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VERSION 1 - REVIEW 

REVIEWER Viet-Thi TRAN 
(1) Department of General Medicine, Paris Diderot University, Paris 
France  
(2) Centre de Recherche Épidémiologie et Statistique Sorbonne 
Paris Cité (CRESS-UMR1153), Paris, France 

REVIEW RETURNED 04-Oct-2015 

 

GENERAL COMMENTS The authors present a systematic review of qualitative evidence 
about medication related burden. Their work is well written, with 
solid methodology.  
 
1) The authors focus their search on 3 concepts: patients, 
medication and lived experiences. I fear that this search did not 
retrieve studies about barriers to adherence. Although I 
acknowledge that it may be a slightly different concept; most studies 
on barriers to medication adherence do include data on MRB. For 
example, I think that there are several qualitative studies related to 
barriers to adherence to ART in HIV which may be very relevant to 
the review. Those studies are interesting because they might include 
specific medication associated social burden (people hiding to take 
medications etc.)  
2) In the methods, the authors state that studies were selected and 
screened by one author and the independently reviewed and 
approved by two other authors ». It is unclear if data extraction was 
in double or not.  
3) In data analysis section, it is unclear which authors were involved 
and how discrepancies in their views were handled. I think that use 
of Theory of Planned Behavior was a good idea.  
4) In my opinion, quality appraisal seeks to assess the risk of having 
information included in the review distort its results. For example, in 
meta-analysis, people are interested in risk of bias (problems in 
randomization, blinding, allocation concealment, etc.). The authors 
assess the quality of studies included using the CASP checklist. 
Although this checklist might be of use to make sense of qualitative 
research, I think that some items (such as “ethical considerations” or 
“Is there a clear statement of findings”) do not help us make better 
sense of studies included. As a result, I believe that the appraisal 
quality list used by Gallacher et al. might be more relevant1. Of 
course, this is only a personal point of view and I do not consider 
reappraisal of studies using another checklist mandatory.  
5) Results are very close from what we described in our own 
qualitative study on treatment burden 2 (although published too late 
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to be included in the review). It is interesting to see that there are no 
big differences between pharmacological and non-pharmacological 
characteristics of the burden of treatment for patients. This may be 
due to the fact such distinction is artificial: patients consider their 
care as a whole and don’t separate the burden associated with each 
component.  
6) Finally, the paper does not mention registration in a registry such 
as PROSPERO.  
 
 
 
1. Gallacher, K. et al. Qualitative systematic reviews of treatment 
burden in stroke, heart failure and diabetes - methodological 
challenges and solutions. BMC Med. Res. Methodol. 13, 10 (2013).  
2. Tran, V.-T., Barnes, C., Montori, V. M., Falissard, B. & Ravaud, P. 
Taxonomy of the burden of treatment: a multi-country web-based 
qualitative study of patients with chronic conditions. BMC Med. 13, 
115 (2015). 

 

REVIEWER Janet Krska 
Medway School of Pharmacy  
Universities of Greenwich and Kent  
UK 

REVIEW RETURNED 08-Oct-2015 

 

GENERAL COMMENTS The authors appear to have conducted a thorough literature search 
to identify papers using qualitative methods to explore medication 
related burden (MRB). They have conducted a meta-synthesis from 
the data obtained and used the findings to develop themes which 
they then combine diagrammatically in a Figure. The themes are 
medication related burden, medication related beliefs and 
medication taking practice, all contributing to the patient's lived 
experience with medication. Thus authors are referring to both an 
overall concept of medication related burden and a theme, which is 
somewhat confusing. Perhaps some changes (including to the title) 
would reduce this confusion e.g. explore how MRB influences 
patients’ lived experiences with medicines.  
 
The Theory of Planned behaviour is said to have been used to 
analyse beliefs which may influence behaviours, but no other 
theoretical framework is used for the medication related burden 
theme (there may be none which are appropriate) and this 
framework is not said to be used for the MRB theme. So how can 
authors justify the statement in Discussion (p16 line 38) that the 
theory has been used to link the three themes.  
 
Generally some of the sentences are very long, where reduction 
would aid clarity, and there are numerous typographical, spelling 
and grammatical errors throughout, including in the tables.  
 
