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Abstract
Esophageal adenocarcinoma is the most rapidly increas-
ing cancer in western countries. High-grade dysplasia 
(HGD) arising from Barrett’s esophagus (BE) is the 
most important risk factor for its development, and 
when it is present the reported incidence is up to 10% 
per patient-year. Adenocarcinoma in the setting of BE 

develops through a well known histological sequence, 
from non-dysplastic Barrett’s to low grade dysplasia and 
then HGD and cancer. Endoscopic surveillance programs 
have been established to detect the presence of neo-
plasia at a potentially curative stage. Newly developed 
endoscopic treatments have dramatically changed the 
therapeutic approach of BE. When neoplasia is confined 
to the mucosal layer the risk for developing lymph node 
metastasis is negligible and can be successfully eradi-
cated by an endoscopic approach, offering a curative in-
tention treatment with minimal invasiveness. Endoscopic 
therapies include resection techniques, also known as 
tissue-acquiring modalities, and ablation therapies or 
non-tissue acquiring modalities. The aim of endoscopic 
treatment is to eradicate the whole Barrett’s segment, 
since the risk of developing synchronous and metachro-
nous lesions due to the persistence of molecular aberra-
tions in the residual epithelium is well established.

© 2011 Baishideng. All rights reserved.

Key words: Barrett’s oesophagus; Esophageal adeno-
carcinoma; Endoscopic mucosal resection; Endoscopic 
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INTRODUCTION
Esophageal adenocarcinoma (EAC) is the most rapidly 
increasing cancer in western countries. Its incidence has 
increased up to six-fold in the past decade in the United 
States[1] and it is estimated that about 10 000 new cases 
were diagnosed last year[2]. Barrett’s esophagus (BE) in-
creases the risk for developing EAC up to 30-40 times 
and the presence of  high-grade dysplasia (HGD) is the 
most important risk factor[2,3].

The global incidence of  EAC arising from BE is 0.5% 
per year[2,3] and increases to 10% per patient-year when 
HGD is present[4]. A recently published meta-analysis 
reports an estimated incidence of  6.3 cases/1000 patient-
years of  follow-up and a mortality by cancer of  3/1000 
patient-years of  follow-up[5]. Adenocarcinoma in the set-
ting of  BE develops through a well known histological 
sequence, from non-dysplastic Barrett’s to low grade dys-
plasia (LGD) and then HGD and cancer[6]. Despite the 
lack of  randomized controlled trials and cost-effective 
analysis, endoscopic surveillance programs, with targeted 
biopsies from any visible lesion and random four-quadrant 
biopsies according to the Seattle protocol[7], have been 
shown to detect the presence of  neoplasia at a potentially 
curative stage. The widely accepted approach in high-
risk selected patients; is further endoscopic surveillance 
at follow-up intervals which are determined according to 
the presence and grade of  dysplasia[8,9]. 

A careful examination with high-resolution endoscopy 
(HRE) is the first step for an appropriate selection of  pa-
tients who are potential candidates for endoscopic therapy. 
Newly developed imaging techniques such as narrow band 
imaging, autofluorescence imaging or confocal endomi-
croscopy can be helpful for detection of  early neoplastic 
lesions. Surgery has been advocated as the appropriate 
treatment for HGD due to the high reported rates of  oc-
cult adenocarcinoma in esophagectomy specimens, up to 
40% in some series[10,11]. The current consensus definition 
of  invasive cancer includes lesions involving the submu-
cosal layer (T1sm/T1b). A recent review demonstrated 
that the true prevalence of  cancer invading the submu-
cosal layer in patients with prior diagnosis of  HGD was 
12.7%[12] although subsequent studies have shown rates 
of  7%, and even lower (3%) in the absence of  visible le-
sions[13]. These large differences are explained by the use 
in several studies of  an inaccurate definition of  invasive 
cancer that included T1a lesions, and by the low propor-
tion (30%) of  patients included in these studies who had 
been enrolled in an endoscopic surveillance program with 
an appropriate biopsy protocol[12].

It is also important to keep in mind that esophagecto-
my is associated with significant morbidity and mortality 
rates, even in high volume centers[14,15] and has been per-
formed in patients with HGD or intramucosal carcinoma 
(IMC). These patients have a risk of  lymph node (LN) 
metastasis lower than 1%[16-19] and could be successfully 
treated by endoscopic therapies. Newly developed endo-
scopic treatments have dramatically changed the thera-

peutic approach of  BE. The rationale for endoscopic 
therapy is that lesions confined to the mucosal layer have 
negligible risk for developing LN metastasis and can be 
successfully eradicated by an endoscopic approach, offer-
ing a curative intention treatment with minimal invasive-
ness[20]. Risk of  LN metastasis[16,21] and tumor differentia-
tion grade[22,23] (G1 well differentiated, G2 moderately 
differentiated and G3 poorly differentiated) in early Bar-
rett’s adenocarcinoma are clearly related to the depth of  
tumor infiltration in the esophageal wall. The incidence 
of  LN metastasis is between 0% and 3% for lesions lim-
ited to the mucosa (T1m), rising to 30% when the lesion 
involves the submucosal layer[17-19]. 

A recently published study, that includes a review of  
805 endoscopic resections from 472 patients, showed 
that the depth of  invasion correlates with differentia-
tion grade (G3 0.9% in T1m1 vs 41.4% in T1sm3), lym-
phatic vessel involvement (0.6% in T1m1 vs 44.8% in 
T1sm3) and venous involvement (0% in T1m1 vs 13.8% 
in T1sm3), all well established risk factors for LN me-
tastasis[22]. According to these findings, the endoscopic 
approach is clearly indicated for IMC and might be ex-
tended to lesions with limited invasion into the submu-
cosa (< 200 μm, T1sm1) because of  the low risk for LN 
metastasis reported in some studies[24-27]. Further investi-
gations should be conducted to establish if  patients with 
type I-II lesions, superficial submucosal invasion (T1sm1) 
and low risk of  LN involvement, such as good differen-
tiation grade (G1/G2) and no lymphovascular invasion, 
could be considered candidates for endoscopic therapy in 
high volume centers[27]. Figure 1 displays the esophageal 
layers and shows the subclassification of  T1 lesions ac-
cording to the depth of  invasion. The aim of  endoscopic 
therapy is to eradicate the whole Barrett’s segment, since 
the risk of  developing synchronous and metachronous 
lesions, due to the persistence of  molecular aberrations in 
the residual epithelium, is well established[28]. Endoscopic 
eradication can be achieved through resection techniques 
(tissue-acquiring modalities), or through ablation thera-
pies (non-tissue acquiring modalities)[29,30].

ENDOSCOPIC RESECTION TECHNIQUES
Endoscopic resection is the basis of  endoscopic therapy 
for BE and has been advocated not only as a thera-
peutic approach but also as a staging tool in Barrett’s 
neoplasia. The major advantage of  the tissue-acquiring 
modalities is their ability to provide resection samples 
of  appropriate size and depth for an accurate histo-
pathological diagnosis. En-bloc resection techniques 
allow lateral resection margins to be assessed for the 
need of  further treatments[29]. In 1984 Tada et al[31] in-
troduced the use of  “strip-off  biopsy” for treatment 
of  early gastric cancer. Endoscopic mucosal resection 
(EMR) of  early esophageal neoplasia was first described 
in 1991 in two different manuscripts by Makuuchi  
et al[32] and Inoue et al[33], who published their results in 
four patients, three with squamous cell cancer and one 
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with adenocarcinoma. In all cases complete resection was 
achieved and no recurrence neither metachronous lesions 
were observed during follow-up[33]. 

