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VERSION 1 - REVIEW 

REVIEWER Carmel Hughes 
School of Pharmacy, Queen's University Belfast, Northern Ireland, 
UK 

REVIEW RETURNED 29-Sep-2014 

 

GENERAL COMMENTS The results have been confusingly presented in this paper. From 
what I can gather from some of the discussion, patients experience 
conflict when deciding whether or not to take medicines. This is not 
a particularly novel finding and has been reported for a number of 
other chronic, long-term conditions. 
 
Abstract  
As I read the result’ section, I wasn’t entirely clear what was meant 
by when they were satisfied with their decisions, accepted their lives 
as they were, this suggested that true adherence would occur.  
 
Under ‘Strengths and limitations of the study’, the second bullet point 
lists adherence as a cognition, but partial non-adherence as a 
behaviour. Why are both not behaviours?  
 
Introduction  
Page 6, line 29/30. I don’t understand the comment that the illness 
process demands that they gain control over these psychological 
effects (e.g. fear of death). How does the ‘illness process’ demand 
this?  
 
Method  
Page 6, line 51/52-Why did they select patients with gastric cancer?  
Page 6, line 57. The authors report that they conducted in-depth 
interviews. In the abstract, they stated that they undertook semi-
structured interviews. These would be viewed as two different types 
of interviews, so the authors need to clarify which type was 
undertaken.  
Page 7, line 32/33. How did the authors define ‘advanced gastric 
cancer’? And how did they exclude patients on the basis of some of 
the other issues mentioned i.e communication problems, significant 
physical discomfort. Some of the information reported on page 8 i.e. 
number of patients, mean age etc, represents results, and should be 
placed in this section.  
What informed the development of the interview guide (page 8, line 
29/30)? Did the authors refer to other studies or other types of 
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literature on adherence?  
There also needs to be some attention paid to the punctuation used 
in this paper. E.g. need to insert a comma after ‘… this study, at a 
meeting room….’ on page 8, line 29/30.  
 
Results  
I had difficulty in following the various themes and how they linked 
together. In the initial overview of findings presented on page 10, 
there seemed to be a core theme (inner conflict), and then several 
other themes/sub-themes are outlined. However, trust in the 
physician is not mentioned in this overview and is not part of Figure 
1, so I couldn’t see where it fitted in. And again, I was confused as to 
why adherence is categorised as a cognition. There is also 
something about ‘acceptance of life as it is’ on one side of the 
diagram, but nothing on the other side. I found it very difficult to 
understand the connections between the various themes and Figure 
1 doesn’t really help.  
In some of the quotes used, there is additional text e.g. page 10, line 
47/48 ‘when I was diagnosed with cancer’. Is this something that the 
patient said, or is it the authors’ interpretation or explanation in order 
to clarify a point for readers? If it is the latter, then it should be in 
non-italicised text and ‘I’ should be replaced with ‘the patient’. This is 
the convention which is used when presenting qualitative findings.  
As I have mentioned a number of times in this review, adherence 
has been classified as a ‘cognition’ and I do not understand why-see 
page 16, line 29/30. Yet, partial non-adherence (page 17) has been 
classified as a behaviour.  
 
Discussion  
Because of the way in which the Results section has been 
structured, the discussion will probably need some redrafting. 
However, based on what I have read, one of the main findings is that 
there is conflict relating to the taking of medication. This is not a 
particularly novel finding as it has been reported for a number of 
chronic diseases.  
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REVIEWER Alison Harrow 
School of Nursing and Midwifery, University of Dundee, Scotland, 
United Kingdom 

REVIEW RETURNED 03-Oct-2014 

 

GENERAL COMMENTS I think this is a well written paper and I enjoyed reading it but I feel it 
requires more work before publication.  
 
Introduction:I felt this needed strengthening. I wanted to know the 
extent of the problem being explored in this particular setting. What 
are the problems associated with non-adherence to the gastric 
cancer medication and other medications?Beliefs about medication 
has been studied and good theoretical concepts described by Rob 
Horne in particular and this was completely missing (although 
reference was made to a recent study which explored this using 
Horne's work). I feel this is an omission which needs to be 
addressed both here and in the discussion.  
Participants:It was stated that purposive and theoretical sampling 
was employed in this study but no details or rational were included 
to explain how and why this was carried out. Were all potential 
participants approached over a set period of time or did analysis of 
each interview occur before the next patient was recruited?  
Interviews: These were quite short and there is no indication of how 
these were carried out e.g. were there any structured questions 
linked to the aims of exploring particular as aspects of their 
experience e.g. adherence and how did they explore their 
perceptions of taking their medication? A supplementary file of an 
interview schedule would be useful.  
Data analysis: It would be beneficial to have supplementary files to 
show the analysis process- particularly to explain terms such as 
axial coding. Why was grounded theory the methodology used and 
how has this guided analysis. I think it is also important to have more 
details about the translation from Japanese to English- at what stage 
did this occur? Was there and meaning checking? The authors 
describe the rigour of their study but I would question whether it is 
up to the authors to determine the transferability of findings- or 
should it be the reader? I feel there is currently insufficient 
contextual and analytical detail to achieve this.  
RESULTS: I would to know more about what is meant by a core 
category and how the other themes fit with this- more detail of the 
analysis would help with this. I'm not sure how stigma fits with 
adherence and I didn't feel the quotes supported this.  
Discussion and conclusion: I think a lot of this hinges on why 
adherence is important and why it is problematic when people are 
non adherent. How do we assess beliefs and what can we do with 
this information? How might the authors suggest, based on current 
theoretical knowledge, adherence can be improved?  
Figure 1 needs description and explanation. 