Specific comments  
P12 line 38 states “…focuses on MRB factors influencing patients’ 
beliefs in relation to their medication taking behaviour.” This section 
however also includes the beliefs of others, including health care 
provider behaviours, social norms etc which are not easily regarded 
as medication related burden.  
 
P16 Implications for practice and research Line 14 While I do not 

 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-2015-010035 on 2 F

ebruary 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/


disagree that sound decisions require an understanding of patients’ 
experiences, I cannot see how this can be derived from the data in 
this paper. Last sentence of this paragraph is particularly confusing.  
 
P16 line 50 the statement that “MRB can occur at any stage of the 
medication taking process” (what is the process?) does not appear 
to be supported by the data.  
 
P17/18 Discussion fourth paragraph onwards is lengthy and not 
really supported by the data here. The concept of involving patients 
in discussions about medicines is not new and I believe the 
Discussion should be considerably reduced.  
 
P18 line 17 Pound review found many people were resistant to 
medicines use, and I am not sure that this review shows different 
experiences, so I would not use the word contrary here.  
 
P19 stated as a “general fact that patients on polypharmacy are at a 
higher risk of burden” – I would argue that this is not proven.  
 
P20 some repeated text 

 

REVIEWER Fiona Stevenson 
University College London  
UK 

REVIEW RETURNED 13-Oct-2015 

 

GENERAL COMMENTS This is a potentially interesting paper on medication related burden 
and patients’ lived experience with medicines. The authors have 
conducted a systematic review and meta -synthesis of qualitative 
studies. This is an important study as the literature is very large and 
unwieldy. The figure presenting the findings is very clear, providing a 
clear overview of the data identified.  
There are however a number of points that require clarification.  
In relation to the search strategy it is not clear why the date range 
was chosen and the reasoning behind the sources used for the 
scoping review. Given the focus on lived experiences and 
medication related burden I would have thought they might have 
accessed the social sciences literature at this point.  
I did not follow the rationale for including ‘acute’ and ‘chronic’ in 
relation to how this limits the retrieved articles to ‘only to those that 
have explored patients’ real life experiences’. Can the authors say 
more about this?  
If the focus is on patients’ lived experiences why were health 
personnel included? To do so adds a different type of data, i.e. their 
perceptions of patients’ lived experiences rather than reports from 
patients of their lived experiences.  
Could the authors reflect on how studies with primary and secondary 
data analysis differed? Were they treated differently? My concern is 
at each point there is a greater move away from the primary data, 
potentially affecting the validity of the interpretation.  
I am slightly confused about the focus of the search and subsequent 
reporting, it seems to be about patients’ lived experiences, with 
medication related burden as one of three inter-related major 
themes. More explanation is needed as to the increased focus then 
placed on medication related burden in relation the other major 
themes.  
I would have liked more explanation as to why the authors combined 
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meta-ethnography and comparative thematic analysis, why use 
both? What were the benefits and potential drawbacks?  
What do the authors mean by the statement ‘the quality score of 
included studies were generally judged to be of acceptable quality’? 
The aspects they raise as not well demonstrated such as rigour in 
analysis seem serious so how was that dealt with?  
What were the advantages and possible drawbacks of using the 
Theory of Planned Behavior to explain sub themes? How did this 
work in practice and were there any outlying data?  
I wasn’t sure about including direct quotes, how does this fit with the 
idea of having performed a meta-synthesis?  
In table S6 there were some interpretations that didn’t seem to fit 
with the data, for example is quote 6 really best interpreted as 
‘medicine side effects as unjustifiable’?  
I wondered if it might be worth providing a reflexive statement in 
relation to the position of the authors , at times I felt their perspective 
was evident in the presentation of the data, for example on p15 
where they talk about ‘proper medicine use’, ‘wrong perceptions’ and 
‘unsound problem solving strategies’ . This suggests a perspective 
that medicines should always be used in a particular way, presenting 
variation in use by patients as deviant.  
I was surprised the authors didn’t refer to initiatives such as work on 
the idea of concordance in relation to medicine taking, which 
stressed the idea that patients and health care professionals both 
need to express their views and perspectives in relation to medicine 
taking and therefore work towards a position in which medication 
decisions are acknowledged and shared.  
I wonder if the authors could reflect more on how they believe a 
measure would work in practice, how would it be devised , what 
would encourage people to use it and in what way do they believe it 
could reduce medication related burden?  
The authors need to be careful in terms of presenting correlations 
without evidence; will a lack of effective relationship between 
physicians and patients really result in misunderstandings about 
medicine taking? The literature tells us misunderstandings occur 
regardless of whether relationships are judged to be effective or not. 
In addition, patients’ dislike and reluctance to take medicines will not 
necessarily mean they don’t take medicines, merely they prefer not 
to. (See p20).  
The authors also need to be careful about the language they use, 
we all have cultural influences so what is meant by the reference to 
them on p19?  
In general the authors need to reconsider their discussion section 
and ensure they are clear about what is novel about their work and 
how it fits with previous work given the substantial body of work in 
the field of patients’ perceptives in relation to medicines and 
medicine taking.  
Has the protocol been published and if so where?  
There are a number of typographical errors and the manuscript 
could be made more concise. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer1: Viet-Thi TRAN  