Endoscopic mucosal resection
Several EMR techniques have been developed for exci-
sion of  mucosal based lesions; the most commonly used 
are the cap-assisted technique (ER-Cap) and the multi-
band ligation assisted technique (MBM). No significant 
differences in the safety and efficacy profiles have been 
reported between these two approaches. The only ob-
served difference was the maximum diameter of  the 
resected specimens, where the ER-cap method was fa-
voured[34-36]. In both modalities, after marking 2 mm away 
from the lesion margins and lifting with saline solution 
injection, the targeted area is suctioned into the cap and 
grasped by the snare or by releasing the rubber band 
to create a pseudopolyp. The lesion is then cut using a 
snare with blended-current electrocautery. If  the MBM 
technique is performed, the procedure can be carried out 
safely with no prior submucosal injection and lifting[37-40].

There is extensive experience of  performing focal 
EMR for treatment of  macroscopically visible lesions 
arising in BE. The available data show complete regres-
sion of  neoplasia in 97%-100% of  cases and 5-year 
survival rates of  98%-100%[41-54] (Table 1). EMR is the 
only endoscopic technique that has proved increasing the 
5-year survival rate in Barrett’s patients in uncontrolled 
trials[41]. In addition, endoscopic resection has been dem-
onstrated to be a highly safe technique. Alvarez-Herrero 
et al[38] reporting the outcome of  more than 1000 EMR 
procedures performed in 243 patients, observed an acute 
bleeding rate was 2.9% and delayed bleeding rate of  2.1%, 
with no perforations and successfully management of  all 
adverse events by an endoscopic approach.

The radical differences between treatments for T1m 
and T1sm tumors make a definitive histopathological 
staging essential, in order to identify the patients ame-
nable for curative endoscopic therapy. There are several 
concerns about the ability of  conventional biopsy speci-
mens to provide an accurate histological diagnosis. The 

sampling error associated with the random biopsy pro-
tocol is well known and there are also important doubts 
about the adequacy of  the depth of  specimen obtained 
with conventional biopsy forceps. Published studies have 
reported a limited reproducibility, particularly for dyspla-
sia, as well as low inter-observer agreement rates. Rates 
are between 61% and 75% when three categories are 
evaluated (no dysplasia, indefinite for dysplasia/LGD and 
HGD/carcinoma), but go down to κ value of  0.49 when 
HGD is diagnosed separately from carcinoma[55].

A recent study performed in two tertiary referral 
centers, has demonstrated a higher inter-observer agree-
ment for diagnosis of  dysplasia from the analysis of  EMR 
specimens than from conventional biopsies (κ 0.33 vs 0.22, 
P < 0.001 for LGD; 0.43 vs 0.35, P = 0.018 for HGD). 
Submucosa was present in up to 88% of  EMR specimens 
but only in 1% of  biopsy samples and the presence of  
muscularis mucosae was observed only in 58% of  biopsy 
specimens[56]. EMR samples permit an accurate evaluation 
of  depth and lateral resection margins and also provide in-
formation about the presence of  submucosal involvement. 
The histological examination of  EMR pieces can also asses 
the degree of  lymph and blood vessel invasion, important 
risk factors for the presence of  LN metastasis[57-59]. Differ-
ent studies have shown that final staging by EMR modifies 
the previous diagnosis in up to 48% of  cases[54,59,60] and 
dramatically changes the clinical management of  these 
patients (Table 2). Similar discrepancy rates have been 
reported for gastrointestinal neoplasia from other loca-
tions[61]. Finally, EMR staging has shown to be consistent 
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Figure 1  Esophageal Layers and T1 staging (HE × 100). T1m1: Lesion 
limited to the epithelial layer; T1m2: Invasion of lamina propria; T1m3: Invasion 
of muscularis mucosae; T1sm1-3: Invasion of submucosa (T1sm1 invasion into 
the superficial one third, < 200 μm).

Table 1  Focal endoscopic mucosal resection in early Barrett’s 
neoplasia

 Author n Complete regression 
of dysplasia/esopha-

geal cancer (%)

Histology Follow-
up (mo)

Ell et al[43], 2000   64 86 HGD/EC 12 ± 8 
May et al[44], 2002   28   79 (1001) HGD/EC   34 ± 10
May et al[45], 2002   70     70 (981) HGD/EC   34 ± 10 
Behrens et al[48], 2005   14   93 (1001) HGD 38
Peters et al[49], 2005   33   79 (1001) Barrett’s 

esophagus
19

Conio et al[50], 2005   39 97.5 HGD/EC 35
Ell et al[53], 2007 100 88 (991) Adenoca. 36
Pech et al[41], 2008 231 95.7 EC 61
Moss et al[54], 2010   35 77 (851) HGD/EC 31

1Results after second treatment. EC: Esophageal cancer; HGD: High grade 
dysplasia.

Table 2  Changes in final histopathological diagnosis after 
endoscopic mucosal resection

Author n Discrepant 
diagnosis (%)

Upstaging 
(%)

Downstaging 
(%)

Hull et al[59], 20061 41 39 34   5
Chennat et al[60], 2009 49    44.8 14 31
Moss et al[54], 2010 75 48 20 28

1Includes esophageal and gastric neoplasms.
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with surgical pathology staging. The presence of  free of  
disease margins in EMR samples, directly correlates with 
the absence of  residual tumor at esophagectomy[62].

The major drawback of  using focal EMR as the only 
treatment for Barrett’s neoplasia is the possible develop-
ment of  synchronous, metachronous and recurrent lesions, 
arising in the residual Barrett’s epithelium. After a mean 
follow-up period of  3 years, the reported incidence rates 
range between 11% and 47% and are even higher with lon-
ger follow-up. Because of  this, complete Barrett’s resection 
has been proposed as an alternative treatment[41-54].

Complete Barrett eradication endoscopic mucosal 
resection 
The rationale for radical endoscopic resection of  BE is 
the proven coexistence of  multifocal HGD in Barrett’s  
mucosa, the aforementioned high rate of  synchronous 
and metachronous lesions when focal EMR is performed 
as single treatment and the lack of  histological correla-
tion of  the non-tissue acquiring ablative techniques[29,30,63]. 
With this approach, the whole Barrett’s segment is eradi-
cated by endoscopic resection in a single or multiple ses-
sions, achieving the treatment of  any occult neoplasia and 
preventing the development of  any new lesion during fol-
low-up[60]. It was firstly described by Satodate et al[64], and 
since then, several studies have been conducted involving 
a total of  390 patients with HGD or IMC[54,60,63,65-69] and 
achieving complete eradication of  IM in 86% to 100% 
of  cases and eradication of  any neoplasia from 75% to 
100% of  patients (Table 3). The global recurrence rate of  

neoplasia after a follow-up period of  up to 32 mo was 3% 
(12/390), much lower than the previously reported with 
focal EMR[54,60,63,65-69]. 

Only one case of  disease progression was observed 
(0.25%) with this approach. In the largest published se-
ries, Pouw et al[63] reported one case of  progression to 
T1sm1 tumor after complete removal of  a T1m2 cancer, 
the subsequent surgery showed neither residual tumor 
nor LN involvement. In the same study, all cases with 
recurrence of  neoplasia [3 patients (1.8%), two HGD 
and one of  T1sm1 tumor] were found distally to the neo-
esophagogastric junction. This finding highlights the rec-
ommendation of  a careful inspection of  this area[63]. The 
complete Barrett’s eradication EMR (CBE-EMR) is a safe 
procedure when performed by expert endoscopists and 
complications are successfully treated by an endoscopic 
approach with no need of  additional surgery in most of  
cases (Table 4).