 

 

 

 

 

 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2014-006699 on 14 A

pril 2015. D
ow

nloaded from
 

http://bmjopen.bmj.com/


REVIEWER James C. McElnay 
School of Pharmacy  
Queen's University Belfast 

REVIEW RETURNED 08-Oct-2014 

 

GENERAL COMMENTS Methodological review required around compliance the 'grounded 
theory' approach. 
 
This is a useful paper on an important topic, although rather 
restrictive in the numbers of patients involved and research carried 
out within a highly selected patient group, i.e. gastric cancer without 
physical discomfort , depression etc. The paper is generally well 
written and follows a logical sequence in its presentation. The paper 
requires review by a methodologist as this reviewer cannot comment 
fully on whether the full requirements of a grounded theory approach 
have been adhered to. Some specific comments which also require 
to be attended to are as follows:  
1. Page 5, final line: younger age requires further explanation. If 
children are being referred to, then the influence of parents / 
guardians needs to be included. Adolescents are a group with poor 
adherence. Is this the group that is being referred to?  
 
2. Page 7, para 3: need to define more clearly what is meant by 
communication problems, e.g. oriented to self, time, place or simply 
difficulty hearing / speaking.  
 
3. Page 8, para 3: unclear how sampling was performed, i.e. a mix 
of purposive and theoretical sampling?  
 
4. Page 9, para 2: unclear how the translations were validated.  
 
5. Page 10, para 1: Need some references to support the concept of 
inner conflict as a particular phenomenon in cancer patients.  
 
6. Page 20, para 2: first paragraph in the section ‘Reasonable 
decision making’ is unclear and requires redrafting.  
 
7. Page 22: The concern / necessity balance should refer back to 
some of the original research in this area.  
 
8. The figure adds little to the manuscript and should be removed.  
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VERSION 1 – AUTHOR RESPONSE 

Reply to the Reviewer 1  

 

Thank you very much for reviewing our manuscript. According to your comments, we revised it as 

follows.  

 

Abstract  

As I read the result’ section, I wasn’t entirely clear what was meant by when they were satisfied with 

their decisions, accepted their lives as they were, this suggested that true adherence would occur.  

 

In this study, we found that some patients experienced partial non-adherence driven from their inner 

conflict between emotional resistance and rational belief, but they re-assessed their lives through the 

experience of cancer and inner conflict, and recognised the life with cancer and their role in 

medication therapy. We believe that their recognition of their role in medication would contribute to 

true adherence. We re-organized the categories and subcategories, and revised the abstract and 

results accordingly.  

 

Abstract: Cancer patients experienced inner conflict between rational belief and emotional resistance 

to taking medication due to confrontation with cancer, doubt regarding efficacy, and concerns over 

potential harm attached to use of the agent. Although they perceived themselves as being adherent to 

medication, they reported partial non-adherent behaviours. The patients re-assessed their lives 

through the experience of inner conflict, and ultimately, they recognised their role in medication 

therapy. The expectation of their active participation in treatment suggests that true adherence would 

occur.  

Results: See our response to your comments in Results.  

 

Under ‘Strengths and limitations of the study’, the second bullet point lists adherence as a cognition, 

but partial non-adherence as a behaviour. Why are both not behaviours?  

 

Thank you for pointing it out. Our wording was confusing. We agree that adherence is behaviour. The 

patients perceived that they were adherent to medication but actually they were partial non-adherent. 

We used ‘subjective view (perceived adherence)’ instead of ‘cognition (adherence)’ throughout the 

manuscript, and added a sentence or two to avoid confusion.  

 

Introduction  

Page 6, line 29/30. I don’t understand the comment that the illness process demands that they gain 

control over these psychological effects (e.g. fear of death). How does the ‘illness process’ demand 

this?  

 

’Illness process’ is a process of psychological effects of a serious chronic illness, often leads to 

psychological vulnerability and losses of personal power, requires patients to face their life-

threatening disease, assess and reassess life, and cope with the disease. We revised it as follows:  

 

The illness process often leads to psychological vulnerability and losses of personal power, and 

demands that they gain control over these psychological effects.15  

 

Method  

Page 6, line 51/52-Why did they select patients with gastric cancer?  

 

Gastric cancer is one of the most common cancer, and the second leading cause of cancer death in 

Japan.18 Since the study supports the safety and efficacy of oral anticancer agent (TS-1®),19 it is 

important to support patients to maximize the efficacy and minimize risks of adverse effects. That’s 
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why we selected patients with gastric cancer in this study. The definition and rationale of gastric 

cancer are now included.  

 

Patients with advanced gastric cancer (defined as ‘tumor invasion beyond the muscularis propria’),17 

who were receiving more than one cycle of oral anti-cancer agents following surgery were included in 

the study. Gastric cancer is one of the most common cancer, and the second leading cause of cancer 

death in Japan.18 Since the evidence supports the safety and efficacy of oral anticancer agent (TS-

1®),19 it is important to support patients to adhere to oral chemotherapy.  

 

Page 6, line 57. The authors report that they conducted in-depth interviews. In the abstract, they 

stated that they undertook semi-structured interviews. These would be viewed as two different types 

of interviews, so the authors need to clarify which type was undertaken.  

 

We conducted semi-structured interviews to gain in-depth understanding. To clarify the methodology, 

we deleted ‘in-depth interviews’ and revised it to ‘semi-structured interviews’ in the Method section.  

 

Semi-structured interviews were used to explore individual participants’ perspectives, as only patients 

know how they manage their medication and illnesses in their daily lives.  

 

Page 7, line 32/33. How did the authors define ‘advanced gastric cancer’?  

 

Advanced gastric cancer is defined as ‘tumor invasion beyond the muscularis propria’.17 The 

definition was added to the inclusion criteria as the above reply to your comment on the selection of 

gastric cancer.  