General comment: The authors present a systematic review of qualitative evidence about medication 

related burden. Their work is well written, with solid methodology.  

Comment 1  

The authors focus their search on 3 concepts: patients, medication and lived experiences. I fear that 
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this search did not retrieve studies about barriers to adherence. Although I acknowledge that it may 

be a slightly different concept; most studies on barriers to medication adherence do include data on 

MRB. For example, I think that there are several qualitative studies related to barriers to adherence to 

ART in HIV which may be very relevant to the review. Those studies are interesting because they 

might include specific medication associated social burden (people hiding to take medications etc).  

Response:  

Thank you for pointing out this important point. Despite the comprehensiveness of our search 

concepts and the broad range of databases used, some conceptually rich articles might have been 

missed. Searching for qualitative studies and locating the required number of studies is one of the 

challenging and time consuming aspects of conducting qualitative reviews. Acknowledging the 

potential contribution of those missed articles, we would like to bring to reviewer’s attention the 

controversies that exist in meta-synthesis regarding considering large number of studies compared to 

a limited number of conceptually rich studies. Moreover,in interpretive qualitative studies such as 

meta-ethnography, it is not clear whether every article related to the topic should be considered nor 

whether addition of further studies influences the results. We believe that although additional studies 

may or may not add new insights, they may however make the in depth conceptual analysis unwieldy 

and influence our insight into the data. The number of studies we have included helped us to maintain 

the focus while generating a rich conceptual framework on the topic. Acknowledging the comments, 

this point has been considered as a limitation of our study.  

See P20 line 17-19: ‘Despite the comprehensiveness of our search concepts and the broad range of 

databases search, some conceptually rich studies might have been missed……’  

Comment 2  

In the methods, the authors state that studies were selected and screened by one author and the 

independently reviewed and approved by two other authors. It is unclear if data extraction was in 

double or not.  

Response:  

Similar to the article screening, the data extraction was initially carried out by the primary author; 

however, each stage of data extraction was discussed among the authors during regular weekly 

meetings and agreed by all authors. This has been stated in the revised manuscript:  

See p7 ‘‘All authors were involved in each stage of data collection and analysis.’’ And  

P19 line 14-15 of strengths and limitations. ‘’To ensure transparency and trustworthiness of the 

findings, detailed discussions among authors about interpretation of the findings was conducted at 

each stage. ‘’  

Comment 3  

In data analysis section, it is unclear which authors were involved and how discrepancies in their 

views were handled. I think that use of Theory of Planned Behavior was a good idea.  

Response:  

The data analysis/synthesis section of this manuscript involved all the three authors equally and was 

the section that required most critical and conceptual discussions among authors. Coding of the 

studies into the framework and theme-by-theme analysis was independently carried out by each 

author and the results of each author were discussed among the three authors during regular team 

meetings. For instance, at the coding stages, a selected number of articles were coded into the 

framework on a weekly basis by the primary author.The other two authors independently read and 

took their own notes about the articles. At weekly meetings, all authors discussed the appropriateness 

of coding undertaken by the primary author and agreement was reached.Then the primary author 

either confirmed the validity of coded data or re-coded the data based on consensus.The synthesis 

stage also followed a similar procedure. Once coding of all the studies was finalized, a stepwise 

synthesis was carried out. For example, coded data for a single theme, such as ‘medication related 

routines’ was selected and read by each author independently and then collectively discussed to 

reach on consensus regarding the overall messages of the coded data within a specific theme 

(Please see response to comment 2).  