The major limitation for CBE-EMR is the high inci-
dence of  symptomatic stenosis, with rates reaching 50% 
in some reports. The rate of  esophageal stricture was 
related to the length of  Barrett’s resected segment[63] and 
significant statistical differences were found with regard 
to the number of  EMR procedures between patients 
who did and did not develop strictures[60]. New strate-
gies to prevent the development of  strictures should be 
evaluated[63]. A recent study reports a decrease in the in-
cidence and severity of  stricture after EMR/endoscopic 
submucosal dissection (ESD) involving more than 75% 
of  circumference when preventive dilation is performed. 
Endoscopic balloon dilation was carried out 1 wk after 
treatment and once a week thereafter, until the mucosal 
defect was healed. No complications related to endo-
scopic dilation were observed[70]. Despite the relative 
low number of  patients enrolled in these studies and the 
short follow-up period, CBE-EMR has shown excellent 
endoscopic and histological short-term results and could 
be considered as an alternative to esophagectomy in high 
volume centers for selected patients with short Barrett’s 
segment (≤ 5 cm)[60,63]. 

Endoscopic submucosal dissection 
ESD is regarded in Japan as the treatment of  choice for 
intramucosal gastric neoplasias, and when performed by 
experts the results for esophageal and colonic lesions are 
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Table 3  Complete Barrett’s eradication-endoscopic mucosal resection results

Author n Complete regression 
of intestinal 

metaplasia (%)

Complete regression 
of dysplasia/esophageal 

cancer (%)

Sessions (%) Recurrence 
(%)

Progression 
(%)

Follow-up 
(mo)

Seewald et al[65], 2003   12 100 100    2.5   0 0   9
Giovannini et al[66], 2004   21   75   86 2 14 0 18
Peters et al[67], 2006   39   89   95 3   0 0 11
Larghi et al[68], 2007   24   87 100    1.8   4 0 28
Lopes et al[69], 2007   41   76   90    1.5 12 0    31.6
Chennat et al[60], 2009   49   97 100    2.1   0 0 17
Moss et al[54], 2010   35   97   97 2   0 0 31
Pouw et al[63], 2010 169      97.6      85.2 2      1.8    0.6 27

Table 4  Complete Barrett’s eradication-endoscopic mucosal 
resection complications

 Author n Perforation 
(%)

Bleeding1 
(%)

Stricture 
(%)

Seewald et al[65], 2003   12 0 0    16.6
Giovannini et al[66], 2004   21 0 0   0
Peters et al[67], 2006   39      2.56      2.56 26
Larghi et al[68], 2007   24 0 0    12.5
Lopes et al[69], 2007   41    9.5 0        4.76
Chennat et al[60], 2009   49 0 0    36.7
Moss et al[54], 2010   35 0 0    14.3
Pouw et al[63], 2010 169    2.4    2.4 50

1Only bleeding cases in which endoscopic treatment was needed. 
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encouraging and superior to conventional EMR in terms 
of  curative resection rate and recurrence[71-73]. With this 
approach, en bloc resection can be achieved regardless of  
the size of  the lesions but it is a challenging technique, 
time consuming and is associated with a higher rate of  
adverse events[72,74,75].

The first step is marking the targeted lesion 5 mm away 
from its limits and perform submucosal injection using 
any of  the available solutions (saline solution, hyaluronic 
acid, glycerine). The addition of  epinephrine (1:100 000- 
1:300 000) is used for vasoconstriction of  small submu-
cosal vessels and indigo-carmine for a better visualization 
of  the stained submucosal layer. Incision at the proximal 
and distal margins and then circumferential cutting of  the 
surrounding mucosa is performed. Finally, dissection of  
the tissue beneath the isolated mucosa is carried out to 
achieve the removal of  the lesion in one piece. Many dif-
ferent knives have been designed and developed.

Because of  the low incidence of  BE and adenocarci-
noma in Japan and other eastern countries, the reported 
experience with early esophageal neoplasia is mainly 
limited to squamous cancer[75-81] (Table 5). Yoshinaga et 
al[82] reported a 100% of  en bloc resection and a curative 
resection rate of  up to 72% in adenocarcinoma located at 
the esophagogastric junction. When compared to EMR, 
ESD shows a better en bloc resection rate and a better 
curative resection rate (free of  disease resection margins) 
for treatment of  superficial tumors in the gastrointestinal 
tract, leading to a dramatically reduced local recurrence 
rate[75,83,84]. Perforation and bleeding were significant 

higher in the ESD group, although most of  them were 
successfully managed by endoscopic intervention. There 
were no studies from western countries and no random-
ized controlled trials included in this analysis[83-87] (Table 6). 

It is important to keep in mind that ESD is a time-
consuming and technically demanding procedure. Learn-
ing methods should be standardized, with animal models 
playing a significant role[88-90] and the technique should be 
performed in an appropriate stepwise fashion. The mini-
mum training requirements recommended by a panel of  
experts were recently published: enough previous experi-
ence with conventional EMR; knowledge of  indications, 
instruments and complications management; visits to 
expert centers and observation of  at least 15 live proce-
dures performed by the experts; hands-on experience in 
isolated animal models and live pigs; starting with treat-
ments on less challenging locations such as rectum and 
then moving to distal stomach, colon, proximal stomach 
and esophagus[73]. There is no consensus regarding of  the 
minimum case load, but Japanese experts recommend 
at least 50 ESD procedures in distal stomach before 
performing the technique in the more challenging loca-
tions[91,92]. The role of  ESD in the therapeutic algorithm 
of  BE in the western countries is still not established[87,93]. 
Long-term results with EMR techniques are excellent, as 
previously shown, and ESD is a challenging technique 
with an increased risk of  perforation compared to EMR 
and it does not provide a high R0 rate (lateral resection 
margins free of  tumor) in Barrett’s lesions. In these pa-
tients, the entire Barrett’s segment must be eradicated af-
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Table 5  Endoscopic submucosal dissection in esophageal cancer

Author n En bloc  
resection rate 

(%)

Curative resection rate 
(resection margins free 

of neoplasia) (%)

Recurrence 
(%)

Histology Follow-up 
(mo)

Oyama et al[75], 2005 102   95   95 - Squamous -
Fujishiro et al[76], 2006   43 100 -    2.3 Squamous 17
Kakushima et al[77], 2006   30   97   70  01 Adenoca.2 15
Motohashi et al[78], 2009     9 100 100 0 N/D 12
Ono et al[79], 2009   84 100   88    3.6 N/D 21
Ishii et al[80], 2010   35 100   95  01 Adenoca./Squamous 19
Neuhaus et al[81], 2010   18   83   22    5.5 BE (HGIN/IMC)      1.5
Yoshinaga et al[82], 2008   24 100   72  01 Adenoca.2 30

1R0 margin lesions (free of disease margins); 2Esophagogastric junction lesions; N/D: No data; BE: Barrett's esophagus; HGIN: High-grade intraepithelial 
neoplasia; IMC: Intramucosal carcinoma.

Table 6  Endoscopic mucosal resection vs  endoscopic submucosal dissection in esophageal cancer

Author n En bloc  resection rate (%) Curative resection rate (resection 
margins free of disease) (%)

Complications1 (%)

EMR ESD EMR ESD EMR ESD EMR ESD

Ishihara et al[84], 2008 148 29    78.5 100    57.8 97        0.03        0.03
Jung et al[85], 2008   69 37 25      97.3    53.1    86.5    12.5 16
Teoh et al[86], 2008   26 11    71.4      94.4 - -        0.06        0.36
Deprez et al[87], 2010   25 25   0   96 24 64 52 24

1Perforations + bleeding + stricture demanding dilatation. All of them were successfully treated by endoscopic approach. EMR: Endoscopic mucosal 
resection; ESD: Endoscopic submucosal dissection.
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ter resection of  any visible lesion regardless of  the nega-
tive resection margins. Thus, the potential advantages 
of  ESD compared to conventional EMR could be less 
relevant in treatment of  early Barrett’s neoplasia[93].