 

And how did they exclude patients on the basis of some of the other issues mentioned i.e 

communication problems, significant physical discomfort.  

 

We added more information to the exclusion criteria as follows:  

   

Because of the presence of numerous older cancer patients, there was no cut-off age in the present 

study. We excluded patients who had communication problem (difficulties in speaking and 

understanding about symptoms and medication) and significant physical discomfort including side 

effects, anxiety or depression, assessed by the primary physician.  

 

Some of the information reported on page 8 i.e. number of patients, mean age etc, represents results, 

and should be placed in this section.  

 

We moved the patient characteristics to the Results section.  

 

What informed the development of the interview guide (page 8, line 29/30)? Did the authors refer to 

other studies or other types of literature on adherence?    

 

We developed an interview guide based on the literature regarding barriers to oral anti-cancer 

medication adherence,2,5,20 and added the literature in the Method section.  

 

Data collection  

We developed a semi-structured interview guide based on the literature regarding barriers to oral anti-

cancer medication adherence.2,5,20  

 

There also needs to be some attention paid to the punctuation used in this paper. E.g. need to insert 

a comma after ‘… this study, at a meeting room….’ on page 8, line 29/30.  
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Thank you for your advice on the punctuation. We reviewed the punctuation.  

 

Results  

I had difficulty in following the various themes and how they linked together. In the initial overview of 

findings presented on page 10, there seemed to be a core theme (inner conflict), and then several 

other themes/sub-themes are outlined. However, trust in the physician is not mentioned in this 

overview and is not part of Figure 1, so I couldn’t see where it fitted in.  

 

We re-organized the categories and subcategories, and revised the text and Tables accordingly. The 

category headings and many sub-category subheadings were confusing in the text, and therefore, the 

subheadings of subcategories were deleted.  

 

Categories  

‘Cognitive：Adherence’ was changed to ‘Subjective View: Perceived Adherence’.  

‘Acceptance of life as it is’ was changed to ‘Recognition of one’s role in  

medication therapy’.  

Sub-categories  

‘Stigma’ was deleted because the quotations did not strongly support the  

sub-category.  

‘Reasonable decision making’ was changed to ‘Acceptance of life as it is’.  

 

We revised how core category was related to categories. We deleted the figure.  

   

Inner conflict in cancer patients (Core category)  

Inner conflict in cancer patients emerged as a core category with five relevant categories (Rational 

belief, Emotional resistance, Subjective view: Perceived adherence, Behaviour: Partial non-

adherence, and Recognition of one’s role in medication therapy) (Table 2). The inner conflict occurred 

between patients’ rational belief and emotional resistance; they felt a sense of duty to survive and 

wanted to take medication as prescribed in a trustful relationship with the physician, but at the same 

time, they had negative emotions due to confrontation with cancer, doubt regarding efficacy, and 

concern over potential harm. The inner conflict caused inconsistency between their subjective view 

and behaviour. Although the cancer patients perceived themselves as adherent, both intentional and 

unintentional non-adherence episodes were reported. In the present study, all non-adherent 

behaviours reported by the participants were occasional; therefore, participants were regarded as 

partially non-adherent. The participants re-assessed their lives through the experience of cancer and 

inner conflict, they ultimately accepted their life as it was, and recognised their role in medication 

therapy. The expectation of their active participation in treatment suggests that true adherence would 

occur.  

 

And again, I was confused as to why adherence is categorised as a cognition.  

 

See our response to your comment in Abstract.  

 

There is also something about ‘acceptance of life as it is’ on one side of the diagram, but nothing on 

the other side. I found it very difficult to understand the connections between the various themes and 

Figure 1 doesn’t really help.  

 

Since no patients discontinued their medication (non-adherence) in this study, there were no 

corresponding category to the former ‘acceptance of life as it is’. It is included in the Limitation 

section, but the results were redrafted.  
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Limitation: When ‘emotional resistance’ outweighs ‘rational belief for prolonged time, non-adherence 

may occur. However, full non-adherence data were not included in this study because no patients 

discontinued their medication.  

 

In some of the quotes used, there is additional text e.g. page 10, line 47/48 ‘when I was diagnosed 

with cancer’. Is this something that the patient said, or is it the authors’ interpretation or explanation in 

order to clarify a point for readers? If it is the latter, then it should be in non-italicised text and ‘I’ 

should be replaced with ‘the patient’. This is the convention which is used when presenting qualitative 

findings.   

 

Thank you for your suggestion on the use of the quotation text. We reviewed all the quotation texts 

and used non-italicised text in case of the authors’ interpretation or explanation.  

 

As I have mentioned a number of times in this review, adherence has been classified as a ‘cognition’ 

and I do not understand why-see page 16, line 29/30. Yet, partial non-adherence (page 17) has been 

classified as a behaviour.  

 

See the above response to your comment in Abstract.  

 

Discussion  

Because of the way in which the Results section has been structured, the discussion will probably 

need some redrafting. However, based on what I have read, one of the main findings is that there is 

conflict relating to the taking of medication. This is not a particularly novel finding as it has been 

reported for a number of chronic diseases.  

 

Our study is one of a few studies reporting intentional and unintentional non-adherent episodes by 

cancer patients. We found that partial non-adherence is prevalent among cancer patients though 

inner conflict, and there is a difference between their subjective view and behaviour. We believe that 

these findings are helpful to understand and promote patients’ true adherence.  

 

Discussion was revised according to the change of the results. We included the following literature to 

explain inner conflict using the Necessity-Concerns framework.  

 

Reference:  

・Horne R, Weinman J. Patients' beliefs about prescribed medicines and their role in adherence to 

treatment in chronic physical illness. J Psychosom Res 1999;47:555-67.  

