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Abstract
AIM: To investigate the endoscopy and histology of 
short-segment Barrett’s esophagus (SSBE) and cardia 
intestinal metaplasia (CIM), and their correlation with 
Helicobacter pylori  (H. pylori ) gastritis and gastroesoph-
ageal reflux disease (GERD).

METHODS: Biopsy specimens were taken from 32 
SSBE patients and 41 CIM patients with normal ap-
pearance of the esophagogastric junction. Eight biopsy 
specimens from the lower esophagus, cardia, and gas-
tric antrum were stained with hematoxylin/eosin, Alcian 
blue/periodic acid-Schiff, Alcian blue/high iron diamine 
and Gimenez dye. Results were graded independently 
by one pathologist. 

RESULTS: The SSBE patients were younger than the 

CIM patients (P  < 0.01). The incidence of dysplasia and 
incomplete intestinal metaplasia subtype was higher in 
SSBE patients than in CIM patients (P  < 0.01). H. pylori  
infection was correlated with antral intestinal metapla-
sia (P  < 0.05), but not with reflux symptomatic, endo-
scopic, or histological markers of GERD in CIM patients. 
SSBE was correlated with reflux symptomatic and en-
doscopic esophagitis (P  < 0.01), but not with H. pylori  
infection and antral intestinal metaplasia.

CONCLUSION: Dysplasia risk is significantly greater in 
SSBE patients than in CIM patients. CIM is a manifesta-
tion of H. pylori -associated and multifocal atrophic gas-
tritis, whereas SSBE may result from GERD.
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INTRODUCTION
The incidence of  adenocarcinoma in esophagus and gas-
troesophageal junction (GEJ) has increased in recent years 
in North America, Europe, Japan and China[1-3]. Barrett’s 
esophagus (BE) is thought to be a premalignant condition 
of  esophageal adenocarcinoma, accounting for most cases 
of  adenocarcinoma of  the GEJ. The reported prevalence 
of  Barrett’s-associated adenocarcinoma varies widely, with 
an average of  10%[4-7]. A meta-analysis[8] of  4120 patients 

Ying Chang, Bin Liu, Gui-Sheng Liu, Tao Wang, Jun Gong

BRIEF ARTICLE 

World J Gastroenterol  2010 December 28; 16(48): 6151-6154
 ISSN 1007-9327 (print)  ISSN 2219-2840 (online)

© 2010 Baishideng. All rights reserved.

Online Submissions: http://www.wjgnet.com/1007-9327office
wjg@wjgnet.com
doi:10.3748/wjg.v16.i48.6151

6151 December 28, 2010|Volume 16|Issue 48|WJG|www.wjgnet.com



in China reported that BE is found in 2.44% of  patients 
undergoing endoscopy for various symptoms of  upper 
gastrointestinal tract diseases. 

It was reported that the frequency of  short-segment 
Barrett’s esophagus (SSBE), < 3 cm in length, is increased 
and implicated as a risk factor for adenocarcinoma of  the 
cardia[9-11]. Endoscopic diagnosis of  this entity is difficult 
and always requires histological demonstration of  special-
ized columnar epithelium (SCE). Since most endoscopists 
do not perform biopsies unless the columnar epithelium is 
seen to extend from the proximity to the GEJ. Short seg-
ments are frequently unrecognized. Spechler et al[12] have 
recently described the presence of  intestinal metaplasia in 
certain normal-appearing GEJ. The relation of  this condi-
tion to SSBE has not yet been investigated. 

In this study, SSBE and cardia intestinal metaplasia 
(CIM) were compared and their correlation with Helico-
bacter pylori (H. pylori) gastritis and gastroesophageal reflux 
disease (GERD) was studied, which may contribute to the 
clinical diagnosis, treatment, prevention, and susceptibility 
forecast of  BE.

