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Reply to reviewer’s comments

Thank you very much for reviewing our manuscript.
We have read the comments carefully and have made the corrections

required.

To editor in chief

Thank you very much for your gentle comments.

I made the title of the manuscript shorter, and I will resubmit my

manuscript according to your instructions.

To reviewer

(1) - The Authors found a major number of patients with ERD than NERD and
this is the opposite of what happens in western countries. Is there an

explanation for this difference?

Thank you very much for your valuable comment. Indeed, the proportion of
ERD patients were somehow larger than that of NERD patients in this study
against to previous reports. We have no potent explanation for this issue.
Since as many as 29 institutions participated in the present study, we believe

that our results also reveal a certain aspects of GERD patients in Japan.

(2) - The rate of response in terms of GERD symptoms is very high in this study,
even though the overlapping with dyspeptic symptoms is also frequent and
present in about two thirds of patients. As it is well known from many clinical
studies that the concomitant presence of GERD with dyspepsia or irritable
bowel symptoms is predictive of a poor response of reflux to PPIs, how can the

Authors explain the good results they obtained?



Thank you very much for your relevant comment. Surely, as you mentioned,
that NERD and concomitant dyspeptic symptoms were the significant
predictive factors of refractory GERD to PPIs therapy in our previous study
too (reference 23). Comparatively high proportion of ERD patients in our

study may, in part, explain the good response to PPIs.

(3) - Can this simple and effective questionnaire be translated and applied in

western countries or its use is limited to Asiatic populations?

The GERD-TEST has developed for diagnosing and for evaluating the
therapeutic efficacy of GERD. The English version of the GERD-TEST is
available and is attached to this manuscript as Table 1. The authors hope that
the GERD-TEST will be utilized for GERD patients in the western countries as

well as eastern countries.

(4) - This reviewer suggests to add to the reference list a relevant paper by
Savarino E et al (GUT 2009; 58:1185-1191) showing the frequent overlap of

functional dyspepsia with functional heartburn.

Thank you very much for precious comment. I quoted the relevant paper by

Savarino E et al as reference 12.

() - The discussion could be reduced in length by one third

Thank you very much for your valuable comment. I have deleted the
redundant sentences or even paragraphs, and then, made the discussion as

short as possible.

The deleted sentences or paragraph, and added sentences is marked as red

letter below.

DISCUSSION
Approximately 85% of reports from GERD patients recruited under the Montreal



definition were diagnosed as having GERD based on the results of the GERD-TEST,
providing evidence in support of the diagnostic usefulness of the GERD-TEST. The
Cronbach’s a for GERD-SS, FD-SS, and DS-SS in the GERD-TEST ranged from 0.75
to 0.82, indicating a superior internal consistency and high reliability. Significant
correlations were observed between symptom or living status |tems/subscales of the
GERD TEST and the PCS or MCS of the SF- 8 a5 RBtem

a good convergent valldlty Both GERD and FD symptoms were seen to have a clear
and consistently negative impact on the daily lives of patients, and this impact increased
with increasing symptom severity (Table 4). There was a significant and marked
reduction in GERD symptoms in response to the 4-week PPI therapy. Improvements in
FD symptoms and daily living status were also significant, though to a lesser extent
than the amelioration of GERD symptoms. Thus, the responsiveness of the
GERD-TEST to these improvements was gratifying. A comparison between responders
and non-responders according to three definitions of responders (a residual symptom
rate < 50%, a patient’s impression that was “improved” or better, and an NRS score < 5)
revealed significant and substantial differences in GERD symptoms between these two
groups, thereby indicating that the GERD-TEST has a satisfactory concurrent validity.

The GERD-TEST enabled a multifaceted evaluation not only of the severity of
symptoms, but also of the impact of the symptoms on daily life, the therapeutic
response as assessed by the patient. The GERD-TEST is expected to be a useful
diagnostic/treatment tool for both clinical research and in daily clinical practice settings,
since it consists of relatively few items and subscales that are readily understandable
and enable the detection of concurrent FD symptoms.

Symptoms of FD are often seen in patients with GERD Y. The present study results
showed that concurrent FD symptoms were noted in as many as 76% of the patients
with GERD who met the Montreal definitions, and this finding is consistent with
previous reports [r-11] Symptoms of GERD are generally known to affect various
aspects of daily I|V|ng 8 and symptoms of FD have similarly been reported to
interfere with the daily living status of patients [*>*4, resulting in a reduction in QOL. In
the present study, the results of a correlation analy5|s revealed that both GERD and FD
symptoms impair the daily life of patients, affecting eating, sleeping, daily activity and
mood (Table 4); these results support those reported by others®™ ® 14 Even if a patient
presents with a chief complaint of GERD symptoms at the time of their first visit, the
possibility that the patient’s QOL might be lowered because of concurrent FD and
GERD symptoms still exists. Therefore, cases should be carefully selected by observing
both FD symptoms and GERD symptoms, and appropriate treatment aimed at treating
the former condition should also be administered simultaneously.