・Horne R, Chapman SC, Parham R, Freemantle N, Forbes A, Cooper V.Understanding patients' 

adherence-related beliefs about medicines prescribed for long-term conditions: a meta-analytic review 

of the Necessity-Concerns Framework. PLoS One 2013;2:e80633.  

 

 

Reply to the Reviewer 2  

 

Thank you very much for reviewing our manuscript and highlighting important points. According to 

your comments and suggestions, we revised it as follows.  

 

Introduction: I felt this needed strengthening. I wanted to know the extent of the problem being 

explored in this particular setting. What are the problems associated with non-adherence to the 

gastric cancer medication and other medications?   

 

We revised the Introduction section with the following additional sentences:  
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The illness process often leads to psychological vulnerability and losses of  personal power, and 

demands that they gain control over these psychological effects.15 Healthcare providers tend to 

promote adherence just based on whether the patient is adherent or non-adherent, however, patient 

support should be based on individual real needs with a deep understanding of their thoughts, 

feelings, and behaviours.  

 

Beliefs about medication has been studied and good theoretical concepts described by Rob Horne in 

particular and this was completely missing (although reference was made to a recent study which 

explored this using Horne's work). I feel this is an omission which needs to be addressed both here 

and in the discussion.  

 

Thank you for introducing important literature. We cited the following studies in the Introduction and 

Discussion sections. Discussion was revised according to the change of the results.  

 

Reference:  

・Horne R, Weinman J. Patients' beliefs about prescribed medicines and their role in adherence to 

treatment in chronic physical illness. J Psychosom Res 1999;47:555-67.  

・Horne R, Chapman SC, Parham R, Freemantle N, Forbes A, Cooper V.Understanding patients' 

adherence-related beliefs about medicines prescribed for long-term conditions: a meta-analytic review 

of the Necessity-Concerns Framework. PLoS One 2013;2:e80633.  

 

Introduction: Patients’ beliefs about medication are stronger predictors of adherence than clinical and 

socio-demographic factors.9 A meta-analysis indicates the importance of patient support based on 

the Necessity – Concerns Framework that patients’ balance of their perceived need of the treatment 

(Necessity beliefs) and concerns about the potential adverse consequences (Concern) affects 

adherence.10  

Discussion: Our results supports the Necessity-Concerns Framework from patients’ perspectives in 

Asian culture that patients are adherent to treatment when their perceived benefits outweigh their 

concerns.9, 10  

 

Participants: It was stated that purposive and theoretical sampling was employed in this study but no 

details or rational were included to explain how and why this was carried out.  

 

We rewrote the sampling process as follows:  

 

We performed purposive sampling in the initial stage of the study to maximize possibilities of 

obtaining data in order to examine the phenomenon. Then, we employed theoretical sampling in 

which we collected further data while analysing the data that had already been collected.  

 

Were all potential participants approached over a set period of time or did analysis of each interview 

occur before the next patient was recruited?  

 

Our interviews and analyses occurred as follows.  

The 1st and 2nd interviews  

Analysis and meeting  

The 3rd interview  

Analysis  

The 4th and 5th interviews  

Analysis and meeting  

The 6th, 7th and 8th interviews  

Analysis and meeting  

The 9th and 10th interviews  
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Analysis and meeting  

The 11th and 12th interviews  

Analysis  

The 13th interview  

Analysis  

The 14th interview  

Analysis and meeting  

 

The following sentence was included in the recruitment.  

Participants were recruited after each analysis until we reached the saturation.  

 

Interviews: These were quite short and there is no indication of how these were carried out e.g. were 

there any structured questions linked to the aims of exploring particular as aspects of their experience 

e.g. adherence and how did they explore their perceptions of taking their medication? A 

supplementary file of an interview schedule would be useful.  

 

A supplementary file (1) of an interview schedule is now included to explain how semi-structured 

interviews were carried out.  

   

Data analysis: It would be beneficial to have supplementary files to show the analysis process- 

particularly to explain terms such as axial coding. Why was grounded theory the methodology used 

and how has this guided analysis.   

 

The analysis process is shown in a supplementary file (2).  

 

I think it is also important to have more details about the translation from Japanese to English- at what 

stage did this occur? Was there and meaning checking?  

 

Once all the themes and supporting quotations were finalized for the manuscript, a professional 

Japanese translator translated them, and a native English speaking editor checked the English 

expressions. Finally, the authors validated the translation from Japanese to English. We usually do 

back-translation for developing the Japanese version of the western scale. But we do not do back-

translation for our qualitative studies because it costs too much money which is not feasible and also 

we do not think that it is necessary. We clarified the translation process.  

 

Once the themes and quotations to support them had been finalized, they were translated into English 

by a professional translator, and edited by a native English speaking editor. Finally, the authors 

validated the translation from Japanese to English.  

 

The authors describe the rigour of their study but I would question whether it is up to the authors to 

determine the transferability of findings- or should it be the reader?  

I feel there is currently insufficient contextual and analytical detail to achieve this.  

 

We agree with the reviewer’s comment and deleted it.  

 

RESULTS: I would to know more about what is meant by a core category and how the other themes 

fit with this- more detail of the analysis would help with this.  

 

We re-organized the categories and subcategories, and revised the text and Tables accordingly. The 

category headings and many sub-category subheadings were confusing in the text, and therefore, the 

subheadings of subcategories were deleted.  
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Categories  

‘Cognitive：Adherence’ was changed to ‘Subjective View: Perceived Adherence’.  

‘Acceptance of life as it is’ was changed to ‘Recognition of one’s role in  

medication therapy’.  

Sub-categories  

‘Stigma’ was deleted because the quotations did not strongly support the  

sub-category.  

‘Reasonable decision making’ was changed to ‘Acceptance of life as it is’.  