MATERIALS AND METHODS
Patients
Tissue specimens used in this study were provided by The 
Sixth Hospital of  Shanghai Jiaotong University, with the 
approval of  the hospital and patients. Endoscopy was per-
formed in a standardized manner by experienced endos-
copists. Appearance of  the squamocolumnar junction was 
carefully studied in a prograde view after insufflation of  
air and retroversion in the stomach. Thirty-two consecu-
tive patients with endoscopically apparent SSBE (< 3 cm 
in length) included in the study (group A) were selected 
from The Outpatient Clinic of  our hospital over a two-
year period. Two endoscopic features of  the squamoco-
lumnar transition were considered indicative of  SSBE: a 
straight and regular Z line (< 3 cm) displaced upwards in 
relation to the GEJ (circumferential type), and an irregular 
Z line with eccentric tongues of  red mucosa extending 
above the GEJ (digital type). The severity of  SSBE was 
measured according to the Prague C&M classification[13]. 
The specimens were stained with Alcian blue (pH 2.5). 

Group B was consisted of  41 adult ambulatory con-
secutive patients who underwent upper endoscopy in our 
endoscopy unit and were considered by the endoscopist 
to have a normal-appearing GEJ. Patients with a history 
of  cancer or prior gastric/esophageal surgery were exclud-
ed, as were those who were unable to give their informed 
consent, or who had any contraindication to endoscopic 
biopsies. CIM was defined based on the presence of  bar-
rel-shaped goblet cells in normal-appearing GEJ. 

All patients included in this study were questioned about 
symptoms of  GERD (heartburn, regurgitation, and ody-
nophagia). Endoscopic signs of  esophagitis were recorded 
and graded according to the Los Angeles classification[14]. 

Endoscopy and biopsy protocol 
Biopsy specimens were taken from 32 patients with SSBE 

and 41 CIM patients with normal-appearing GEJ. Eight 
biopsy specimens, taken from the lower esophagus, cardia, 
and gastric antrum, were stained with hematoxylin/eosin, 
Alcian blue/periodic acid-Schiff  (AB/PAS, pH 2.5), AB/
high iron diamine (AB/HID) and Gimenez dye. Results 
were graded independently by one pathologist.

Histology
Formalin-fixed, paraffin-embedded biopsy samples were 
stained with hematoxylin/eosin. PAS/AB (pH 2.5) was used 
to show the presence of  acid mucins. BE was diagnosed 
based on the presence of  SCE, which was defined by the 
unequivocal demonstration of  intestinal-type goblet cells. 

Statistical analysis
Statistical analysis was performed using the χ2 test. 

RESULTS
Incidence of dysplasia in SSBE and CIM patients
The SSBE patients were younger than the CIM patients 
(P < 0.01). The incidence of  dysplasia was higher in SSBE 
patients than in CIM patients (P < 0.01) (Table 1).

Incidence of incomplete intestinal metaplasia in SSBE 
and CIM patients
The incidence of  incomplete intestinal metaplasia (IM) 
was significantly different between the two types of  epi-
thelium (P <0.01 vs CIM) (Table 2).

Prevalence of GERD in SSBE and CIM patients
The prevalence of  GERD symptoms was higher in SSBE 
patients than in CIM patients (P < 0.01), as was endo-
scopic and histological evidence of  esophagitis (Table 3). 

Correlation between H. pylori and antral IM in SSBE and 
CIM patients
The correlation between H. pylori infection and antral IM 
in SSBE and CIM patients is shown in Table 4.