ABLATIVE THERAPIES
The rationale for developing new ablative methods for 
BE is the well established presence of  molecular abnor-
malities in the remaining Barrett’s epithelium after focal 
resection of  neoplastic lesions[28], making the eradication 
of  the entire Barrett’s segment essential. The current 
consensus for use of  non-tissue-acquiring modalities is 
in the eradication of  all BE after endoscopic resection of  
all visible lesions for an accurate staging. When no visible 
lesion is macroscopically detected after a carefully exami-
nation with HRE, ablative methods may be the first of  
choice therapy for HGD[29].

Radiofrequency ablation
Radiofrequency ablation (RFA) using the HALO® system 
(BÂRRX Medical Inc., Sunnyvale, California, United 
States) uniformly delivers thermal energy with a prefixed 
density (12-15 J/cm2) and power (40 W/cm2). With these 
settings, the tissue penetration depth of  the RF energy is 
limited to 500-1000 μm, which has been demonstrated as 
sufficient for the successful ablation of  esophageal epi-
thelium with no submucosal injury in animal models and 
humans[94]. The HALO360® device is a balloon catheter 
with spindle-shaped electrodes on its surface that allows 
the ablation of  3 cm long segments in a circumferential 
fashion. In order to choose the appropriate balloon size 
(available diameters 18 mm, 22 mm, 25 mm, 28 mm, 31 
mm and 34 mm) an inflatable sizing balloon is used to 
measure the esophageal inner diameter. The catheter is 
introduced into the esophagus over a guide-wire and the 
RFA is performed under endoscopic direct view. The 

HALO90® is a square-shaped catheter with the same 
electrodes on its external surface, which is attached to the 
tip of  the endoscope. It allows the focal ablation of  small 
areas of  residual Barrett’s epithelium[29,95,96].

The available data from prospective trials are sum-
marized in Table 7; they show a complete eradication of  
dysplasia in 70%-100% of  cases and the eradication of  
IM in 50% to 100%[97-111]. Several trials assessing the ef-
ficacy and safety of  RFA in BE have been conducted. 
After the publication of  several studies in non dysplastic 
BE[97-99] Ganz et colleagues in 2008 conducted the first 
study in patients with HGD. A complete regression of  
IM, any dysplasia and HGD was achieved respectively in 
54%, 80% and 90% of  the 142 enrolled patients[100]. In 
the only multicenter, randomized and sham-controlled 
trial conducted to date, 127 patients with prior diagnosis 
of  dysplastic BE (63 HGD and 64 LGD) were random-
ized in a 2:1 ratio to receive either RFA or sham endo-
scopic procedure (control group). After 1-year follow-up, 
all measured primary and secondary outcomes showed 
significant differences favoring the treatment group: pro-
gression rate, progression rate to cancer, complete regres-
sion of  IM, complete regression of  LGD and complete 
regression of  HGD[112] (Table 8). Only three relevant 
adverse events occurred in the treatment group and five 
patients (6%) developed esophageal stricture (with or 
without dysphagia), a rate markedly lower than reported 
with resection therapies[112].

A systematic review of  nine observational studies, 
involving 429 patients, and at least 12 mo of  follow-up 
was recently published[113]. After analysis, complete eradi-
cation of  IM was achieved in 46%-100% of  patients and 
complete regression of  neoplasia in 46%-100%. There 
were only 6 cases of  stenosis after treatment (1.4%) and 
no major complications were observed. RFA has proved 
to be a safe procedure. Of  all 657 patients involved in 
the aforementioned trials, only one case of  perforation 
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Table 7  Radiofrequency ablation non-randomized prospective trials

Author n Complete regression 
of intestinal 

metaplasia (%)

Complete regression 
of dysplasia/early 

cancer (%)

Patients Study Follow-
up (mo)

Roorda et al[97], 2007   13   46   71 BE Single-center 12
Sharma et al[98], 2007   70   70 - Non D-BE Multic. 12
Fleischer et al[99], 20081   70 70-98 - Non D-BE Multic. 12-30
Ganz et al[100], 2008 142      54.3 80.4-90.2 HGD Multic. 12
Pouw et al[101], 2008   44   98 - BE Single-center 21
Gondrie et al[102], 2008   11 100 100 BE Single-center 14
Gondrie et al[103], 2008   12 100 100 BE Single-center 14
Sharma et al[104], 2008   10   90 100 LGD Single-center 24
Hernandez et al[105], 2008   10   70 - BE Single-center 12
Sharma et al[106], 2009   63   79   89 LGD/HGD Single-center 24
Velanovich[107], 2009   66   93 - BE Single-center 12
Vassiliou et al[108], 2010   25      78.5 - LGD/HGD/IMC Single-center 20
Lyday et al[109], 2010 429   72   89 LGD/HGD Multic.   9
Eldaif et al[110], 2010   27 100 - Non D-BE/LGD Single-center   2
Fleischer et al[111], 20102   50   92 - Non D-BE Multic. 60

1Outcomes at 2.5 years f/u; 2Outcomes at 5 years f/u. Non D-BE: Non dysplastic Barrett’s esophagus; BE: Dysplastic and non dysplastic Barrett’s 
esophagus; LGD: Low grade dysplasia; HGD: High grade dysplasia; IMC: Intramucosal carcinoma.
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has been reported (0.15%) and only 3 patients required 
hospitalization for any complication related to ablation. 
The global rate of  stenosis is 2.3%, with all instances suc-
cessfully treated by endoscopic dilation, and the most fre-
quent adverse event is chest pain, usually controlled with 
conventional analgesics[97-111].

The Amsterdam group has reported excellent out-
comes from the stepwise treatment in patients with HGD 
and any visible lesion in the index endoscopy exam. This 
approach consists of  the resection of  all macroscopic le-
sions and the subsequent ablation by RFA of  the remain-
ing Barrett’s epithelium. Initially, circumferential ablation 
with HALO360® is performed with a maximum of  three 
sessions; thereafter focal ablation with a HALO90® de-
vice is performed in order to eradicate any residual IM, 
with the same three session limit[102,103,114-116]. Complete 
eradication of  neoplasia is achieved in up to 100% of  
cases and complete regression of  IM in 96%. Escape 
EMR is performed if  any abnormality is seen during 
follow-up. No recurrence of  neoplasia has been observed 
22 mo after treatment[114-116] (Table 9). 

One of  the most relevant concerns about RFA and 
other ablative therapies is the incidence of  buried IM after 
treatment. The aforementioned review revealed only one 
case of  buried Barrett’s epithelium, after the assessment 
of  more than 8500 biopsy samples obtained during fol-
low up from the 429 patients enrolled in the 9 analyzed 
trials[113]. No randomized controlled trials comparing RFA 
vs CBE-EMR have been conducted to date. According to 

the published data, stepwise treatment should be the treat-
ment of  choice for patients with visible lesions arising 
on HGD[117] and CBE-EMR could be recommended, in 
high volume centers, for patients with short segment BE 
(SSBE).

Photodynamic therapy 
In this technique, ablation is achieved by light activation 
of  a photosensitizer drug, which leads to oxygen radicals 
formation and thereafter cell death. The photosensitizing 
agent, usually porfimer sodium, is administered before 
the procedure and it is selectively accumulated in the ma-
lignant esophageal mucosa. Cylindrical or balloon-based 
diffuser fibers are then placed over the targeted lesion 
under endoscopic view[20,29]. The published trials have 
proved the efficacy of  photodynamic therapy (PDT) in 
eradicating Barrett’s dysplasia[118-123] (Table 10). The only 
randomized and controlled trial reported complete re-
gression of  IM in 52% of  cases and complete regression 
of  any dysplasia in 59% out of  138 patients with dysplas-
tic BE[122].