 

We revised how core category was related to categories. We deleted the figure.  

   

Inner conflict in cancer patients (Core category)  

Inner conflict in cancer patients emerged as a core category with five relevant categories (Rational 

belief, Emotional resistance, Subjective view: Perceived adherence, Behaviour: Partial non-

adherence, and Recognition of one’s role in medication therapy) (Table 2). The inner conflict occurred 

between patients’ rational belief and emotional resistance; they felt a sense of duty to survive and 

wanted to take medication as prescribed in a trustful relationship with the physician, but at the same 

time, they had negative emotions due to confrontation with cancer, doubt regarding efficacy, and 

concern over potential harm. The inner conflict caused inconsistency between their subjective view 

and behaviour. Although the cancer patients perceived themselves as adherent, both intentional and 

unintentional non-adherence episodes were reported. In the present study, all non-adherent 

behaviours reported by the participants were occasional; therefore, participants were regarded as 

partially non-adherent. The participants re-assessed their lives through the experience of cancer and 

inner conflict, they ultimately accepted their life as it was, and recognised their role in medication 

therapy. The expectation of their active participation in treatment suggests that true adherence would 

occur.  

 

I'm not sure how stigma fits with adherence and I didn't feel the quotes supported this.  

 

We agreed that the quotations were not strong enough to support ‘stigma’ sub-category, and 

therefore, we deleted ‘stigma’ sub-category.  

 

Discussion and conclusion: I think a lot of this hinges on why adherence is important and why it is 

problematic when people are non adherent. How do we assess beliefs and what can we do with this 

information? How might the authors suggest, based on current theoretical knowledge, adherence can 

be improved?  

 

We rewrote the discussion according to the change of results, described more specific implications 

and changed the last part of conclusion.  

 

Conclusion: Understanding patients’ inner conflict between rational beliefs and emotional resistance 

facilitates sharing problems with patients, and considering the inconsistency between their subjective 

view and behaviour helps healthcare providers to develop effective interventions. These patient-

centred approaches are fundamental to support patient adherence.  

 

   

Figure 1 needs description and explanation.  

We deleted the figure.  

 

My view is that this is an interesting paper looking at adherence from a different cultural perspective 

and finding quite similar results and that this needs to be more fully considered in the discussion. I 

would also welcome more detail of the analysis process and how grounded theory was used.  
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Thank you for the opportunity to review your paper. I enjoyed reading it and was very interested in 

your findings. I would like more information about the analysis process and how your codes were 

derived. I also feel that you should look at the necessity-concerns framework as your work has some 

similarities with this well-developed framework.  

 

 

Reply to the Reviewer 3  

 

Thank you very much for reviewing our manuscript. According to your comments, we revised it as 

follows.  

 

1. Page 5, final line: younger age requires further explanation. If children are being referred to, then 

the influence of parents / guardians needs to be included. Adolescents are a group with poor 

adherence. Is this the group that is being referred to?  

 

The ‘younger age’ in the literature does not mean children but adults in their 40s and 50s compared 

with those in their 70s or over. The participants of our study also included middle-aged and older 

patients. We used more clear description about the age group in the citation.  

 

Causes of intentional non-adherence include lifestyle, negative emotions, and greater severity of side 

effects,7 while socio-demographic factors, such as male gender and middle age, are mainly 

associated with unintentional non-adherence.6  

 

2. Page 7, para 3: need to define more clearly what is meant by communication problems, e.g. 

oriented to self, time, place or simply difficulty hearing / speaking.  

 

We added more information about the exclusion criteria as follows:  

   

Because of the presence of numerous older cancer patients, there was no cut-off age in the present 

study. We excluded patients who had communication problem (difficulties in speaking and 

understanding about symptoms and medication), significant physical discomfort including side effects, 

anxiety or depression, assessed by the primary physician.  

 

3. Page 8, para 3: unclear how sampling was performed, i.e. a mix of purposive and theoretical 

sampling?  

 

Purposive sampling is employed in the initial stage of qualitative research, and theoretical sampling 

decides what data to collect next by checking emerging theory. We rewrote the sampling process as 

follows:  

 

We performed purposive sampling in the initial stage of the study to maximize possibilities of 

obtaining data in order to examine the phenomenon. Then, we employed theoretical sampling in 

which we collected further data while analysing the data that had already been collected.  

 

4. Page 9, para 2: unclear how the translations were validated.  

 

Once all the themes and supporting quotations were finalized for the manuscript, a professional 

Japanese translator translated them, and a native English speaking editor checked the English 

expressions. Finally, the authors validated the translation from Japanese to English. We usually do 

back-translation for developing the Japanese version of the western scale. But we do not do back-

translation for our qualitative studies because it costs too much money which is not feasible and also 
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we do not think that it is necessary. We clarified the translation process.  

 

Once the themes and quotations to support them had been finalized, they were translated into English 

by a professional translator, and edited by a native English speaking editor. Finally, the authors 

validated the translation from Japanese to English.  

 

5. Page 10, para 1: Need some references to support the concept of inner conflict as a particular 

phenomenon in cancer patients.  

 

We named an emerging core concept as ‘Inner conflict’ from data analysis according to the method of 

qualitative study. However, the concept of inner conflict needed more explanation. We redrafted the 

Results and Discussion sections with additional literature.  