DISCUSSION
Over the past two decades, the incidence of  adenocarcino-
ma of  the esophagus and gastric cardia has increased rap-
idly. BE is recognized as a precancerous lesion of  esopha-
geal adenocarcinoma in most cases of  adenocarcinoma 
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Table 1  Incidence of dysplasia in short-segment Barrett’s 
esophagus and cardia intestinal metaplasia patients

Patients n Dysplasia %

CIM 41 1 2.4
SSBE 32 4 12.5b

bP < 0.01 vs cardia intestinal metaplasia (CIM). Biopsy specimens taken 
from 41 CIM patients and 32 short-segment Barrett’s esophagus (SSBE) 
patients were stained with hematoxylin and eosin. The incidence of dys-
plasia was calculated. The incidence of dysplasia was significantly higher 
in SSBE patients than in CIM patients (12.5% vs 2.4%, P < 0.01).



of  the GEJ. Progression from metaplasia to dysplasia and 
adenocarcinoma is well documented[7]. Traditionally, BE 
is arbitrarily defined as a circumferential segment of  co-
lumnar-lined epithelium (2 or 3 cm in length) in the lower 
esophagus. However, this macroscopic definition has been 
recently questioned, because it excludes shorter segments 
and “tongues of  columnar-lined epithelium”, which are 
frequently found in the distal esophagus, and endoscopic 
measurements can be imprecise. It has therefore been 
proposed that the diagnosis of  BE should be reserved 
for patients with IM detected in biopsy specimens from 
the distal esophagus[15,16]. Recently, the presence of  CIM 
in certain normal-appearing GEJ has been described[17-19]. 
Detection of  IM in the distal esophagus as well as within 
the gastric cardia has been reported with an increasing 
frequency[15,16]. It was reported that the prevalence of  BE 
and CIM is 2%-12% and 5%-23%, respectively, in patients 
undergoing routine upper gastrointestinal endoscopy[20,21]. 
Detection of  IM in BE patients potentially commits the 
patients to regular surveillance endoscopy with biopsy. 
The incidence of  adenocarcinoma in patients with BE is 
estimated to be 30-50 times greater than that in general 
populations, and is on the increase[6,7]. However, the exact 
incidence of  cancer in patients with BE is unknown, and 
the role of  CIM as a premalignant lesion is still unclear. 
The relation of  this condition to BE has not yet been 
investigated. Whether CIM and IM originating from the 
esophageal mucosa have a common pathogenesis and 

identically associated risk factors remains unknown.
In the present study, the dysplasia risk was significantly 

higher in SSBE patients than in CIM patients (12.5% vs 
2.4%). Sharma et al [15] also compared the incidence of  
dysplasia in 177 SSBE patients and 76 CIM patients. As 
in our study, the risk of  dysplasia differed significantly 
between the two groups. Dysplasia was detected in 11.3% 
(20/177) of  SSBE patients and in 1.3% (1/76) of  CIM 
patients, indicating that dysplasia is two potentially dif-
ferent clinical processes. Future studies should separate 
SSBE from CIM to improve our understanding of  the 
pathophysiology and malignant potential of  each entity.

Although a few authors reported that the areas adja-
cent to CIM show normal foveolar epithelium, whereas 
those adjacent to BE contain pre-goblet cells that can 
be positively stained with Alcian blue[15,16]. Since these 
characteristics cannot be found in all biopsy specimens, 
it is not reliable to distinguish SSBE from CIM histologi-
cally. HID/AB staining has also been used to distinguish 
SSBE from CIM[17-19]. It was reported that IM at the GEJ 
(or ultra-short-segment BE) is more frequently found to 
express sulfomucins, which is defined as type Ⅲ IM and 
involves the surface glandular epithelium[11,17]. Liu et al[10] 
also found that the area covered by incomplete IM is sig-
nificantly greater and the level of  sulfomucins is obviously 
higher in the esophagus than in the stomach. In our study, 
the prevalence of  type Ⅲ IM was significantly higher in 
SSBE patients than in CIM patients (65.6% vs 19.5%, P < 
0.01). HID/AB staining can be used to distinguish SSBE 
from CIM initially, based on the different expressions of  
neutral mucins, sialomucins, and sulfomucins.