The major drawback of  PDT is the relatively high rate 
of  reported adverse events, mainly photosensitivity and 
symptomatic strictures, which have been reported in up to 
36% of  patients. Number of  PDT treatments per session, 
prior EMR and a previous history of  esophageal stenosis 
are associated with development of  strictures[124]. Buried 
glands under the neo-squamous epithelium after PDT 
have been described in up to 51% of  patients[125] and cases 
of  adenocarcinoma arising from buried Barrett’s glands 
have also been reported[120]. For all these reasons, PDT 
has been abandoned in recent years in favour of  other ab-
lation techniques. Further investigations aimed to identify 
biomarkers, which may stratify the patients more likely to 
respond to this treatment, and the development new pho-
tosensitizing agents could improve its safety profile[29]. 

Cryotherapy ablation
This is the latest added option to the therapeutical arma-
mentarium of  BE and has shown promising results in the 
available reports. For ablation, a liquid cryogen is focally 
sprayed onto the targeted lesion and results in freezing of  
the epithelium, causing intracellular disruption and isch-
emia. Liquid nitrogen and carbon dioxide have been used 
as cryogenic agents. The depth of  ablation is limited to  
2 mm and treatment sessions are performed every 4-6 wk 
until complete remission of  the IM is achieved[126]. Sev-
eral trials have shown cryotherapy as a safe and effective 

Table 8  Radiofrequency ablation randomized, prospective and sham-control trial[113]

Study characteristics Radiofrequency ablation group Sham group P  value

n = 127 Dysplastic Barrett’s esophagus patients 84 43 -
Complete regression of intestinal metaplasia 77.4%   2.3%   < 0.001
Complete regression of low grade dysplasia 90.5% 22.7%   < 0.001
Complete regression of high grade dysplasia 81.0% 19.0%   < 0.001
Global progression rate   3.6% 16.3% < 0.05
Progression to cancer rate   1.2%   9.3% < 0.05

Table 9  Stepwise treatment (endoscopic mucosal resection + 
radiofrequency ablation)

Results End of 
treatment

Follow-up 
(22 mo)

Pouw et al[115], 2010 
Complete regression of neoplasia  20/21 (95%)1   24/24 (100%)
Complete regression of intestinal 
metaplasia

 21/24 (88%)2 20/24 (83%)

Progression 0% 0%
Buried glands (1201 biopsies) 0% 0%
Pouw et al[116], 2010 
Complete regression of neoplasia   55/55 (100%) N/A
Complete regression of intestinal 
metaplasia

53/55 (96%) N/A

Progression 0% N/A
Buried glands N/D N/A

1100% after escape endoscopic mucosal resection (EMR); 296% after escape 
EMR; N/D: No data.
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tool[127-130]. Short-term results are promising with eradica-
tion rates of  IM in 46%-78% and of  dysplasia between 
79% and 87% of  cases (Table 11). No major complica-
tions have been reported except for a gastric perforation 
in one patient with Marfan syndrome. This therapy is now 
contraindicated in patients with limited distensibility of  
the stomach. Multi-center randomized trials are required 
to confirm these results and determine the long-term 
response. It is still necessary to establish the optimal treat-
ment protocol, duration and number of  cycles per session, 
and frequency of  treatment sessions. Finally, it remains to 
be determined if  there is any clinical relevant difference in 
safety or efficacy profiles between CO2 and N2

[126].

Other ablation modalities
Argon plasma coagulation has reported eradication rates of  
IM in non dysplastic Barrett’s patients of  up to 100%[131-134] 
and about 75% in cases of  HGD, although with signifi-
cant long term recurrence rates[29,135]. Techniques such 
as multipolar electrocoagulation and laser therapies have 
been replaced by the ablation modalities discussed in this 
manuscript[20,29]. 

CONCLUSION
According to the results achieved by endoscopic thera-
pies, the reported rates of  LN metastasis in lesions limit-
ed to the mucosal layer, and true prevalence of  occult in-
vasive adenocarcinoma in HGD, esophagectomy should 
not be routinely considered as a part of  therapeutical 
algorithm for HGD in BE.

Barrett’s patients with any visible superficial lesion 
should be treated by endoscopic resection for an accurate 
histopathological staging. In cases with favorable histol-
ogy, all residual Barrett’s epithelium should be ablated 

in order to avoid the risk of  developing synchronous or 
metachronous lesions. Of  all available ablation modali-
ties, RFA has shown the best efficacy and safety profile.
Patients with Barrett segment ≤ 5 cm could be consid-
ered for complete eradication by EMR in selected high 
volume centers[60,63]. The role of  endoscopic ablation 
therapies is well established for HGD. Further investiga-
tions should be conducted to establish its role in LGD 
and non-dysplastic BE.
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Biostatistical editing
Statisital review is performed after peer review. We invite an expert 
in Biomedical Statistics from to evaluate the statistical method used 
in the paper, including t-test (group or paired comparisons), chi-
squared test, Ridit, probit, logit, regression (linear, curvilinear, or 
stepwise), correlation, analysis of  variance, analysis of  covariance, 
etc. The reviewing points include: (1) Statistical methods should be 
described when they are used to verify the results; (2) Whether the 
statistical techniques are suitable or correct; (3) Only homogeneous 
data can be averaged. Standard deviations are preferred to standard 
errors. Give the number of  observations and subjects (n). Losses 
in observations, such as drop-outs from the study should be re-
ported; (4) Values such as ED50, LD50, IC50 should have their 
95% confidence limits calculated and compared by weighted probit 
analysis (Bliss and Finney); and (5) The word ‘significantly’ should 
be replaced by its synonyms (if  it indicates extent) or the P value (if  
it indicates statistical significance). 

Conflict-of-interest statement
In the interests of  transparency and to help reviewers assess any 
potential bias, WJGE requires authors of  all papers to declare any 
competing commercial, personal, political, intellectual, or religious 
interests in relation to the submitted work. Referees are also asked to 
indicate any potential conflict they might have reviewing a particular 
paper. Before submitting, authors are suggested to read “Uniform 
Requirements for Manuscripts Submitted to Biomedical Journals: 
Ethical Considerations in the Conduct and Reporting of  Research: 
Conflicts of  Interest” from International Committee of  Medical 
Journal Editors (ICMJE), which is available at: http://www.icmje.
org/ethical_4conflicts.html. 

Sample wording: [Name of  individual] has received fees for 
serving as a speaker, a consultant and an advisory board member for 
[names of  organizations], and has received research funding from 
[names of  organization]. [Name of  individual] is an employee of  
[name of  organization]. [Name of  individual] owns stocks and shares 
in [name of  organization]. [Name of  individual] owns patent [patent 
identification and brief  description]. 

Statement of informed consent
Manuscripts should contain a statement to the effect that all human 
studies have been reviewed by the appropriate ethics committee 
or it should be stated clearly in the text that all persons gave their 
informed consent prior to their inclusion in the study. Details that 
might disclose the identity of  the subjects under study should be 
omitted. Authors should also draw attention to the Code of  Ethics 
of  the World Medical Association (Declaration of  Helsinki, 1964, 
as revised in 2004).

Statement of human and animal rights
When reporting the results from experiments, authors should 
follow the highest standards and the trial should comform to Good 
Clinical Practice (for example, US Food and Drug Administration 
Good Clinical Practice in FDA-Regulated Clinical Trials; UK 
Medicines Research Council Guidelines for Good Clinical Practice 
in Clinical Trials) and/or the World Medical Association Declaration 
of  Helsinki. Generally, we suggest authors follow the lead 
investigator’s national standard. If  doubt exists whether the research 
was conducted in accordance with the above standards, the authors 
must explain the rationale for their approach and demonstrate 
that the institutional review body explicitly approved the doubtful 
aspects of  the study. 