Comment 4  
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In my opinion, quality appraisal seeks to assess the risk of having information included in the review 

distort its results. For example, in meta-analysis, people are interested in risk of bias (problems in 

randomization, blinding, allocation concealment, etc). The authors assess the quality of studies 

included using the CASP checklist. Although this checklist might be of use to make sense of 

qualitative research, I think that some items (such as “ethical considerations” or “Is there a clear 

statement of findings”) do not help us make better sense of studies included. As a result, I believe that 

the appraisal quality list used by Gallacher et al. might be more relevant1. Of course, this is only a 

personal point of view and I do not consider reappraisal of studies using another checklist mandatory.  

Response:  

Our main focus on the quality appraisal was assessing transparency of reporting of data from the 

included studies and thus we did not exclude studies based on their appraisal assessment results. 

Although there are some published checklists for quality appraisal of qualitative studies (e.g. CASP, 

COREQ, JBI-QARI or the list used by Gallacher et al), the issue of quality appraisal in qualitative 

studies is controversial.Unlike meta-analysis, there is no empiric evidence to suggest that studies with 

low/high risk of bias will influence the results of the synthesis. Moreover, the added value of appraisal 

in improving the reporting of qualitative research is unclear. Some qualitative experts prefer to 

consider conceptual richness (studies describing themes of interest in detail) rather than risk of bias 

impact on the outcome.  

Comment 5  

Results are very close from what we described in our own qualitative study on treatment burden 2 

(although published too late to be included in the review). It is interesting to see that there are no big 

differences between pharmacological and non-pharmacological characteristics of the burden of 

treatment for patients. This may be due to the fact such distinction is artificial: patients consider their 

care as a whole and don’t separate the burden associated with each component.  

Response:  

Thank you for highlighting this point. We completely agree with those comments. In addition, we 

believe that the close similarity between the findings of our meta-synthesis (based on 34 studies from 

12 countries) and your recently published qualitative study (a multi-country study) suggests that there 

is much communality of patients’ experience with medicine/ treatments across a wide range of chronic 

illnesses. This also reflects the significant progress that researchers have made towards 

understanding and conceptualizing both pharmacological and non-pharmacological treatment related 

burden. Although, health care systems are dynamic and the current understanding of the burden may 

change, an evaluation of current evidence (e.g. our meta-synthesis, Viet Thia Tran 2012, 2014, 2015, 

Gallacher et al 2011, 2013, Sav et al 2013), suggests that there may be a global understanding of 

treatment / medicine related burden, notwithstanding the fact that most data comes from developed 

countries.  

Comment 6  

Finally, the paper does not mention registration in a registry such as PROSPERO.  

Response: Although we synthesized the data based on the procedure specified in our protocol, our 

protocol was neither registered nor published elsewhere.  

Reviewer2: Janet Krska  

General comment: The authors appear to have conducted a thorough literature search to identify 

papers using qualitative methods to explore medication related burden (MRB). They have conducted 

a meta-synthesis from the data obtained and used the findings to develop themes which they then 

combine diagrammatically in a Figure. The themes are medication related burden, medication related 

beliefs and medication taking practice, all contributing to the patient's lived experience with 

medication.  

Comment 1  

The authors are referring to both an overall concept of medication related burden and a theme, which 

is somewhat confusing. Perhaps some changes (including to the title) would reduce this confusion 

e.g. explore how MRB influences patients’ lived experiences with medicines.  

Response  
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Thank you for the comment. This comment has now been incorporated in the revised manuscript 

(introduction p4 and results p11) as follows:  

See P11first paragraph: We identified a gap in the literature regarding the burden attributed to 

medicine use. Data analysis also suggested that medication related burden was an antecedent factor 

that influenced other themes of PLEM. And thus, increased focus was placed on explaining themes of 

medication related burden and its impact on other themes of PLEM.’’  

And also see P4 introduction line 27 -33: ‘’…. less is known about medicines attributed burden such 

that further exploration of individuals’ experiences with medicine is needed…..’’  