The incidence of  reflux symptomatic, endoscopic, or 
histological markers of  GERD was higher while that of   
H. pylori infection and antral IM was lower in SSBE pa-
tients than in CIM patients (P < 0.05). Since CIM is a 
manifestation of  H. pylori-associated and multifocal atro-
phic gastritis, and SSBE can result from GERD, it is nec-
essary to explore new and efficacious diagnostic methods 
to distinguish BE from CIM. 

cDNA microarray methods have been used in the 
study of  gene expression, DNA sequencing, novel genes 
and mutations, DNA polymorphism, drug screening, 
diagnosis of  disease, and gene mapping, since they were 
reported by Schena et al[22] in 1995. We have previously 
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Patients n Incomplete IM Complete IM %

CIM 41   8 33 19.5
SSBE 32 21 11  65.6b

Total 73 29 44 39.7

bP < 0.01 vs cardia intestinal metaplasia (CIM). Eight biopsy specimens 
taken from the lower esophagus and cardia were stained with hematoxylin/
eosin, Alcian blue/periodic acid-Schiff (pH 2.5), AB/high iron diamine or 
Gimenez dyes. The prevalence of incomplete intestinal metaplasia (IM) was 
significantly higher in short-segment Barrett’s esophagus (SSBE) patients 
than in CIM patients (65.6% vs 19.5%, P < 0.01).

Table 2  Incidence of incomplete intestinal metaplasia in 
short-segment Barrett’s esophagus and cardia intestinal meta-
plasia patients

Table 3  Incidence of reflux symptomatic, endoscopic, or his-
tological markers of gastroesophageal reflux disease in short-
segment Barrett’s esophagus and cardia intestinal metaplasia 
patients  n  (%)

Patients n Reflux 
symptoms

Endoscopic 
esophagitis

Histological features 
of reflux esophagitis

CIM 41 12 (29.3) 5 (12.2) 12 (29.3)
SSBE 32  26 (81.2)b 30 (93.8)b  31 (96.9)b

bP < 0.01 vs cardia intestinal metaplasia (CIM). All patients were questioned 
about symptoms of gastroesophageal reflux disease (GERD). Endoscopic 
signs of esophagitis were recorded and graded. All biopsy specimens were 
stained with hematoxylin and eosin. Alcian blue/periodic acid-Schiff (pH 2.5) 
was used to show the presence of acid mucins. The incidence of reflux symp-
tomatic, endoscopic, or histological markers of GERD was higher in short-
segment Barrett’s esophagus (SSBE) patients than in CIM patients (P < 0.01).

Table 4  Relation between Helicobacter pylori  infection and 
antral intestinal metaplasia in short-segment Barrett’s esopha-
gus and cardia intestinal metaplasia patients  n  (%)

Patients n Cardia H. pylori  
infection

Antral IM Antral H. pylori  
infection

CIM 41 18 (43.9) 21 (51.2) 20 (48.8)
SSBE 32    5 (15.6)a    4 (12.5)b    7 (21.9)a