Before submitting, authors should make their study approved 
by the relevant research ethics committee or institutional review 
board. If  human participants were involved, manuscripts must be 
accompanied by a statement that the experiments were undertaken 
with the understanding and appropriate informed consent of  each. 
Any personal item or information will not be published without 
explicit consents from the involved patients. If  experimental animals 
were used, the materials and methods (experimental procedures) 
section must clearly indicate that appropriate measures were taken to 
minimize pain or discomfort, and details of  animal care should be 
provided.

SUBMISSION OF MANUSCRIPTS
Manuscripts should be typed in 1.5 line spacing and 12 pt. Book 
Antiqua with ample margins. Number all pages consecutively, and 
start each of  the following sections on a new page: Title Page, Ab 
 stract, Introduction, Materials and Methods, Results, Discussion, 
Acknowledgements, References, Tables, Figures, and Figure Le-
gends. Neither the editors nor the publisher are responsible for the 
opinions expressed by contributors. Manuscripts formally accepted 
for publication become the permanent property of  Baishideng 
Publishing Group Co., Limited, and may not be reproduced by any 
means, in whole or in part, without the written permission of  both 
the authors and the publisher. We reserve the right to copy-edit and 
put onto our website accepted manuscripts. Authors should follow 
the relevant guidelines for the care and use of  laboratory animals 
of  their institution or national animal welfare committee. For the 
sake of  transparency in regard to the performance and reporting 
of  clinical trials, we endorse the policy of  the International Com-
mittee of  Medical Journal Editors to refuse to publish papers on 
clinical trial results if  the trial was not recorded in a publicly-acces 
sible registry at its outset. The only register now available, to our 
knowledge, is http://www. clinicaltrials.gov sponsored by the Uni 
ted States National Library of  Medicine and we encourage all po-
tential contributors to register with it. However, in the case that 
other registers become available you will be duly notified. A letter 
of  recommendation from each author’s organization should be 
provided with the contributed article to ensure the privacy and 
secrecy of  research is protected.

Authors should retain one copy of  the text, tables, photographs 
and illustrations because rejected manuscripts will not be returned 
to the author(s) and the editors will not be responsible for loss or 
damage to photographs and illustrations sustained during mailing.

Online submissions
Manuscripts should be submitted through the Online Submission 
System at: wjge@wjgnet.com. Authors are highly recommended 
to consult the ONLINE INSTRUCTIONS TO AUTHORS 
(http://www.wjgnet.com/1948-5190/g_info_20100316080002.
htm) before attempting to submit online. For assistance, authors 
encountering problems with the Online Submission System may 
send an email describing the problem to http://www.wjgnet.com/
1948-5190office/, or by telephone: +86-10-59080038. If  you 
submit your manuscript online, do not make a postal contribution. 
Repeated online submission for the same manuscript is strictly 
prohibited.

MANUSCRIPT PREPARATION
All contributions should be written in English. All articles must be 
submitted using word-processing software. All submissions must 
be typed in 1.5 line spacing and 12 pt. Book Antiqua with ample 
margins. Style should conform to our house format. Required 
information for each of  the manuscript sections is as follows:

Title page
Title: Title should be less than 12 words.

Running title: A short running title of  less than 6 words should 
be provided.

Authorship: Authorship credit should be in accordance with the 
standard proposed by International Committee of  Medical Journal 
Editors, based on (1) substantial contributions to conception and 
design, acquisition of  data, or analysis and interpretation of  data; 
(2) drafting the article or revising it critically for important intel-
lectual content; and (3) final approval of  the version to be pub
lished. Authors should meet conditions 1, 2, and 3.

Institution: Author names should be given first, then the com-
plete name of  institution, city, province and postcode. For exam-
ple, Xu-Chen Zhang, Li-Xin Mei, Department of  Pathology, 
Chengde Medical College, Chengde 067000, Hebei Province, 
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China. One author may be represented from two institutions, for 
example, George Sgourakis, Department of  General, Visceral, and 
Transplantation Surgery, Essen 45122, Germany; George Sgourakis, 
2nd Surgical Department, Korgialenio-Benakio Red Cross Hospital, 
Athens 15451, Greece

Author contributions: The format of  this section should be: Au-
thor contributions: Wang CL and Liang L contributed equally to 
this work; Wang CL, Liang L, Fu JF, Zou CC, Hong F and Wu XM 
designed the research; Wang CL, Zou CC, Hong F and Wu XM 
performed the research; Xue JZ and Lu JR contributed new rea-
gents/analytic tools; Wang CL, Liang L and Fu JF analyzed the data; 
and Wang CL, Liang L and Fu JF wrote the paper.

Supportive foundations: The complete name and number of  
supportive foundations should be provided, e.g., Supported by 
National Natural Science Foundation of  China, No. 30224801

Correspondence to: Only one corresponding address should 
be provided. Author names should be given first, then author 
title, affiliation, the complete name of  institution, city, postcode, 
province, country, and email. All the letters in the email should be 
in lower case. A space interval should be inserted between country 
name and email address. For example, Montgomery Bissell, MD, 
Professor of  Medicine, Chief, Liver Center, Gastroenterology 
Division, University of  California, Box 0538, San Francisco, CA 
94143, United States. montgomery.bissell@ucsf.edu

Telephone and fax: Telephone and fax should consist of  +, 
country number, district number and telephone or fax number, e.g., 
Telephone: +86-10-59080039  Fax: +86-10-85381893

Peer reviewers: All articles received are subject to peer review. 
Normally, three experts are invited for each article. Decision for 
acceptance is made only when at least two experts recommend 
an article for publication. Reviewers for accepted manuscripts are 
acknowledged in each manuscript, and reviewers of  articles which 
were not accepted will be acknowledged at the end of  each issue. 
To ensure the quality of  the articles published in WJGE, reviewers 
of  accepted manuscripts will be announced by publishing the 
name, title/position and institution of  the reviewer in the footnote 
accompanying the printed article. For example, reviewers: Professor 
Jing-Yuan Fang, Shanghai Institute of  Digestive Disease, Shanghai, 
Affiliated Renji Hospital, Medical Faculty, Shanghai Jiaotong 
University, Shanghai, China; Professor Xin-Wei Han, Department 
of  Radiology, The First Affiliated Hospital, Zhengzhou University, 
Zhengzhou, Henan Province, China; and Professor Anren Kuang, 
Department of  Nuclear Medicine, Huaxi Hospital, Sichuan 
University, Chengdu, Sichuan Province, China.

Abstract
There are unstructured abstracts (no more than 256 words) and 
structured abstracts (no more than 480). The specific requirements 
for structured abstracts are as follows: 

An informative, structured abstracts of  no more than 480 
words should accompany each manuscript. Abstracts for original 
contributions should be structured into the following sections. AIM 
(no more than 20 words): Only the purpose should be included. 
Please write the aim as the form of  “To investigate/study/…; 
MATERIALS AND METHODS (no more than 140 words); 
RESULTS (no more than 294 words): You should present P values 
where appropriate and must provide relevant data to illustrate 
how they were obtained, e.g. 6.92 ± 3.86 vs 3.61 ± 1.67, P < 0.001; 
CONCLUSION (no more than 26 words).

Key words
Please list 5-10 key words, selected mainly from Index Medicus, 
which reflect the content of  the study.

Text
For articles of  these sections, original articles, rapid communica-

tion and case reports, the main text should be structured into the 
following sections: INTRODUCTION, MATERIALS AND 
METHODS, RESULTS and DISCUSSION, and should include 
appropriate Figures and Tables. Data should be presented in the 
main text or in Figures and Tables, but not in both. The main 
text format of  these sections, editorial, topic highlight, case 
report, letters to the editors, can be found at: http://www.wjgnet.
com/1948-5190/g_info_20100316080002.htm. 