 

Results: Inner conflict in cancer patients (Core category)  

Inner conflict in cancer patients emerged as a core category with five relevant categories (Rational 

belief, Emotional resistance, Subjective view: Perceived adherence, Behaviour: Partial non-

adherence, and Recognition of one’s role in medication therapy) (Table 2). The inner conflict occurred 

between patients’ rational belief and emotional resistance; they felt a sense of duty to survive and 

wanted to take medication as prescribed in a trustful relationship with the physician, but at the same 

time, they had negative emotions due to confrontation with cancer, doubt regarding efficacy, and 

concern over potential harm. The inner conflict caused inconsistency between their subjective view 

and behaviour. Although the cancer patients perceived themselves as adherent, both intentional and 

unintentional non-adherence episodes were reported. In the present study, all non-adherent 

behaviours reported by the participants were occasional; therefore, participants were regarded as 

partially non-adherent. The participants re-assessed their lives through the experience of cancer and 

inner conflict, they ultimately accepted their life as it was, and recognised their role in medication 

therapy. The expectation of their active participation in treatment suggests that true adherence would 

occur.  

 

Reference:  

・Horne R, Weinman J. Patients' beliefs about prescribed medicines and their role in adherence to 

treatment in chronic physical illness. J Psychosom Res 1999;47:555-67.  

・Horne R, Chapman SC, Parham R, Freemantle N, Forbes A, Cooper V.Understanding patients' 

adherence-related beliefs about medicines prescribed for long-term conditions: a meta-analytic review 

of the Necessity-Concerns Framework. PLoS One 2013;2:e80633.  

 

6. Page 20, para 2: first paragraph in the section ‘Reasonable decision making’ is unclear and 

requires redrafting.  

 

’Reasonable decision making’ was changed to ‘Recognition of one’s role in medication therapy,’ and 

we redrafted it.  

 

7. Page 22: The concern / necessity balance should refer back to some of the original research in this 

area.  

 

We cited the additional studies in the Introduction and Discussion section.  

 

Introduction: Patients’ beliefs about medication are stronger predictors of adherence than clinical and 

socio-demographic factors.9 A meta-analysis indicates the importance of patient support based on 

the Necessity – Concerns Framework that patients’ balance of their perceived need of the treatment 

(Necessity beliefs) and concerns about the potential adverse consequences (Concern) affects 

adherence.10  

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2014-006699 on 14 A

pril 2015. D
ow

nloaded from
 

http://bmjopen.bmj.com/


Discussion: Our results supports the Necessity-Concerns Framework from patients’ perspectives in 

Asian culture that patients are adherent to treatment when their perceived benefits outweigh their 

concerns.9, 10  

 

8. The figure adds little to the manuscript and should be removed.  

We deleted the figure. 

VERSION 2 – REVIEW 

REVIEWER Dr Alison Harrow 
University of Dundee, Scotland 

REVIEW RETURNED 27-Nov-2014 

 

GENERAL COMMENTS You have described this as grounded theory approach but the way 
you have described the analysis and reported the findings do not 
really support this. The supplementary file (2) doesn't illustrate how 
you have come to your core category- Inner Conflict and the quotes 
used do not adequately support this code. This is particularly 
problematic in the rational belief category. I suggest you need more 
detailed illustration of your coding and comparison, how theoretical 
sampling was driven and how theoretical saturation was reached. 
What does this study contribute to theory which differs or expands 
the neccessity-concerns framework?  
Introduction  
Line 18/19- what are the benefits and risks? The introduction would 
be strengthened by some literature which indicates why adherence 
is important and what the risks of non adherence are. This could be 
linked to gastric cancer and so provide a clearer rationale for 
studying this group of patients.  
Study design  
With a grounded theory approach would it not be more usual to 
begin with open questions rather than semi-structured questions 
based on literature reviewed?  
Participants  
Line 21- I would suggest you recruited after you had explained the 
purpose etc of the study- otherwise you wouldn't obtain informed 
consent.  
Data Collection  
See comment above about literature review and semi-structured 
interviews.  
The interviews were quite short- can you be sure you reached data 
saturation- and do you mean theoretical saturation or that you were 
hearing nothing new from participants? Could you illustrate more 
clearly the differences in purposive sampling and then theoretical 
sampling.  
Data Analysis- see comments above  
Analysis:  
lines 12-20 I don't see how this fits in this core code  
Lines 20-29 I can't see the supporting evidence for this.  
Rational belief- this seems confused I can't see why some of the 
quotes indicate rational beliefs. Lines 14-26 in particular on page 12.  
Page 18 Line 20- what is emotional stability in this context- how is it 
defined?  
Discussion  
"The expectation of their active particiaption in treatment suggests 
that true adherence would occur"- I don't think this comes out clearly 
from the data provided in the analysis.  
Page 21 line 30- what is meant by 'resist the temptation' and how 
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was this driven by emotional resistance?  
Line 47- you use the term patterns of cancer patient but this is not 
clearly illustrated in your findings  
Line 20 page 23. It's not clear from your findings that your 
participants had limited time to discuss their needs with healthcare 
providers.  
Conclusion  
Lines 41 and 42- you need to spell out why this is important in this 
context.  

 

VERSION 2 – AUTHOR RESPONSE 

Reply to the Reviewer 2  

 

You have described this as grounded theory approach but the way you have described the analysis 

and reported the findings do not really support this.  

The supplementary file (2) doesn't illustrate how you have come to your core category- Inner Conflict 

and the quotes used do not adequately support this code. This is particularly problematic in the 

rational belief category.  

I suggest you need more detailed illustration of your coding and comparison, how theoretical sampling 

was driven and how theoretical saturation was reached.  

 

Thank you very much for thoroughly reviewing our manuscript again. We are sorry that the previous 

supplementary file 2 was inappropriate. The coding process is illustrated in new supplementary file 2. 

We also clarified our process in the text and table.  

 

What does this study contribute to theory which differs or expands the neccessity-concerns 

framework?  