Comment 2  

The Theory of Planned behavior is said to have been used to analyze beliefs which may influence 

behaviors, but no other theoretical framework is used for the medication related burden theme (there 

may be none which are appropriate) and this framework is not said to be used for the MRB theme. So 

how can authors justify the statement in Discussion (p16 line 38) that the theory has been used to link 

the three themes.  

Response  

Thank you for this critical insight. The Theory of Planned Behavior was used to explain how the 

components of beliefs were affected by an antecedent factor, in this case, MRB and how this in turn 

influenced a target behavior, medication taking practice. In the medication related beliefs section of 

the manuscript, we explained how, overall, the three major themes of PLEM were inter-related. The 

statement in the discussion: P16 line 38 also reflects the relationship between the three themes of 

PLEM and does not contradict data in the results section. In the results section we have explicitly 

demonstrated the relationship in terms of the whole coded data set; whilst the statement in the 

discussion reflects the usefulness of the theory in facilitating the link between the three major themes. 

However, the statement in the discussion (P16 line 38) section has now been moved to the strengths 

and limitations section in the revised manuscript (P19 line 21-23). Examples of the applicability of 

TPB are reported below:  

See P8 synthesis of findings line 3-5: ‘’we used the concept of the Theory of Planned Behavior (TPB) 

to explain sub-themes under medication related beliefs, in relation to medication related burden as an 

antecedent factor and medication taking practice as a an outcome (a target behavior).’’  

P13 Medication related beliefs line 1-3: ‘’ we described the identified sub-themes under this category 

using an adapted Theory of Planned Behavior (TPB). The concept of TPB helped us to identify and 

separately analyze individuals’ normative beliefs, control beliefs and behavioral beliefs in relation to 

MRB and medicine taking practices as a target behavior.’’  

P19 line 21-23 ‘’A further strength of this work was linking the three major themes of PLEM using 

Theory of Planned Behavior. This helped us to explain how MRB factors influenced patients’ beliefs 

and medication taking practices. ‘’  

Comment 3  

Generally some of the sentences are very long, where reduction would aid clarity, and there are 

numerous typographical, spelling and grammatical errors throughout, including in the tables.  

Response  

Thank you for these suggestions. We have corrected them.  

Specific comments  

Comment 4  

P12 line 38 states “…focuses on MRB factors influencing patients’ beliefs in relation to their 

medication taking behavior.” This section however also includes the beliefs of others, including health 

care provider behaviors, social norms etc which are not easily regarded as medication related burden.  

Response  

In this particular section we were interested in explaining the relationships between the three major 

themes: MRB, beliefs and behavior.The approach we followed in explaining these relationships was 

through linking the concepts explained within major themes. For instance, the beliefs of others, such 

as family members, peers or public support (or lack of support) for medicine users were elements of 

‘medication associated social burden’ and these factors appeared to have impact on patients’ beliefs 
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about medicine and their behavior in taking medicine. Likewise, health care providers behavior, for 

example, whether they had established partnership with their patients, engaged patients in discussion 

about therapy ( or not doing so), appeared to have significant impact on patients' beliefs about 

medicine, trust and confidence in the provider and the therapeutic plans which ultimately influenced 

patients’ medication taking behavior.These factors were categorized as ‘health care associated 

medication burden’ which we have described from two perspectives: the health care system aspect, 

and patient-practitioner relational aspect.  

Comment 5  

P16 Implications for practice and research Line 14 while I do not disagree that sound decisions 

require an understanding of patients’ experiences, I cannot see how this can be derived from the data 

in this paper. Last sentence of this paragraph is particularly confusing.  

Response  

From our understanding of the data, we strongly believe that the majority of MRB and its 

consequences on beliefs, behavior and patient’s health and therapy outcomes are preventable or at 

least can be minimized with sound therapeutic decisions. Preventing and or minimizing MRB 

maximizes the success of therapy and patient’s health outcomes. To our understanding, sound 

medication therapy decisions extend beyond the question of how much practitioner (s)’ judgments are 

evidence based or match clinical guidelines recommendations. They also encompass the extent to 

which the decision considers patients’ lived experience e.g. any encountered burden apart from 

physiological impact of medicines, the beliefs and attitude about the care plans and comprehensive 

assessment of how patients actually take their medicine/s. For instance, many patients recounted that 

they were not involved in shared decision making and this appeared to have an impact on patients’ 

health (e.g due to lack of adequate information about medicine, prescribed medicine does not match 

life schedule, AE not given attention, cost of medicine was not considered etc), beliefs about 

medicine, trust in the provider and medicine taking practice (e.g started juggling their medicine to find 

what suits their life style). Our findings highlighted the need to have a comprehensive MRB measure. 