Inasmuch as it is often difficult to identify concurrent FD symptoms in patients with
GERD, the use of an appropriate PRO might enable such symptoms to not be
overlooked, allowing appropriate treatment to proceed. Based on the assumption that
GERD and FD are diseases with a spectrum of overlapping symptoms U the
GERD-TEST may allow clinicians to use only one PRO instrument to measure
health-related QOL outcomes in patients with GERD, FD, or overlapping symptoms of
both conditions.

The use of an appropriate PRO tool for which both reliability and validity have been
verified is recommended to ensure evidence-based evaluations of the usefulness of a
treatment for disorders such as GERD and FD, where the treatment is primarily aimed
at symptomatic improvement . Many PRO tools have been developed and applied in
various clinical trials as well as in daily clinical practice settmgs for the dlagn05|s of
GERD and for evaluatlng therapeutlc responses (17191 1 dlaily cal-practic

&a%e&%ey% The practlcal use and dlssemlnatlon of PRO asa dlagnostlc and
evaluation tool is anticipated; however, most PROs are lengthy and complicated, and a
simple and effective PRO was previously unavailable. The GERD-TEST was developed
for this reason.

The goal of treatment for NERD, FD and irritable bowel syndrome (IBS) lies in
improving symptoms and signs characteristic of each of these disorders and thereby
lessening a patient’s sense of burden and impairment of daily living activities. A variety
of sets of criteria have been used to evaluate responses to pharmacotherapies for those
disorders. Global binary endpoints (a method in which an alternative response to each
question is provided, i.e., whether an adequate or satisfactory relief of symptoms has or
has not been obtained) and a “residual symptom rate < 50%" have both exhibited an
intense convergent validity and are capable of detecting clinically significant but
minimal changes [®!; therefore, these variables are recommended ™8 2721,




A NRS, which is mainly used to evaluate therapeutic responses in patients with chronic
pain ¥ has been proposed by the FDA as a provisional scale for evaluating abdominal
pain in patients with intractable bowel syndrome 1. An NRS has been recognized as
having “higher compliance rates, better responsiveness and ease of use, and good
applicability relative to a visual analogue scale.”

For evaluating the burden by the symptoms as well as the response to the therapy, Fthe
GERD-TEST can be applied using three definitions: i.e., a 7-grade Likert scale for
individual symptoms, the patient’s impression of the therapy (which corresponds to the
OTE), and the NRS (as recommended by various reports and guidelines), and
interestingly, the global assessments of the GERD symptoms using patient's impression
of the therapy (Q11) and NRS (Q12) well differentiated the FD symptoms (Table 9).
Therefore, evaluations of patient burden arising from various symptoms and of the
comprehensive therapeutic response using this tool are thought to be appropriate. A=




Of the plurality of therapeutic response evaluation definitions currently available, none
have been shown to be optimal for the evaluation of therapeutic responses during the
management of GERD. It is thus considered preferable to report data obtained and
analyzed using two or more therapeutlc response evaluation deflnltlons rather than any

The limitations of this study were, firstly, the clinical responses in terms of the GERD
symptoms can be evaluated using three definitions in the GERD-TEST; these
definitions were formulated chiefly for the diagnosis and treatment of GERD.
Concurrent FD symptoms, however, can only be evaluated using a residual symptom
rate. The GERD-TEST should be modified to include the patient’s impression and NRS
items, similar to the GERD symptom evaluations, to make this definition even more
useful for the diagnosis and treatment of FD. Secondly, it is generally recognized that
patients with GERD or FD present with diverse symptoms. Among patients with GERD,
non-typical symptoms such as esophageal symptoms (e.g., chest pain) and
extraesophageal symptoms (e.g., chronic cough, chronic laryngitis, asthma or dental
erosion ™) are often seen. Symptoms such as bloating, belching or nausea also develop
among patients with FD. Clinical evaluation using the GERD-TEST is focused
primarily on the cardinal symptoms of GERD and FD, and the evaluation does not
cover patient burden from other symptoms or the impacts of such symptoms on daily
life. Further investigation and clarification of these matters is also needed.

In conclusion, the psychometric characteristics of the GERD-TEST were excellent,
demonstrating good validity and reliability. The GERD-TEST is simple; and easy to
perform and is a multifaceted PRO instrument that appears to be useful for evaluating
disease-specific health-related QOL in GERD patients in both clinical trial and primary
care settings.

I should like to express my appreciation to editor in chief and reviewer for

suggesting how best to improve our papers.

Sincerely,

Koji Nakada, MD. PhD. Associate Professor

Invited manuscript ID (03262754)

Department of Laboratory Medicine, Daisan Hospital Jikei University
School of Medicine

4-11-1, Izumihoncyo, Komae-shi, Tokyo, 201-8601 Japan

Telephone: +81-3-3480-1151 ext. 3401 FAX: +81-3-3480-5700



E-mail: nakada@jikei.ac.jp