 

Our results support the balance theory of the Necessity-Concerns Framework13,14 in a qualitative 

study of the Asian patients with gastric cancer. Our study illustrates how the balance between the 

necessity beliefs and concerns is disrupted, and the imbalance results in partial non-adherent 

behaviours. Furthermore, this wavering psyche (inner conflict) caused a distortion in the patients’ 

thoughts, denial of their partial non-adherent behaviours. The inconsistency between their thoughts 

and behaviours is probably related to a defense mechanism in which people use denial to protect 

against anxiety that cancer generates. When the patients accept the life as it is, and the gap between 

their rationality and emotions is narrowed, they recognise their role in medication. However, our study 

does not explore the important issues of over-adherence and side effects in case of the necessity 

outweighing the concerns. We revised the discussion section accordingly.  

 

Discussion  

Our results support the balance theory of the Necessity-Concerns Framework13,14 in a qualitative 

study of the Asian patients with gastric cancer. Our study illustrates how the balance between the 

necessity beliefs and concerns is disrupted, and the imbalance results in partial non-adherent 

behaviours in patients’ words. Although the patients in the present study wanted to actively participate 

in the therapy based on their rational beliefs, emotional resistance sometimes outweighed rational 

beliefs. The concerns included potential harm and doubt their personal need for their medication 

which were consistent with those in the previous study of non-adherers with chronic conditions who 

had stronger concerns than their necessity beliefs.30 The previous qualitative study addresses 

patients’ considerable sacrifices behind the necessity beliefs outweighing the concerns that women 

with breast cancer sought to be adherent to adjuvant endocrine therapy despite a range of side 

effects.31 Over-adherence and the impact of experiencing side effects on adherence are important, 

however, these issues remain unexplored in our study because there were no reports of over- or 
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under-adherence due to side effects.  

 

Please also see replies to other questions.  

 

Introduction  

Line 18/19- what are the benefits and risks? The introduction would be strengthened by some 

literature which indicates why adherence is important and what the risks of non adherence are. This 

could be linked to gastric cancer and so provide a clearer rationale for studying this group of patients.  

 

The literature was included to indicate the importance of adherence in patients with gastric cancer. 

Benefits are prevention of recurrence and improvement of survival, while risks are increased 

recurrence and disease progression.  

 

Introduction  

With the development of oral anti-cancer agents, adherence to medication regimens is vital to 

maximisation of benefits and minimization of risks. Oral chemotherapy is the standard treatment for 

gastric cancer in Japan to prevent recurrence and improve survival.1However, patients with gastric 

cancer who underwent gastrectomy often suffer from dumping symptom,2 and there are refusal of 

medication3 and discontinuation due to side effects.4 Increased risks of recurrence and disease 

progression are concerned in non-adherent patients with gastric cancer.  

 

Study design  

With a grounded theory approach would it not be more usual to begin with open questions rather than 

semi-structured questions based on literature reviewed?  

 

In a grounded theory approach, semi-structure interview guides are widely used and recommended 

by Strauss,20 but open questions are important as you suggested. We used a semi-structured 

interview guide as a topic guide, and asked more open questions in early stage interviews. The 

interview schedule we submitted last time was one we used in late stage interviews after theoretical 

sampling. We added open questions we used in the early stage interviews to the supplementary file-

1.  

How would you describe your experience of taking medication?  

How do you feel about taking anti-cancer agents?  

(To patients who forget taking medicines) How do you forget taking medicines?  

(To patients who follow the regimen) How do you follow the regimen?  

 

Participants  

Line 21- I would suggest you recruited after you had explained the purpose etc of the study- otherwise 

you wouldn't obtain informed consent.  

 

We explained the study first before the recruitment and then explained the details of the study again 

to patients showed their interests. Finally, we obtained informed consent from those who agreed to 

participate in the study. We clarified the recruitment process.  

 

Participants  

The participants were explained about the study and recruited at routine clinical appointments in a 

university hospital in Tokyo. Then, the first author explained the details of the study again to patients 

who were interested in the study, including the purpose, interview method, and the voluntary nature of 

the study. Lastly, we obtained informed consent from patients who agreed to participate in the study.  

 

Data Collection  

See comment above about literature review and semi-structured interviews.  
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Please see our reply to your previous question.  

 

The interviews were quite short- can you be sure you reached data saturation- and do you mean 

theoretical saturation or that you were hearing nothing new from participants?  

 

The mean interview time was 25 minutes (range: 15 – 50 minutes). It was not each interview. This 

was corrected. We are sorry about it. But it is still short because one of the participants (Participant J) 

gave us short answers, and ended the interview in 15 minutes. However, his comments were very 

important, so that we included his data to the analysis. After excluding this participant, the interviews 

ranged from 30 - 50 minutes. We achieved theoretical saturation which was described in our reply to 

the next question. However, there might be limitations on the depth and amount of data. This 

limitation was included in the text.  

 

Discussion  

The mean interview time was quite short because one of the participants gave us short answers, and 

ended the interview in 15 minutes. We included his data to the analysis because his comments were 

very important. After excluding this participant, the interviews ranged from 30 - 50 minutes. We 

collected necessary data, and achieved theoretical saturation. However, there might be limitations on 

the depth and amount of data.  

 

Could you illustrate more clearly the differences in purposive sampling and then theoretical sampling.  