aP < 0.05, bP < 0.01 vs cardia intestinal metaplasia (CIM). Eight biopsy speci-
mens taken from the lower esophagus, cardia, and gastric antrum were 
stained with Alcian blue/periodic acid-Schiff (pH 2.5) and Gimenez dyes, 
respectively. The incidence of Helicobacter pylori (H. pylori) infection and an-
tral intestinal metaplasia (IM) was lower in short-segment Barrett’s esopha-
gus (SSBE) patients than in CIM patients (aP < 0.05, bP < 0.01).
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performed an analysis of  three 4096 chips to investigate 
the difference in gene expression profiles between BE and 
CIM epithelium[23]. A total of  141 genes were screened 
that exhibited a differential expression in the three chips. 
A comparison between the two gene profiles showed that 
the gene expression patterns were different in BE and 
CIM epithelium, illustrating that detection of  differences 
in gene expression between BE and CIM with gene chips 
is a new method for the diagnosis, treatment and preven-
tion of  BE. Future studies should separate SSBE from 
CIM to improve our understanding of  the pathophysiol-
ogy and malignant potential of  such diseases.
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tion (GEJ) has increased in recent years. Barrett’s esophagus (BE) is thought 
to be a premalignant condition. Recently, the presence of cardia intestinal meta-
plasia (CIM) in certain normal-appearing GEJ has been described. The relation 
between CIM and BE has not yet been investigated. 
Research frontiers
Short-segment Barrett’s esophagus (SSBE), < 3 cm in length, has been reported 
as a risk factor for adenocarcinoma of the cardia. Whether CIM and IM originat-
ing from the esophageal mucosa have a common pathogenesis still remains 
unknown. In this study, the authors demonstrated that CIM was a manifestation 
of Helicobacter pylori (H. pylori)-associated and multifocal atrophic gastritis, 
whereas SSBE could result from gastroesophageal reflux disease (GERD).
Applications
This study describing the he different characteristics of SSBE and CIM may con-
tribute to the clinical diagnosis, treatment, prevention, and susceptibility forecast 
of BE.
Terminology
BE is thought to be a premalignant condition of esophageal adenocarcinoma, 
accounting for most cases of adenocarcinoma of the GEJ. BE is defined as IM 
detected in biopsy specimens from the distal esophagus. The extent of the Bar-
rett segment is measured according to the Prague C&M classification.
Peer review
The authors examined the different characteristics of SSBE and CIM and 
revealed that CIM was a manifestation of H. pylori-associated and multifocal 
atrophic gastritis, whereas SSBE could result from GERD. The results are inter-
esting and may contribute to the clinical diagnosis, treatment, prevention, and 
susceptibility forecast of BE.

REFERENCES
1 O'Connor JB, Falk GW, Richter JE. The incidence of adeno-

carcinoma and dysplasia in Barrett's esophagus: report on 
the Cleveland Clinic Barrett's Esophagus Registry. Am J Gas-
troenterol 1999; 94: 2037-2042

2 Akiyama T, Inamori M, Iida H, Endo H, Hosono K, Saka-
moto Y, Fujita K, Yoneda M, Takahashi H, Koide T, Tokoro C, 
Goto A, Abe Y, Shimamura T, Kobayashi N, Kubota K, Saito 
S, Nakajima A. Shape of Barrett's epithelium is associated 
with prevalence of erosive esophagitis. World J Gastroenterol 
2010; 16: 484-489

3 Zhang J, Chen XL, Wang KM, Guo XD, Zuo AL, Gong J. Bar-
rett's esophagus and its correlation with gastroesophageal 
reflux in Chinese. World J Gastroenterol 2004; 10: 1065-1068

4 Hamilton SR, Smith RR, Cameron JL. Prevalence and char-
acteristics of Barrett esophagus in patients with adenocar-
cinoma of the esophagus or esophagogastric junction. Hum 
Pathol 1988; 19: 942-948

5 Dulai GS, Guha S, Kahn KL, Gornbein J, Weinstein WM. 
Preoperative prevalence of Barrett's esophagus in esopha-

geal adenocarcinoma: a systematic review. Gastroenterology 
2002; 122: 26-33

6 Byrne JP, Mathers JM, Parry JM, Attwood SE, Bancewicz J, 
Woodman CB. Site distribution of oesophagogastric cancer. J 
Clin Pathol 2002; 55: 191-194

7 Geboes K. Barrett's esophagus: the metaplasia-dysplasia-car-
cinoma sequence: morphological aspects. Acta Gastroenterol 
Belg 2000; 63: 13-17

8 Chen X, Zhu LR, Hou XH. The characteristics of Barrett's 
esophagus: an analysis of 4120 cases in China. Dis Esophagus 
2009; 22: 348-353

9 Pereira AD, Suspiro A, Chaves P, Saraiva A, Glória L, de 
Almeida JC, Leitão CN, Soares J, Mira FC. Short segments 
of Barrett's epithelium and intestinal metaplasia in normal 
appearing oesophagogastric junctions: the same or two dif-
ferent entities? Gut 1998; 42: 659-662

