cells (PBMC) according to
the method of Miller et al.10 Extracted DNA
was redissolved in TE buVer, adjusted to 1
µg/µl by ultraviolet spectrophotometry and
stored at 4°C until use.

HLA genotyping
PBMC DNA samples were typed for HLA-
DRB and DQB antigens using a 40 reaction
PCR-SSP system with amplification primers as
described by Bunce et al.11 PCR product was
electrophoresed in a 1.5% agarose gel contain-
ing 0.5 µg/ml ethidium bromide and visualised
using ultraviolet illumination.

H PYLORI SEROLOGY

Serum samples from all 13 subjects were
assayed for H pylori IgG antibodies (Sigma
Diagnostics). H pylori IgG antibody titres were
also assayed by Premier H pylori kit (supplied
by Launch Diagnostics, UK), before and after
H pylori eradication in seven patients (patients
2, 4–9; table 2).

Patients were classed as H pylori positive on
the basis of at least one positive test. Previous
study from our unit5 has shown that in patients
with lymphocytic gastritis H pylori serology is
frequently positive when the histology is nega-
tive. Past studies have also suggested that lym-
phocytic gastritis could be a manifestation of
an atypical host immune response to H pylori.1

We therefore classed our patients as H pylori
positive on the basis of positive serology even
when the histology and/or the 13C urea breath
test was negative. On this basis patients with
lymphocytic gastritis and H pylori infection
were treated with a standard one week triple
therapy course of omeprazole 20 mg once
daily, clarithromycin 250 mg twice daily, and
metronidazole 400 mg twice daily. After an
interval of two months, the Dyspepsia Ques-
tionnaire, endoscopy with duodenal and gastric
biopsies, and 13C urea breath test were
repeated. In seven patients (patients 2, 4–9)
who received H pylori eradication, H pylori
serology was repeated after an interval of one
year to document a fall in antibody titre to H
pylori. Gastric and duodenal IEL counts were
performed along with Sydney grading9 of
gastric biopsy specimens and histological
assessment for chronic inflammation and
degree of villous atrophy of duodenal biopsy
specimens, before and after H pylori eradica-
tion by an experienced pathologist (MFD) who
was blinded to any clinical data. CD3 counts
on gastric and duodenal biopsy specimens were
performed by a second pathologist (DSA). The
study was approved by the local research ethics
committee.

STATISTICAL ANALYSIS

For comparison of paired non-parametric data
the Wilcoxon sign rank test was used. To assess
the correlation of CD3 and H&E lymphocyte
counts, Pearson’s test was used. A p value less
than 0.05 was regarded as significant.

Table 1 Clinical details of patients with lymphocytic
gastritis

Patient no Age (y) Sex OGD
Presenting
symptoms

1 75 M N IDA
2 79 F N Dyspepsia
3 61 M AE Dyspepsia
4 36 F N Diarrhoea
5 50 M PHG/OV/

EG
IDA

6 53 M N Dyspepsia
7 65 F VG Dyspepsia
8 52 F GE/EG IDA
9 80 M GU IDA
10 20 F N Dyspepsia
11 23 M VG Dyspepsia
12 53 M GE Diarrhoea
13 70 F D Dyspepsia

AE, antral erythema; D, duodenitis; EG, erythematous gastritis;
GE, gastric erosions; GU, gastric ulcer; IDA, iron deficiency
anaemia; N, normal; OGD, oesophagogastroduodenoscopy;
OV, oesophageal varices; PHG, portal hypertensive gastropathy;
VG, varioliform gastritis.

Table 2 Laboratory findings in patients with lymphocytic
gastritis

Patient no
H pylori
histology

H pylori
serology 13C UBT

D2
histology

1 − + − IEL
2 − + + N
3 + + − N
4 − + − IEL
5 − + − N
6 − + − VA
7 + + + VA
8 − + − N
9 − + − N
10 − + − IEL
11 + + − IEL
12 − − − N
13 − − − N

D2, second part of the duodenum; IEL, intraepithelial
lymphocytes; N, normal; VA, villous atrophy.
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Results
ENDOSCOPY

Of 13 patients, endoscopy was normal in five.
In two patients endoscopic appearance was
that of varioliform gastritis. One endoscopy
showed erythema of the antrum. Two patients
had erythematous gastritis, one had gastric
erosions, one had duodenitis, and one had a
small gastric ulcer (table 1).

One patient (no 5) also had portal hyperten-
sive gastropathy and early oesophageal varices
secondary to chronic ethanolic liver disease.

H PYLORI HISTOLOGY AND SEROLOGY

Of 13 patients with lymphocytic gastritis, 11
had at least one positive test for H pylori (table
2). All 11 were seropositive for H pylori. In
three of 11, H pylori was found on histology;
one of these also had a positive 13C urea breath
test and one other had a positive 13C urea
breath test. Two patients (nos 10, 11) with
lymphocytic gastritis who were H pylori posi-
tive were lost to follow up and were excluded
from the analysis. We measured paired pre- and
posteradication IgG antibody titres in seven
patients. Titres fell in five and rose in two (table
3). Intraepithelial lymphocyte counts were per-
formed in nine patients (nos 1–9) before and
after H pylori eradication. In seven of these,
lymphocytic gastritis was corpus predominant.

On H&E stained sections the median IEL
count in the antrum was 17.0 per 100 epithelial
cells (range 7.0–74.0) and 6.0 (range 1.0–19.0)
before and after H pylori eradication respec-
tively. Gastric body IEL counts were per-
formed on seven patients as in two patients
(nos 2, 3) the pre-eradication biopsies were all
of antral type mucosa. The median IEL count
in the corpus pre-H pylori eradication was 44.0
(range 28.0–81.0) and posteradication was
10.0 (range 3.0–30.0). There was a significant
reduction in the IEL count in both antrum
(p=0.003; fig 1) and corpus (p=0.015; fig 2)
after H pylori eradication treatment.