Illustrations
Figures should be numbered as 1, 2, 3, etc., and mentioned clearly 
in the main text. Provide a brief  title for each figure on a separate 
page. Detailed legends should not be provided under the figures. 
This part should be added into the text where the figures are 
applicable. Figures should be either Photoshop or Illustrator 
files (in tiff, eps, jpeg formats) at high-resolution. Examples can 
be found at: http://www.wjgnet.com/1007-9327/13/4520.
pdf; http://www.wjgnet.com/1007-9327/13/4554.pdf; http://
www.wjgnet.com/1007-9327/13/4891.pdf; http://www.
wjgnet.com/1007-9327/13/4986.pdf; http://www.wjgnet.
com/1007-9327/13/4498.pdf. Keeping all elements compiled is 
necessary in line-art image. Scale bars should be used rather than  
magnification factors, with the length of  the bar defined in the 
legend rather than on the bar itself. File names should identify 
the figure and panel. Avoid layering type directly over shaded or 
textured areas. Please use uniform legends for the same subjects. 
For example: Figure 1 Pathological changes in atrophic gastritis 
after treatment. A: ...; B: ...; C: ...; D: ...; E: ...; F: ...; G: …etc. It is 
our principle to publish high resolutionfigures for the printed and 
E-versions.

Tables
Three-line tables should be numbered 1, 2, 3, etc., and mentioned 
clearly in the main text. Provide a brief  title for each table. Detailed 
legends should not be included under tables, but rather added into 
the text where applicable. The information should complement, 
but not duplicate the text. Use one horizontal line under the title, a 
second under column heads, and a third below the Table, above any 
footnotes. Vertical and italic lines should be omitted.

Notes in tables and illustrations
Data that are not statistically significant should not be noted. aP < 
0.05, bP < 0.01 should be noted (P > 0.05 should not be noted). If  
there are other series of  P values, cP < 0.05 and dP < 0.01 are used. 
A third series of  P values can be expressed as eP < 0.05 and fP < 0.01. 
Other notes in tables or under illustrations should be expressed as 
1F, 2F, 3F; or sometimes as other symbols with a superscript (Arabic 
numerals) in the upper left corner. In a multi-curve illustration, each 
curve should be labeled with ●, ○, ■, □, ▲, △, etc., in a certain 
sequence.

Acknowledgments
Brief  acknowledgments of  persons who have made genuine 
contributions to the manuscript and who endorse the data and 
conclusions should be included. Authors are responsible for ob-
taining written permission to use any copyrighted text and/or 
illustrations.

REFERENCES
Coding system
The author should number the references in Arabic numerals accor-
ding to the citation order in the text. Put reference numbers in 
square brackets in superscript at the end of  citation content or after 
the cited author’s name. For citation content which is part of  the 
narration, the coding number and square brackets should be typeset 
normally. For example, “Crohn’s disease (CD) is associated with 
increased intestinal permeability[1,2]”. If  references are cited directly 
in the text, they should be put together within the text, for example, 
“From references[19,22-24], we know that...”

When the authors write the references, please ensure that 
the order in text is the same as in the references section, and also 
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ensure the spelling accuracy of  the first author’s name. Do not list 
the same citation twice. 

PMID and DOI
Pleased provide PubMed citation numbers to the reference list, 
e.g. PMID and DOI, which can be found at http://www.ncbi.
nlm.nih.gov/sites/entrez?db=pubmed and http://www.crossref.
org/SimpleTextQuery/, respectively. The numbers will be used in 
E-version of  this journal.

Style for journal references
Authors: the name of  the first author should be typed in bold-
faced letters. The family name of  all authors should be typed with 
the initial letter capitalized, followed by their abbreviated first 
and middle initials. (For example, Lian-Sheng Ma is abbreviated 
as Ma LS, Bo-Rong Pan as Pan BR). The title of  the cited article 
and italicized journal title (journal title should be in its abbreviated 
form as shown in PubMed), publication date, volume number (in 
black), start page, and end page [PMID: 11819634   DOI: 10.3748/
wjg.13.5396].

Style for book references
Authors: the name of  the first author should be typed in boldfaced 
letters. The surname of  all authors should be typed with the initial 
letter capitalized, followed by their abbreviated middle and first 
initials. (For example, Lian-Sheng Ma is abbreviated as Ma LS, Bo-
Rong Pan as Pan BR) Book title. Publication number. Publication 
place: Publication press, Year: start page and end page.

Format
Journals
English journal article (list all authors and include the PMID where 

applicable)
1 Jung EM, Clevert DA, Schreyer AG, Schmitt S, Rennert J, 

Kubale R, Feuerbach S, Jung F. Evaluation of  quantitative 
contrast harmonic imaging to assess malignancy of  liver 
tumors: A prospective controlled two-center study. World J 
Gastroenterol 2007; 13: 6356-6364 [PMID: 18081224   DOI: 
10.3748/wjg.13.6356]

Chinese journal article (list all authors and include the PMID where 
applicable)

2 Lin GZ, Wang XZ, Wang P, Lin J, Yang FD. Immunologic 
effect of  Jianpi Yishen decoction in treatment of  Pixu-diar-
rhoea. Shijie Huaren Xiaohua Zazhi 1999; 7: 285-287

In press
3 Tian D, Araki H, Stahl E, Bergelson J, Kreitman M. Signature 

of  balancing selection in Arabidopsis. Proc Natl Acad Sci USA 
2006; In press

Organization as author
4 Diabetes Prevention Program Research Group. Hyperten 

 sion, insulin, and proinsulin in participants with impaired 
glucose tolerance. Hypertension 2002; 40: 679-686 [PMID: 
12411462   PMCID:2516377   DOI :10 .1161/01 .
HYP.0000035706.28494.09]

Both personal authors and an organization as author 
5 Vallancien G, Emberton M, Harving N, van Moorselaar RJ; 

Alf-One Study Group. Sexual dysfunction in 1, 274 European 
men suffering from lower urinary tract symptoms. J Urol 
2003; 169: 2257-2261 [PMID: 12771764   DOI:10.1097/01.
ju.0000067940.76090.73]

No author given
6 21st century heart solution may have a sting in the tail. BMJ  

2002; 325 : 184 [PMID: 12142303   DOI:10.1136/
bmj.325.7357.184]

Volume with supplement
7 Geraud G, Spierings EL, Keywood C. Tolerability and safety 

of  frovatriptan with short- and long-term use for treatment 
of  migraine and in comparison with sumatriptan. Headache 
2002; 42 Suppl 2: S93-99 [PMID: 12028325   DOI:10.1046/
j.1526-4610.42.s2.7.x]

Issue with no volume
8 Banit DM, Kaufer H, Hartford JM. Intraoperative frozen 

section analysis in revision total joint arthroplasty. Clin Orthop 
Relat Res 2002; (401): 230-238 [PMID: 12151900   DOI:10.109
7/00003086-200208000-00026]

No volume or issue
9 Outreach: Bringing HIV-positive individuals into care. HRSA 

Careaction 2002; 1-6 [PMID: 12154804]

Books
Personal author(s)
10 Sherlock S, Dooley J. Diseases of  the liver and billiary system. 

9th ed. Oxford: Blackwell Sci Pub, 1993: 258-296
Chapter in a book (list all authors)
11 Lam SK. Academic investigator’s perspectives of  medical 

treatment for peptic ulcer. In: Swabb EA, Azabo S. Ulcer dis-
ease: investigation and basis for therapy. New York: Marcel 
Dekker, 1991: 431-450

Author(s) and editor(s)
12 Breedlove GK, Schorfheide AM. Adolescent pregnancy. 2nd 

ed. Wieczorek RR, editor. White Plains (NY): March of  Dimes 
Education Services, 2001: 20-34

Conference proceedings
13 Harnden P, Joffe JK, Jones WG, editors. Germ cell tumours V. 