10 Liu GS, Gong J, Cheng P, Zhang J, Chang Y, Qiang L. Dis-
tinction between short-segment Barrett's esophageal and 
cardiac intestinal metaplasia. World J Gastroenterol 2005; 11: 
6360-6365

11 Morales TG, Sampliner RE, Bhattacharyya A. Intestinal 
metaplasia of the gastric cardia. Am J Gastroenterol 1997; 92: 
414-418

12 Spechler SJ, Zeroogian JM, Antonioli DA, Wang HH, Goyal 
RK. Prevalence of metaplasia at the gastro-oesophageal junc-
tion. Lancet 1994; 344: 1533-1536

13 Paris Workshop on Columnar Metaplasia in the Esophagus 
and the Esophagogastric Junction, Paris, France, December 
11-12 2004. Endoscopy 2005; 37: 879-920

14 Fock KM, Talley N, Hunt R, Fass R, Nandurkar S, Lam SK, 
Goh KL, Sollano J. Report of the Asia-Pacific consensus on 
the management of gastroesophageal reflux disease. J Gastro-
enterol Hepatol 2004; 19: 357-367

15 Sharma P, Weston AP, Morales T, Topalovski M, Mayo MS, 
Sampliner RE. Relative risk of dysplasia for patients with 
intestinal metaplasia in the distal oesophagus and in the gas-
tric cardia. Gut 2000; 46: 9-13

16 Barrett MT, Yeung KY, Ruzzo WL, Hsu L, Blount PL, Sulli-
van R, Zarbl H, Delrow J, Rabinovitch PS, Reid BJ. Transcrip-
tional analyses of Barrett's metaplasia and normal upper GI 
mucosae. Neoplasia 2002; 4: 121-128

17 Voutilainen M, Färkkilä M, Juhola M, Mecklin JP, Sipponen 
P. Complete and incomplete intestinal metaplasia at the oe-
sophagogastric junction: prevalences and associations with 
endoscopic erosive oesophagitis and gastritis. Gut 1999; 45: 
644-648

18 Goldstein NS, Karim R. Gastric cardia inflammation and in-
testinal metaplasia: associations with reflux esophagitis and 
Helicobacter pylori. Mod Pathol 1999; 12: 1017-1024

19 Ruol A, Parenti A, Zaninotto G, Merigliano S, Costantini 
M, Cagol M, Alfieri R, Bonavina L, Peracchia A, Ancona E. 
Intestinal metaplasia is the probable common precursor of 
adenocarcinoma in barrett esophagus and adenocarcinoma 
of the gastric cardia. Cancer 2000; 88: 2520-2528

20 Ang TL, Fock KM, Ng TM, Teo EK, Chua TS, Tan J. A com-
parison of the clinical, demographic and psychiatric profiles 
among patients with erosive and non-erosive reflux disease 
in a multi-ethnic Asian country. World J Gastroenterol 2005; 
11: 3558-3561

21 Smith CM, Watson DI, Michael MZ, Hussey DJ. MicroR-
NAs, development of Barrett's esophagus, and progression 
to esophageal adenocarcinoma. World J Gastroenterol 2010; 
16: 531-537

22 Schena M, Shalon D, Davis RW, Brown PO. Quantitative 
monitoring of gene expression patterns with a complemen-
tary DNA microarray. Science 1995; 270: 467-470

23 Chang Y, Gong J, Liu B, Zhang J, Dai F. Gene expression 
profiling in Barrett's esophagus and cardia intestinal meta-
plasia: a comparative analysis using cDNA microarray. 
World J Gastroenterol 2004; 10: 3194-3196

S- Editor  Sun H    L- Editor  Wang XL    E- Editor  Lin YP

6154 December 28, 2010|Volume 16|Issue 48|WJG|www.wjgnet.com

 COMMENTS

Chang Y et al . Barrett’s esophagus and cardia intestinal metaplasia


