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Abstract
AIM: To investigate the influence of irritable bowel 
syndrome (IBS)-like symptoms on treatment outcomes 
with pantoprazole in gastroesophageal reflux disease 
(GERD) in a real life setting.

METHODS: For this prospective, open-label, multina-
tional, multicentre study, 1888 patients assessed by 
the investigators as suffering from GERD were recruit-
ed. The patients were additionally classified as with 
or without IBS-like symptoms at baseline. They were 
treated with pantoprazole 40 mg once daily and com-
pleted the Reflux Questionnaire™ (ReQuest™) short 
version daily. Response rates and symptom scores 
were compared after 4 and 8 wk of treatment for sub-
groups defined by the subclasses of GERD [erosive 

(ERD) and non-erosive reflux disease (NERD)] and the 
presence of IBS-like symptoms.

RESULTS: IBS-like symptoms were more prevalent in 
NERD than in ERD (18.3% vs  12.7%, P = 0.0015). Re-
sponse rates after 4 and/or 8 wk of treatment were low-
er in patients with IBS-like symptoms than in patients 
without IBS-like symptoms in both ERD (Week 4: P  < 
0.0001, Week 8: P < 0.0339) and NERD (Week 8: P = 
0.0088). At baseline, ReQuest™ “lower abdominal com-
plaints” symptom scores were highest in NERD patients 
with IBS-like symptoms. Additionally, these patients had 
the strongest symptom improvement after treatment 
compared with all other subgroups.

CONCLUSION: IBS-like symptoms influence treatment 
outcome and symptom burden in GERD and should be 
considered in management. Proton pump inhibitors can 
improve IBS-like symptoms, particularly in NERD.

© 2011 Baishideng. All rights reserved.
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INTRODUCTION
Complaints in the lower abdomen associated with altered 
stool habits were commonly considered the leading char-
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acteristic of  irritable bowel syndrome (IBS). However, 
despite the overlap between gastroesophageal reflux dis-
ease (GERD) and IBS being recognised for more than 20 
years[1-3], there is still much debate about the pathophysiolo-
gy and clinical management of  lower abdominal complaints 
in patients with GERD[4-7]. Two theoretical frameworks 
have been proposed to account for the high prevalence (up 
to 71%[4,8,9]) of  IBS symptoms in GERD patients[8,10]. 

The first defines GERD and IBS as distinct disorders 
that share common underlying mechanisms [e.g. gastroin-
testinal (GI) dysmotility[9] or visceral hypersensitivity[7]] in 
symptom genesis. In contrast, the second theory integrates 
IBS-like symptoms into the spectrum of  GERD com-
plaints, and is supported by evidence that shows that IBS-
like symptoms improve after the administration of  proton 
pump inhibitors (PPIs) for the treatment of  GERD[11-14]. 

Interestingly, the prevalence of  IBS-like symptoms[15-17], 
symptom burden[15], and treatment response following 
PPI administration[18,19] differ among patients with erosive 
GERD (ERD) and non-erosive GERD (NERD). Fur-
thermore, current data suggest that the presence of  IBS-
like symptoms unfavourably affects treatment outcome 
with PPIs in some patients with GERD[8,20]. 

Given that symptom resolution is the primary goal of  
treatment for both physicians and patients, identifying and 
understanding the spectrum of  symptoms influencing the 
treatment outcome in patients with GERD seen in routine 
clinical practice is essential for providing optimal primary pa-
tient care. We therefore designed a study to closely resemble 
the conditions of  ordinary clinical practice to investigate 
these issues of  practical clinical concern in the management 
of  GERD. The aim of  the current paper is to evaluate the in-
fluence of  the presence of  IBS-like symptoms on treatment 
response to the PPI pantoprazole in patients with GERD 
(including both ERD and NERD) in a real-life setting. 