Data Analysis- see comments above  

 

We performed purposive sampling and theoretical sampling as follows:  

 

Methods  

For purposive sampling, we established inclusion criteria in consideration of current practice at the 

outpatient clinic and demographic and medical backgrounds of research participant candidates to 

collect data relevant to adherence of patients with gastric cancer. Then, we performed purposive 

sampling based on the inclusion criteria. We began interviews with open questions (e.g. How would 

you describe your experience of taking medication?) and collected data widely using semi-structure 

interview guide. After our initial data collection for two participants and analysis, we employed 

theoretical sampling. We collected data focusing on important phenomenon (e.g. attitude towards 

medication as essential drug, a sense of duty towards medication, emotional resistance, and partial 

non-adherence) in this study. We added new interview questions based on the analysis. In the 

sampling for selective coding after the 10th participant, KY wrote a story line, examined relationships 

among categories, and led to a potential core category. However, we still needed more data on 

‘emotion when forgetting taking a medicine’ and ‘meaning of taking anti-cancer agents’. Therefore, we 

continued theoretical sampling. We revised the story line, re-examined relationships among the 

categories, and identified the core category. Finally, when we collected data from 14 participants, the 

data reached the theoretical saturation; there were no further data to lead a new category, and the 

relationships between categories were established. The research team had regular meetings to 

review the data, and discuss interpretations during the sampling and analysis process.  

 

Analysis:  

Result Page 11  

lines 12-20 I don't see how this fits in this core code  

 

We revised the description of core category as follows:  

 

Results  
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First, the inner conflict occurred between patients’ rational beliefs and emotional resistance; they felt a 

sense of duty to survive and wanted to take medication as prescribed in a trustful relationship with the 

physician, but at the same time, they had negative emotions due to confrontation with cancer, doubt 

regarding efficacy, and concern over potential harm. Emotional resistance outweighing their rational 

beliefs triggered partial non-adherent behaviours. Second, the inner conflict caused a distortion in 

thought, denial of their partial non-adherent behaviours. The cancer patients tried to ensure that their 

necessity beliefs for survival and behaviours were consistent, and therefore, they maintained their 

conscious thought as being adherent, while they reported both intentional and unintentional non-

adherence episodes. This caused the inconsistency between their subjective views and behaviours.  

 

Lines 20-29 I can't see the supporting evidence for this.  

 

We agree that it is a bit difficult to see the category of ‘acceptance of life as it is’ (adherence) without 

its corresponding category of completely non-adherence because no patients discontinued their 

medication in this study, which is included in the Limitation section. But some of the patients who 

overcame their inner conflicts recognised their role in medication and made positive statements. We 

believe these patients’ words imply a future direction. We deleted the last sentence regarding ‘true 

adherence’ because the evidence did not support it.  

 

Results  

Third, the participants re-assessed their lives through the experience of cancer and inner conflict, and 

they ultimately accepted their life as it was. When the gap between their rationality and emotions is 

narrowed, they recognised their role in medication therapy.  

 

Rational belief- this seems confused I can't see why some of the quotes indicate rational beliefs. Lines 

14-26 in particular on page 12.  

   

We agree that some of the quotes were not directly related to this category so we deleted them. We 

revised the results as follows:  

 

Rational belief  

The diagnosis of cancer was a shocking event; the participants suddenly realised that life is finite. To 

ensure their survival, they had a sense of duty to adhere to medication regimens, because they knew 

that anti-cancer agents could potentially extend their lives. Otherwise, their own mortality could 

become a reality:  

If I do not take medicine, I do not think I will be able to live (56-year-old female; Participant E).  

It is different from common drugs such as cold medicine and stomach medicine. So I manage to take 

it because I feel I have to take it. I think I am carefully managing it compared with other drugs (47-

year-old male; Participant D).  

The participants perceived needs for medication, and used self-motivation to follow their medication 

regimens:  

I stir myself. It may be my motivation. It’s my obligation. I have to do it. I have to take medicine, so I 

do (55-year-old male; Participant B).  

I know I have to take it. I just make the best of it (76-year-old male; Participant A).  

The participants’ rational belief was also affected by their trust in the physicians. A trustful relationship 

with the physician was one of the motivations for continuing treatment.  

(It is important) to take medication and receive intravenous therapy, which means not stopping 

treatment and trusting the physician. That’s it (56-year-old female; Participant E.)  

I really trust my physician and receive treatment. He is a very good physician for me. I have to do my 

part too. I cannot betray his trust (64-year-old female; Participant G).  

 

Page 18 Line 20- what is emotional stability in this context- how is it defined?  
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We revised the sentence as follows:  

 

Results  

When the participants acknowledged the situation where there were both positive and negative 

aspects, taking the medication was no longer stressful:  

 

Discussion  

"The expectation of their active particiaption in treatment suggests that true adherence would occur"- I 

don't think this comes out clearly from the data provided in the analysis.  

 

We deleted this sentence.  

 

Page 21 line 30- what is meant by 'resist the temptation' and how was this driven by emotional 

resistance?  

 

We rewrote some parts of the discussion section according to your other comments, and did not use 

this expression in the revised text.  

 

Line 47- you use the term patterns of cancer patient but this is not clearly illustrated in your findings.  

 

We agree with you that patterns are not identified in this study. What we found in this study was that 

there was inconsistency between patients’ subjective view (adherence) and their behaviours (partial 

non-adherence). We revised it as follows:  

 

Discussion  

In addition to the balance between the necessity beliefs and concerns, we also found the wavering 

psyche (inner conflict), caused a distortion in the patients’ thoughts, denial of their partial non-

adherent behaviours. Negative emotions distort people’s logical rationality.32 The inconsistency 

between their thoughts and behaviours is probably related to a defense mechanism in which people 

use denial to protect against experiencing excessive anxiety in serious illness.33 Their partial non-

adherent behaviours conflict with their necessity beliefs that are integral to their survival.  

 

Line 20 page 23. It's not clear from your findings that your participants had limited time to discuss their 

needs with healthcare providers.  

 

We deleted this sentence.  

 

Conclusion  

Lines 41 and 42- you need to spell out why this is important in this context.  

 

We revised it as follows:  

 

Conclusion  

Not following prescribed regimen in cancer appear irrational behavior to healthcare providers but each 

patient has a compelling reason for not taking medication. Once the underlying issue is revealed, it 

leads opportunities to improve medication adherence. 
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