Proceedings of  the 5th Germ cell tumours Conference; 2001 
Sep 13-15; Leeds, UK. New York: Springer, 2002: 30-56

Conference paper
14 Christensen S, Oppacher F. An analysis of  Koza's comput-

ational effort statistic for genetic programming. In: Foster JA, 
Lutton E, Miller J, Ryan C, Tettamanzi AG, editors. Genetic 
programming. EuroGP 2002: Proceedings of  the 5th Euro-
pean Conference on Genetic Programming; 2002 Apr 3-5; 
Kinsdale, Ireland. Berlin: Springer, 2002: 182-191

Electronic journal (list all authors)
15 Morse SS. Factors in the emergence of  infectious diseases. 

Emerg Infect Dis serial online, 1995-01-03, cited 1996-06-05; 
1(1): 24 screens. Available from: URL: http://www.cdc.gov/
ncidod/eid/index.htm

Patent (list all authors)
16 Pagedas AC, inventor; Ancel Surgical R&D Inc., assignee. 

Flexible endoscopic grasping and cutting device and pos-
itioning tool assembly. United States patent US 20020103498. 
2002 Aug 1

Statistical data
Write as mean ± SD or mean ± SE.

Statistical expression
Express t test as t (in italics), F test as F (in italics), chi square 
test as χ2 (in Greek), related coefficient as r (in italics), degree of  
freedom as υ (in Greek), sample number as n (in italics), and pro-
bability as P (in italics).

Units
Use SI units. For example: body mass, m (B) = 78 kg; blood pre-
ssure, p (B) = 16.2/12.3 kPa; incubation time, t (incubation) = 96 
h, blood glucose concentration, c (glucose) 6.4 ± 2.1 mmol/L; 
blood CEA mass concentration, p (CEA) = 8.6 24.5 mg/L; CO2 
volume fraction, 50 mL/L CO2, not 5% CO2; likewise for 40 g/L 
formaldehyde, not 10% formalin; and mass fraction, 8 ng/g, etc. 
Arabic numerals such as 23, 243, 641 should be read 23 243 641.

The format for how to accurately write common units and qu-
antums can be found at: http://www.wjgnet.com/wjg/help/15.doc.

Abbreviations
Standard abbreviations should be defined in the abstract and on first 
mention in the text. In general, terms should not be abbreviated 
unless they are used repeatedly and the abbreviation is helpful to 
the reader. Permissible abbreviations are listed in Units, Symbols 
and Abbreviations: A Guide for Biological and Medical Editors and 
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Authors (Ed. Baron DN, 1988) published by The Royal Society of  
Medicine, London. Certain commonly used abbreviations, such as 
DNA, RNA, HIV, LD50, PCR, HBV, ECG, WBC, RBC, CT, ESR, 
CSF, IgG, ELISA, PBS, ATP, EDTA, mAb, can be used directly 
without further explanation.

Italics
Quantities: t time or temperature, c concentration, A area, l length, 
m mass, V volume.
Genotypes: gyrA, arg 1, c myc, c fos, etc.
Restriction enzymes: EcoRI, HindI, BamHI, Kbo I, Kpn I, etc.
Biology: H. pylori, E coli, etc.

Examples for paper writing
Editorial: http://www.wjgnet.com/1948-5190/g_info_20100316 
080004.htm

Frontier: http://www.wjgnet.com/1948-5190/g_info_201003 
13155344.htm

Topic highlight: http://www.wjgnet.com/1948-5190/g_info_2010 
0316080006.htm

Observation: http://www.wjgnet.com/1948-5190/g_info_20100 
107124105.htm

Guidelines for basic research: http://www.wjgnet.com/1948-5190/
g_info_20100313155908.htm

Guidelines for clinical practice: http://www.wjgnet.com/19 
48-5190/g_info_20100313160015.htm

Review: http://www.wjgnet.com/1948-5190/g_info_20100 
107124313.htm

Original articles: http://www.wjgnet.com/1948-5190/g_info_20 
100107133454.htm

Brief  articles: http://www.wjgnet.com/1948-5190/g_info_201003 
13160645.htm

Case report: http://www.wjgnet.com/1948-5190/g_info_20100 
107133659.htm

Letters to the editor: http://www.wjgnet.com/1948-5190/g_info_ 
20100107133856.htm

Book reviews: http://www.wjgnet.com/1948-5190/g_info_201003 
13161146.htm

Guidelines: http://www.wjgnet.com/1948-5190/g_info_20100 
313161315.htm

SUBMISSION OF THE REVISED 
MANUSCRIPTS AFTER ACCEPTED
Please revise your article according to the revision policies of  
WJGE. The revised version including manuscript and high-
resolution image figures (if  any) should be copied on a floppy or 
compact disk. The author should send the revised manuscript, 
along with printed high-resolution color or black and white photos, 
copyright transfer letter, and responses to the reviewers by courier 
(such as EMS/DHL).

Editorial Office
World Journal of Gastrointestinal Endoscopy
Editorial Department: Room 903, Building D, 
Ocean International Center,
No. 62 Dongsihuan Zhonglu, 
Chaoyang District, Beijing 100025, China
E-mail: wjge@wjgnet.com
http://www.wjgnet.com
Telephone: +86-10-8538-1892
Fax: +86-10-8538-1893

Language evaluation 
The language of  a manuscript will be graded before it is sent for 
revision. (1) Grade A: priority publishing; (2) Grade B: minor 
language polishing; (3) Grade C: a great deal of  language polishing 
needed; and (4) Grade D: rejected. Revised articles should reach 
Grade A or B.

Copyright assignment form
Please download a Copyright assignment form from http://www.
wjgnet.com/1948-5190/g_info_20100107134847.htm.

Responses to reviewers
Please revise your article according to the comments/sugges-
tions provided by the reviewers. The format for responses to 
the reviewers’ comments can be found at: http://www.wjgnet.
com/1948-5190/g_info_20100107134601.htm.

Proof of financial support
For paper supported by a foundation, authors should provide a 
copy of  the document and serial number of  the foundation.

Links to documents related to the manuscript 
WJGE will be initiating a platform to promote dynamic interactions 
between the editors, peer reviewers, readers and authors. After a 
manuscript is published online, links to the PDF version of  the 
submitted manuscript, the peer-reviewers’ report and the revised 
manuscript will be put on-line. Readers can make comments on 
the peer reviewer’s report, authors’ responses to peer reviewers, 
and the revised manuscript. We hope that authors will benefit from 
this feedback and be able to revise the manuscript accordingly in a 
timely manner.

Science news releases
Authors of  accepted manuscripts are suggested to write a science 
news item to promote their articles. The news will be released 
rapidly at EurekAlert/AAAS (http://www.eurekalert.org). The 
title for news items should be less than 90 characters; the summary 
should be less than 75 words; and main body less than 500 words. 
Science news items should be lawful, ethical, and strictly based on 
your original content with an attractive title and interesting pictures.

Publication fee
WJGE is an international, peer-reviewed, Open-Access, online 
journal. Articles published by this journal are distributed under 
the terms of  the Creative Commons Attribution Non-commercial 
License, which permits use, distribution, and reproduction in any 
medium, provided the original work is properly cited, the use is 
non commercial and is otherwise in compliance with the license. 
Authors of  accepted articles must pay a publication fee. The related 
standards are as follows. Publication fee: 1300 USD per article. 
Editorial, topic highlights, book reviews and letters to the editor are 
published free of  charge.
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