MATERIALS AND METHODS
Study design and patients
This prospective, open-label, phase Ⅲ study (BY1023/
M3-341, ClinicalTrials.gov Identifier: NCT00312806) 
used a pragmatic trial design to assess the effectiveness 
of  treatment with pantoprazole in managing GI symp-
toms in patients considered by physicians to have both 
GERD and IBS-like symptoms. A pragmatic trial design 
(as opposed to an explanatory trial) was chosen for this 
study to reflect variations among patients and doctors in 
real clinical settings, thus more accurately reflecting pa-
tients within the community in whom the treatment will 
be applied and optimising the applicability of  the trial 
findings to those clinical settings[21,22]. The current study 
was conducted worldwide in 167 centres in 21 countries 
(Argentina, Australia, Austria, Belgium, Brazil, Canada, 
France, Germany, Hong Kong, India, Italy, Malaysia, 
Mexico, Poland, Singapore, South Africa, South Korea, 
Spain, Switzerland, Taiwan, and the United Kingdom) 
according to ICH-GCP guidelines. Ethics approval was 
obtained locally by all participating centres. 

Patients aged ≥ 18 years (≥ 21 years in Argentina) were 

included if  they were considered by the investigator to have 
symptoms of  GERD and to likely comply with require-
ments for the completion of  the ReQuest™. All patients 
provided written informed consent prior to participation. 

Patients were excluded if  they: had a history of  
Zollinger-Ellison syndrome or other gastric hypersecre-
tory condition; were suffering from acute peptic ulcer 
and/or ulcer complications, inflammatory bowel disease, 
or other severe concomitant diseases; or had acid lower-
ing surgery or any other surgery of  the esophagus and/or 
upper gastrointestinal tract (excluding polypectomy and 
cholecystectomy). Those who had used acid suppressing 
medication in the last 7-10 d prior to enrolment, or any 
medication for Helicobacter pylori eradication during the 
last 28 d prior to the study were also excluded, as were 
those who had received systemic glucocorticoids or non-
steroidal anti-inflammatory drugs including COX 2 inhibi-
tors more than 5 d on demand but not more than 3 con-
secutive days during the last 28 d (with the exception of  
regular intake of  acetylsalicylic acid in dosages up to 163 
mg/d). Medications for the relief  of  acid-related symp-
toms, and systemic glucocorticoids or non-steroidal anti-
inflammatory drugs, were not permitted during the study.

At baseline, all patients underwent upper GI endoscopy 
to determine whether they had ERD or NERD; the grade 
of  GERD was determined according to the LA classifica-
tion for all patients[23]. During this visit, the investigator also 
enquired about the presence of  symptoms that would be 
consistent with IBS and answered “yes”, “no”, or “I do not 
know” to the question: “Is it possible that this patient does 
not only suffer from GERD-related symptoms, but also 
from symptoms caused by irritable bowel syndrome (IBS)?”.

Enrolled patients were treated with the PPI panto-
prazole-Na, 40 mg, provided as an oral enteric-coated 
tablet, to be taken one hour before breakfast once daily 
for eight weeks. During the eight-week period, three 
study visits were performed: visit 0 (V0, baseline), visit 1 
(V1) after four weeks of  treatment (Week 4), and visit 2 
(V2) after eight weeks of  treatment (Week 8).

Assessments
Patients completed the ReQuest™ at baseline and then 
daily starting on Day 1 (the day after V0), and continuing 
until V2 on Day 56. The ReQuest™ is a fully validated 
and easy-to-handle self-administered symptom assessment 
tool reliable for the evaluation of  treatment effects in 
ERD and NERD[11,24-27]. It comprises 67 items assigned to 
six dimensions of  GERD: acid complaints (e.g. heartburn, 
acid regurgitation, and esophageal or upper abdominal 
burning); upper abdominal/stomach complaints (e.g. up-
per abdominal pressure, pain or burning, feeling or full-
ness or incomplete bowel evacuation, and upper or lower 
back pain); lower abdominal/digestive complaints (e.g. 
pressure, cramps or pain in the lower abdomen, flatulence, 
diarrhoea and constipation); nausea; sleep disturbances; 
and other complaints[28]. For each dimension, symptom 
intensity is assessed on a 100 mm visual analogue scale 
(VAS; ranging from “not at all” to “extremely severe”) 
and symptom frequency is measured using a 7-point Lik-
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ert scale (ranging from “0” to “more than 10 times per 
day” or “continuously”). The ReQuest™ also includes a 
question about general well-being, evaluated using a VAS 
ranging from “wonderful” to “extremely poor”. 