We argue that as much as therapeutic decisions need to include PLEM, patients’ medication charts 

should also be informative beyond just being lists of medications to the detail recordings of PLEM 

including the types of MRB encountered and medicine taking behaviors. If the chart has adequate 

information about PLEM, it will help practitioners to identify the particular MRB affecting their patients 

and how patients actually take their medicines up on which informed and sound decisions can be 

made. The last sentence of the paragraph has been corrected:  

Original: ‘’ Highlighting the potential need and clinical importance of developing patient generated 

outcome measure of MRB for routine clinical practice, we leave the feasibility of integrating such 

measure with patient medication records, and its added value in facilitating comprehensive patient’s 

medication review for future research.’  

Revised: ‘‘ There appears to be a need to develop a patient generated outcome measure of MRB for 

routine clinical practice. Such a measure could be integrated with a patient medication records, 

facilitating comprehensive medication review.’’ See P17, line 4-6  

Comment 6  

P16 line 50 the statement that “MRB can occur at any stage of the medication taking process” (what 

is the process?) does not appear to be supported by the data.  

Response  

Agreed and the word ‘process’ has been removed in the revised manuscript.  

Original: ‘’From this review, we noticed that MRB is a negative experience with medicine that can at 

any stage of the medication taking process.’’  

Revised: ‘’From this review, we noticed that MRB is a negative experience with medicine that can 

occur at any stage of the medication taking.’’ See p17 discussion line 9-10.  

Comment 7  

P17/18 Discussion fourth paragraph onwards is lengthy and not really supported by the data here. 

The concept of involving patients in discussions about medicines is not new and I believe the 

Discussion should be considerably reduced.  
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Response  

Thank you for the invaluable suggestion.The discussion section has now been shortened from 8 

paragraphs in the original version to 6 paragraphs in the revised version of the manuscript. It is now 

more compact and focused on our pertinent findings. We believe that any further reduction would 

negatively affect the quality of the manuscript  

Comment 8  

P18 line 17 Pound review found many people were resistant to medicines use, and I am not sure that 

this review shows different experiences, so I would not use the word contrary here.  

Response  

In the Pound et al review, people generally disliked and were reluctant to take medicine, not due to 

the failure of the health care system or provider but mainly related to their concerns about medicines. 

In our review, although concerns about medicines was a single aspect of MRB that influenced 

patients’ beliefs and behavior, the failure of health care system (e.g. fragmented) and poor patient-

provider relational aspects also appeared to influence patients’ beliefs and behaviors about medicine. 

However, following the reviewer comment, a slight modification has been incorporated in the revised 

manuscript:  

Original : ‘’Contrary to a previous review that has highlighted patients’ general dislike and reluctance 

to take medicines78, in our review, patients’ beliefs about medicine were related to their lived 

experiences such as MRB interference and impact. Only in few included studies did patients hold a 

preconceived negative attitude towards medicines resulting in poor health care seeking behavior.’’  

Revised: ‘’While in line with a previous study that identified patients’ general dislike to take 

medicines87, we found that MRB was a major factor that influenced patients’ beliefs about medicine. 

In only a few studies did patients hold a preconceived general negative attitude towards medicines 

and poor health seeking behavior.’’ See P18 line 28-30  

Comment 9  

P19 stated as a “general fact that patients on polypharmacy are at a higher risk of burden” – I would 

argue that this is not proven.  

Response  

We agree with the point that there is not much direct evidence in the area and the number of 

medicines that constitutes polypharmacy is considered differently in different studies. However, with 

great respect for the argument, we feel that there is some published evidence supporting our 

argument. For instance, a study by Veit Thia Tran et al 2014 on treatment burden reported a positive 

correlation between the number of medicines and treatment burden. Others highlighted polypharmacy 

itself as a medication burden (10.1016/j.jpainsymman.2015.09.003). Moreover, quantitative studies 

have also revealed the negative impact of polypharmacy on patient outcomes including adherence, 

hospital admissions and an increased prescribing cascade which may result in patient burden. 