The median IEL count in the duodenum
was 16.0 (range 7.0–71.0) and 10.0 (range
6.0–67.0) pre- and post-H pylori eradication
respectively, and although there was a trend
towards a fall in the duodenal IEL count after
H pylori eradication, it was not statistically sig-
nificant. On sections stained with anti-CD3
monoclonal antibodies the median IEL count
in the antrum was 11.6 (range 3.6–34.4) and
2.7 (range 0.19–9.2) before and after H pylori
eradication respectively, and median corpus
counts were 30.35 (range 19.1–72.7) pre-H
pylori eradication and 5.3 (range 1.14–25.7)
post-H pylori eradication.

There was a significant reduction in the CD3
and IEL counts in both antrum (p=0.046) and

corpus (p=0.007) post-H pylori eradication.
There was also a significant correlation
(p<0.0001, coeYcient = 0.852 (two tailed))
between the H&E and CD3 IEL counts. How-
ever H&E counts were almost invariably higher
than CD3 counts, the mean diVerence being
7.48. Duodenal (second part) histology was
normal in 7/13 patients. Two patients had mild
villous atrophy, while four had increased IELs
with a normal villous architecture. The two
patients with mild villous atrophy were not
commenced on a gluten free diet, as the degree
of villous atrophy was thought to be insufficient
to diagnose coeliac disease. Sydney grading of
the gastric biopsy specimens before and after H
pylori eradication revealed a significant im-
provement in the corpus inflammation
(p<0.03) after H pylori eradication. Patients H
pylori positive on histology and 13C UBT,
turned negative posteradication.

IMMUNOSTAINING

Eighteen pre- and post-treatment biopsy speci-
mens (patient nos 1–9) were immunostained
by the technique as described above. The slides
were examined “blind” to previous histological
results. Two cases (nos 3, 7) were designated
positive; both were pretreatment biopsies.

DYSPEPSIA SCORES

Dyspepsia scores in the patients receiving
H pylori eradication therapy, as assessed by
the Leeds Dyspepsia Questionnaire were
also significantly improved posteradication
(p<0.03). The median dyspepsia scores were

Table 3 Helicobacter pylori titres pre- and post-H pylori
eradication in seven patients

Patient no Pre-eradication titres Post-eradication titres

1 15.50 9.28
2 1.48 8.88
3 6.18 1.04
4 5.23 0.05
5 >11.24 7.37
6 7.89 6.09
7 7.69 8.78

Figure 1 EVect of H pylori eradication on antral
intraepithelial lymphocytes.
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Figure 2 EVect of H pylori eradiation on corpus
intraepithelial lymphocytes.
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4.0 (range 0–6.0) and 0, pre- and posteradica-
tion respectively.

HLA STATUS

HLA status was available on 10/13 patients;
seven of the 10 (70%; nos 1,3,4,5,7,8,11) pos-
sessed the DQ2 molecule encoded by the allele
DQB1*0201 as compared with 24% of the
controls, a relative risk of 3%. DQB1*0201 is
possessed by 95% of coeliac patients compared
with 20–30% of controls.12 13 The control
population comprised 100 “normal” individu-
als (volunteer donors), randomly selected from
the local population, and were tissue typed by
the same methods as the study group.

Discussion
Previous studies have suggested that lym-
phocytic gastritis could be a manifestation of
an atypical host immune response to H
pylori.1 14 In our study 11/13 patients with lym-
phocytic gastritis were H pylori positive; we
have shown histological and symptomatic
improvement in 9/11 of these patients follow-
ing H pylori eradication, which lends some
support to this hypothesis. The relatively low
prevalence of the organism on histology,1 15 and
the discrepancy between the histological and
serological H pylori status in patients with lym-
phocytic gastritis is in keeping with previous
studies.1 5 Thus despite positive serology in all
these patients, even the “gold standard” histo-
logical test has failed to reveal Helicobacter
organisms, either bacterial or coccoid. Given
the beneficial eVect of eradication treatment we
assume that bacteria are present in very low
numbers and are not represented in the histo-
logical sections.

We have also found that the histological
expression of lymphocytic gastritis is variable
throughout the stomach and duodenum, as
shown in previous studies,1 3 and confirm that
the endoscopic appearances in lymphocytic
gastritis can vary from normal to the character-
istic varioliform gastritis picture. In this study
six patients with lymphocytic gastritis had vari-
able degrees of histological abnormality in the
duodenum, consistent with a previous study.5

Two patients had mild patchy villous atrophy,
while the other four patients had increased IEL
but with normal villous architecture. Increased
small intestinal IEL counts are present in
patients with treated coeliac disease following
gluten challenge,16 dermatitis herpetiformis,17

first degree relatives of patients with coeliac
disease,18 and those with low grade small intes-
tinal enteropathy.19 The finding of these histo-
logical abnormalities in the duodenal mucosa
gives strength to the hypothesis that at least
some patients with lymphocytic gastritis have a
more generalised disturbance of mucosal
immunity, predisposing them to gluten related
enteropathy.

We have also shown that the majority of
patients with lymphocytic gastritis possess the

DQ2 molecule encoded by the allele
DQB1*0201 which is also possessed by 95% of
the patients with coeliac disease. These find-
ings tentatively suggest a strong association of
lymphocytic gastritis with coeliac disease, and
lymphocytic gastritis may be a genetically
restricted, specific immune response to H pylori
infection.

In summary, we have shown that in non-
coeliac patients with lymphocytic gastritis who
have at least one positive test for H pylori,
eradication treatment results in both histologi-
cal and clinical improvement.
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