The dimensions of  the ReQuest™ can be grouped 
into two subscales: ReQuest™-GI, which includes acid 
complaints, upper abdominal/stomach complaints, 
lower abdominal/digestive complaints, and nausea; and 
ReQuest™-WSO, comprising general well-being, sleep 
disturbances, and other complaints[28]. Each dimension 
is weighted, resulting in the following score ranges: (1) 
ReQuest™ total score: 0 to 46.28; (2) ReQuest™-GI: 0 
to 30.77; and (3) ReQuest™-WSO: 0 to 15.51.

The score range of  the two weighted individual dimen-
sions of  special interest, i.e. “acid complaints” and “lower 
abdominal complaints”, is 0 to 7.692. Patients were consid-
ered to have responded to treatment (responders) if  their 
ReQuestTM-GI score was below 1.6[28] over three consecutive 
days prior to the two scheduled visits at Week 4 and Week 8. 

Statistical analysis
The sample size was calculated based on response rates 
seen in previous studies after 8 wk of  treatment and en-
visaged a total of  2000 patients, approximately half  with 
and half  without esophagitis. A two-sided 95% confidence 
interval for a single proportion using the large sample 
normal approximation was expected to extend 0.019 from 
the observed proportion for an expected proportion of  
0.100 in patients with esophagitis (sample size 1000) and 
0.025 from the observed proportion for an expected pro-
portion of  0.200 in patients without esophagitis (sample 
size 1000). Subsequently, a total of  1928 outpatients were 

screened, resulting in an intention-to-treat (ITT) popula-
tion of  1888 patients.

Response rates were calculated at Week 4 and Week 8, 
and baseline scores and the pre-post differences (baseline 
to Week 4 and Week 8) were determined for the individ-
ual dimensions “acid complaints” and “lower abdominal 
complaints” of  the ReQuest™-GI. Subgroup analyses 
were performed based on the presence or absence of  
esophagitis (i.e. ERD or NERD), IBS-like symptoms, 
and the combination thereof. The comparison of  the 
response rates between these subgroups was performed 
using Fisher’s exact test. The baseline scores were com-
pared with the Wilcoxon rank sum test, the pre-post dif-
ferences with the Wilcoxon signed rank test.

RESULTS
Demographics and baseline characteristics
In total, 1928 outpatients were recruited in 167 centres in 
21 countries worldwide; 27 patients were not randomised 
and 13 were not eligible for inclusion, resulting in an ITT 
population of  1888 patients with GERD (Figure 1). Table 1 
presents patient demographic and baseline characteristics; 
percentages do not equal 100% due to missing values. In 
total, 694 patients (36.8%) were diagnosed with NERD 
and 1181 (62.6%) with ERD. Of  the ERD patients, 680 
(57.6%) had esophagitis grade A, 381 (32.3%) grade B, 
and 97 (8.2%) grade C. Esophagitis grade D was diag-
nosed in 23 ERD patients (1.9%). Of  the 1888 GERD 
patients, 283 presented with IBS-like symptoms (15.0%) 
and 1525 presented without those symptoms (80.8%). 
IBS-like symptoms were significantly more frequent in 
NERD (18.3%) than in ERD patients (12.7%, P = 0.0015; 
Figure 2).
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Total set (n  = 1928)

Safety set (n  = 1901)

Not randomised (n  = 27)

ITT set (n  = 1888)

Not eligible (n  = 13)

Figure 1  Flowchart of patient disposition. n: Number of patients; ITT: Inten-
tion-to-treat. 

Table 1  Demographic data and baseline characteristics [inten-
tion-to-treat population, number of patients (n) = 1888]

Age (yr), mean (SD)      47 (14.3)
Height (cm), mean (SD) 167.5 (9.6)
Weight (kg), mean (SD)   74.2 (15.8)
BMI (kg/m2), mean (SD)   26.4 (4.8)
Gender, n (%)

Female    978 (51.8)
Male    910 (48.2)

Esophagitis, n (%)
Non-erosive    694 (36.8)
Grade A    680 (36.0)
Grade B    381 (20.2)
Grade C      97 (5.1)
Grade D      23 (1.2)

Ethnic origin, n (%)
White  1326 (70.2)
Asian    352 (18.6)
Other    167 (8.8)
Black      43 (2.3)

Smoker, n (%)
Never  1179 (62.4)
Former    360 (19.1)
Current    349 (18.5)

BMI: Body mass index.

GERD patients: n  = 1888

IBS-like + 
283 (15.0%)

IBS-like - 
1525 (80.8%)

ERD patients: n  = 1181 (62.6%)

IBS-like + 
150 (12.7%)

IBS-like - 
977 (82.7%)

NERD patients: n  = 694 (36.8%)

IBS-like +a 
127 (18.3%)

IBS-like - 
541 (78.0%)

Figure 2  Subgroups of gastroesophageal reflux disease patients according 
to esophagitis and irritable bowel syndrome-like symptoms. Percentages 
do not equal 100% due to missing values. aP = 0.0015, irritable bowel syndrome 
(IBS)-like +: patients with non-erosive reflux disease (NERD) vs patients with ero-
sive (ERD). n: Number of patients; GERD: Gastroesophageal reflux disease.
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Treatment response rates for ReQuest™-GI
In total, 58.9% of  patients with GERD responded to 
pantoprazole treatment at Week 4; this increased to 71.2% 
of  patients at Week 8. Response rates were significantly 
higher for ERD patients than for NERD patients at both 
Week 4 (64.6% vs 49.2%, P < 0.0001) and Week 8 (75.5% 
vs 64.5%, P < 0.0001). Both patients with and without 
IBS-like symptoms responded to treatment at Weeks 4 
and 8 (Figure 3); however, response rates in GERD pa-
tients without IBS symptoms were significantly higher 
than in those with IBS-like symptoms at both time points 
(both P < 0.0001; Figure 3). Similarly, for patients with 
either ERD (Week 4: P < 0.0001; Week 8: P < 0.0339) or 
NERD (Week 8: P = 0.0088) response rates were higher 
if  IBS-like symptoms were absent than if  they were pres-
ent (Figure 3). 

Acid complaints and lower abdominal complaints
At baseline, the symptom scores for the ReQuest™ di-

mension “acid complaints” were 2.0 for both ERD and 
NERD (P = 0.6269). Scores remained similar irrespec-
tive of  the presence of  esophagitis or IBS-like symptoms 
(Figure 4). In contrast, baseline symptom scores for “lower 
abdominal complaints” were statistically significantly dif-
ferent in patients with ERD compared with those with 
NERD (1.1 vs 1.3, P = 0.0012). Furthermore, in both the 
ERD and NERD subgroups, patients with IBS-like symp-
toms had a significantly higher baseline score than those 
without IBS-like symptoms (both P < 0.0001, Figure 4).

There were no statistically significant differences in 
changes from baseline for the dimension “acid com-
plaints” at Week 4 or Week 8 in ERD or NERD patients 
with IBS-like symptoms compared with those without 
IBS-like symptoms (Table 2). Similarly, for patients with 
ERD, pre-post differences in the dimension “lower ab-
dominal complaints” did not statistically differ in those 
with IBS-like symptoms compared with those with-
out IBS-like symptoms at either timepoint. In contrast, 
NERD patients with IBS-like symptoms showed sig-
nificantly higher pre-post differences in the dimension 
“lower abdominal complaints” at Week 4 (P = 0.049) 

3238 July 21, 2011|Volume 17|Issue 27|WJG|www.wjgnet.com

90

80

70

60

50

40

30

20

10

0

Re
sp

on
se

 r
at

e 
(%

)

IBS-like +

IBS-like -

           GERD       ERD              NERD

     Week 4

           GERD       ERD              NERD

     Week 8

44.5

61.7

47.5

67.2

41.5

51.7

60.8

73.0
67.9

76.4

53.6

66.9

a
c

b
d

e

Figure 3  Response rates for gastroesophageal reflux disease/erosive/non-erosive reflux disease patients with or without irritable bowel syndrome-like symptoms after 4 
and 8 wk of treatment with pantoprazole. aP < 0.0001 irritable bowel syndrome (IBS)-like + vs IBS-like - in patients with gastroesophageal reflux disease (GERD) after 4 wk; bP < 0.0001 
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in patients with ERD after 8 wk, eP = 0.0088 IBS-like + vs IBS-like - in patients with non-erosive reflux disease (NERD) after 8 wk.
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Table 2  Pre-post differences of “acid complaints” and “lower 
abdominal complaints” in erosive and non-erosive reflux dis-
ease patients with and without irritable bowel syndrome-like 
symptoms after 4 and 8 wk

ERD NERD

IBS-like + IBS-like - IBS-like + IBS-like -

Acid complaints
4 wk 1.6 1.6 1.6 1.4
8 wk 1.6 1.7 1.7 1.6

Lower abdominal 
complaints

4 wk 0.7 0.7  1.0a 0.7
8 wk 1.0 0.8  1.2b 0.8

aP = 0.049 irritable bowel syndrome (IBS)-like + vs IBS-like -; bP = 0.0092 
IBS-like + vs IBS-like -. ERD/NERD: Erosive/non-erosive reflux disease.
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and Week 8 (P = 0.0092) than did NERD patients with-
out IBS-like symptoms (Table 2). Furthermore, for both 
ERD and NERD patients a higher increase of  the pre-
post differences could be shown between Week 4 and 
Week 8 for patients with IBS-like symptoms.

DISCUSSION
Using a pragmatic trial design, we investigated the influence 
of  IBS-like symptoms on treatment response to panto-
prazole and symptom burden in patients with GERD in a 
real-life setting. To represent the situation in real life clinical 
practice, patients were identified as suffering from GERD 
solely by their symptomatology, i.e. without knowledge of  
presence/absence of  esophageal lesions. All patients then 
underwent upper GI endoscopy at baseline to determine 
whether they had ERD or NERD and to grade GERD 
(LA classification). Consistent with a pragmatic design, the 
presence of  IBS-like symptoms was determined by the 
investigator by answering “yes”, “no”, or “I do not know” 
to the question: “Is it possible that this patient does not 
only suffer from GERD-related symptoms, but also from 
symptoms caused by Irritable Bowel Syndrome (IBS)?”. 
This is reflective of  real life clinical practice in many coun-
tries where general practitioners may not be familiar with 
the Rome Ⅲ criteria and IBS is largely diagnosed based on 
patient history[29,30]. Similarly, so as to reflect ordinary prac-
tice, pragmatic trials do not usually monitor patient compli-
ance with trial medication in the way that is necessary in 
most explanatory trials[31]. Consequently, we did not do so. 
Results demonstrated a significantly higher occurrence of  
IBS-like symptoms in patients with NERD than in those 
with ERD. The presence of  IBS-like symptoms reduced re-
sponse to PPI treatment in patients with GERD, irrespec-
tive of  endoscopic diagnosis of  ERD or NERD. However, 
IBS-like symptoms may also show substantial improvement 
with placebo, making the lack of  a placebo arm a limitation 
of  this study. Nonetheless, results are reflective of  what 
may be expected in clinical practice.

The significantly higher occurrence of  IBS-like symp-
toms in patients with NERD (18.3%) than in those with 
ERD (12.7%) observed in the current study has also 
been shown in the literature (ERD range: 12.0%-48.0%; 
NERD range: 21.2%-63.6%)[15,17], although inconsist-
ently[32,33]. However, the prevalence of  IBS-like symptoms 
reported in the literature was generally higher than that in 
our study, possibly because of  differences in symptom re-
porting and patient groups. For example, prevalence in the 
current study was based on the investigator’s assessment 
of  symptoms as opposed to prevalence derived from 
patient-reported symptoms in the literature. Furthermore, 
the current investigation was restricted to patients with 
GERD seeking help in a real life setting in contrast with 
population based studies presented in the literature[34].

We demonstrated a statistically significantly lower 
treatment response to pantoprazole therapy in GERD 
patients with IBS-like symptoms than in GERD patients 
without these symptoms. This difference occurred in both 

ERD and NERD, although in the latter group statistical 
significance was only found after 8 wk of  treatment. The 
response rates observed in the real life setting of  this study 
were similar to those reported in the literature and were 
consistent with lowered treatment responses in patients 
with NERD than in those with ERD[19]. They were also 
consistent with data from the literature showing that the 
presence of  IBS-like symptoms unfavourably affects the 
treatment response to PPIs, although data remain limited, 
especially in subpopulations of  patients with ERD and 
NERD[8,15]. In the current study, the calculated response 
rates were based on the symptom burden assessed using 
the ReQuest™, whereas previous studies defined response 
solely based on a reduction of  symptom burden[20,32,35], 
thus lacking a valid definition of  a response threshold. 
Nonetheless, findings based on these two approaches are 
likely to be comparable. 

In accordance with a previous analysis of  baseline 
symptom burden in GERD patients[33], baseline “acid 
complaints” symptom scores were similar in ERD and 
NERD patients and in patients with and without IBS-
like symptoms in the current study. Furthermore, the ob-
served similar pre-post differences in “acid complaints” in 
the two GERD subgroups were expected based on previ-
ous studies using the ReQuest™, which have demonstrat-
ed similar improvements of  acid-related symptoms during 
PPI therapy in both ERD and NERD patients[11,24,25]. This 
effect was independent of  IBS status, which is in line with 
existing data[32].

In this real life setting, “lower abdominal complaints” 
scores at baseline were significantly higher in NERD 
than in ERD patients, supporting previous results from 
Neumann et al (2008), which showed that NERD pa-
tients suffered more frequently from IBS symptoms 
than did patients with ERD or Barrett’s esophagus in a 
small patient population[15]. Both studies contrast with 
earlier evaluations of  the ReQuest™ database, which 
revealed no baseline score differences between ERD and 
NERD[33]. The ReQuest™ database contains data from 
23 clinical studies with symptom assessment based on 
the ReQuest™, thus representing a selected patient pop-
ulation, which may account for the differences in results 
compared with the current study conducted under real 
life conditions, in which patients were included based 
only on their GERD symptomatology.

We also found that patients with IBS-like symp-
toms had significantly higher baseline scores for “lower 
abdominal complaints” than patients without IBS-like 
symptoms in both GERD subclasses, a finding concord-
ant with previous studies[20,32]. Baseline symptom score 
differences between IBS+ and IBS- patients were even 
more pronounced than those between ERD and NERD. 
These results show that the investigator assessment of  
the presence of  IBS-like symptoms was congruent with 
patient symptom assessment via the ReQuest™.

Lower abdominal symptoms improved with panto-
prazole treatment in both ERD and NERD patients. This 
finding corresponds with earlier findings in therapeutic 
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studies using PPIs as GERD treatment[28]. Interestingly, 
of  the four subgroups, patients with NERD and IBS-like 
symptoms had the highest “lower abdominal complaints” 
symptom score at baseline and the largest clinical im-
provement following PPI therapy after 4 and 8 wk.

Although typical GERD symptoms, i.e. acid com-
plaints, improved with pantoprazole therapy at 4 wk in 
this study, treatment response rates continued to increase 
from Week 4 to Week 8, suggesting that continued eleva-
tion of  response rates may result from a reduction of  
other symptoms. These results support the concept that 
GERD is more than heartburn and IBS-like symptoms 
can be a part of  the GERD symptom spectrum. 

The proportion of  patients with ERD in the current 
study was higher than what might be expected based on 
the literature. However, because our patients were a mix 
of  primary and secondary care cases and came from many 
different countries, there is no good basis for estimating 
what the ERD:NERD ratio should be in this study. We 
can therefore only speculate on the possible explana-
tions for the observed ratio. Symptom-based diagnosis of  
GERD is most reliable when heartburn and/or regurgita-
tion are the patient’s dominant or only symptoms. When 
abdominal symptoms such as dyspepsia or IBS, which are 
more prevalent in NERD than in ERD, are also present, 
physicians may be less confident about making a diagnosis 
of  GERD. Enrolment into the trial was based on “patients 
considered to have symptoms of  GERD”; thus, recruit-
ment may have been inadvertently biased against enrolling 
patients with NERD, thereby affecting the ERD:NERD 
ratio. Nonetheless, this possibility should not affect the 
validity of  the conclusions as the results relate to patients 
in whom physicians are prepared to make the GERD di-
agnosis on the basis of  symptoms.

In conclusion, IBS-like symptoms have a distinct 
influence on the response of  GERD patients to treat-
ment with the PPI pantoprazole. The presence of  IBS-
like symptoms reduces response rates and appears to be 
higher in patients with NERD than in those with ERD. 
The exact underlying mechanisms for this remain to be 
elucidated. These findings are of  particular interest for 
the medical community as the symptom based identifica-
tion of  GERD is reflective of  the real life situation in 
daily practice. The results suggest the need to enhance the 
awareness of  physicians for the possible co-morbid oc-
currence of  IBS symptoms in GERD to improve diagno-
sis and treatment of  individuals bothered by this intricate 
complex of  symptoms.

COMMENTS
Background
The overlap of symptomatology between gastroesophageal reflux disease 
(GERD) and irritable bowel syndrome (IBS) has been increasingly recognised, 
and one theory integrates IBS-like symptoms into the spectrum of GERD com-
plaints. The presence of IBS-like symptoms may unfavourably affect treatment 
outcome in some patients with GERD, thus highlighting the importance of iden-
tifying and understanding the spectrum of symptoms influencing the treatment 
outcome in GERD patients in ordinary clinical practice.

Research frontiers
Research suggests that IBS is common in patients with GERD (both ERD and 
NERD), although these data are from a small study of outpatients (n = 71) from 
only one clinic. In the current study, the authors further evaluate the interrela-
tionship between IBS-like symptoms and GERD in a large (n = 1888), prospec-
tive, multicentre study of outpatients in a real-life setting, to help understand the 
spectrum of symptoms influencing the treatment outcomes for improved patient 
management in practice.
Innovations and breakthroughs
In a recent publication by Neumann et al (2008), IBS symptoms were common 
in GERD and found to be slightly more prevalent in NERD than in ERD; how-
ever, differences were not statistically significant, which may have resulted from 
the small sample size. The study is the largest to date to evaluate the presence 
of IBS-like symptoms in both ERD and NERD patients, and to establish the 
impact these symptoms may have on treatment response in GERD patients.
Applications 
By understanding the impact of IBS-like symptoms on response to proton pump 
inhibitor (PPI) treatment in patients with GERD, physicians can better predict 
treatment response in their patients.
Terminology
ReQuest™: a fully validated, reliable, self-administered symptom assessment 
tool for the evaluation of treatment effects in ERD and NERD. It comprises six 
dimensions of GERD: acid complaints, upper abdominal/stomach complaints, 
lower abdominal/digestive complaints, nausea, sleep disturbances, and other 
complaints, which are assessed for symptom intensity and symptom frequency. 
The ReQuest™ also includes a question about general well-being. 
Peer review
The authors investigated the influence of IBS-like symptoms on treatment 
outcomes with pantoprazole in GERD in a real life setting. The authors con-
cluded that the presence of IBS-like symptoms influences treatment outcome 
and symptom burden in GERD. They also supported the theory incorporating 
IBS-like symptoms into the spectrum of GERD by demonstrating good PPI 
response. Overall, this topic would raise quite an interest with readers. In view 
of the rarity of studies of IBS in GERD with a pragmatic attitude, this manuscript 
could possibly get frequent citations by other researchers.
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