However, the reviewer comment is accepted and the word ‘polypharmacy’ has been replaced by 

‘number of medicine/s’ in the revised manuscript:  

Original: ‘’Although it is a general fact that patients on polypharmacy are at higher risk of the burden, 

our analysis of MRB concept revealed that the burden attributed to medicine is far beyond the number 

of medicines.’’  

Revised: ‘’While in line with previous work in this field that highlighted positive correlation between 

treatment burden and number of medicine 24, our analysis of the MRB concept revealed that the 

burden attributed to medicine goes beyond the number of prescribed medicines’’ See P20 line 5-7.  

Comment 10  

P20 some repeated text  

The comment is accepted and repeat text has been removed.  

Original: ‘’ We suggest future research to explore MRB variation across health care settings, medical 

conditions or specific cohorts in order to capture particular types of burden requiring more attention. 

Our review also highlighted individuals’ attitude and beliefs about pharmaceutical therapy as class 

from perspectives of consumer encountered burden, not individuals’ specific beliefs to a particular 

medicine or group of medicines for a particular medical condition.’’  
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Revised: ‘’ We suggest future research is necessary to explore MRB variation across health care 

settings, medical conditions or specific cohorts in order to capture particular types of burden requiring 

more attention. Our review also highlighted individuals’ attitude and beliefs about pharmaceutical 

therapy as class from perspectives of consumer encountered burden.’’ See p20 line 14-17.  

Response  

Reviewer 3: Fiona Stevenson  

General comment: This is a potentially interesting paper on medication related burden and patients’ 

lived experience with medicines. The authors have conducted a systematic review and meta-

synthesis of qualitative studies. This is an important study as the literature is very large and unwieldy. 

The figure presenting the findings is very clear, providing a clear overview of the data identified.  

There are however a number of points that require clarification.  

Comment 1  

In relation to the search strategy it is not clear why the date range was chosen and the reasoning 

behind the sources used for the scoping review. Given the focus on lived experiences and medication 

related burden I would have thought they might have accessed the social sciences literature at this 

point.  

Response  

Thank you for highlighting this point. From our understanding of the literature, treatment related 

burden is a new concept that has been emerging over the last decade. Researchers have taken 

significant steps forward in conceptualizing and operationalizing treatment burden however, aspects 

of the burden attributed to medicine use has not been well explored(see P4 line 205-28). Since our 

focus was exploring MRB, we assumed that searching for remote studies might not add value in the 

topic and the time frame before 2000 may not capture relevant studies conducted on MRB. Hence, it 

was deemed pertinent to review studies published from 2000 onwards to inform the current health 

care services and practice. We believe this is a reasonable approach however it has been considered 

as a limitation.  

See P20 line 17-19: ‘‘Despite the comprehensiveness of our search concepts and the broad range of 

databases searched, some conceptually rich studies might have been missed. Our search was limited 

to studies published from the year 2000 onwards. Further, it was restricted to English language 

studies…..’’  

Comment 2  

I did not follow the rationale for including ‘acute’ and ‘chronic’ in relation to how this limits the retrieved 

articles to ‘only to those that have explored patients’ real life experiences’. Can the authors say more 

about this?  

Response  

Our assessment of relevant articles obtained during a scoping search suggested that all studies were 

focused on chronic illnesses. We had a thought that patients with acute illnesses may also experience 

some degree of MRB that must be explored should any article exist on the topic. It was with this 

assumption that the fourth search concept was considered in order to capture MRB both in acute and 

chronic medical conditions, and thus make our search more comprehensive. We have conducted 

sensitivity analyses (number of relevant articles retrieved) both with and without the fourth concept. 

Although adding this concept did not help retrieve studies exclusively conducted on acute illnesses, 

we found that it was helpful to limit the search results which were unmanageable at times. We believe 

that this seemed to be related to the sensitivity to those studies that have explored patients’ real life 

lived experience rather than experimental studies (e.g clinical trials).  

Comment 3  

If the focus is on patients’ lived experiences why were health personnel included? To do so adds a 

different type of data, i.e. their perceptions of patients’ lived experiences rather than reports from 

patients of their lived experiences.  

Response  

Reports from health care providers about patients’ lived experience with medicine were addressed in 

4 of the 34 included studies. And, the proportion of non-patient participants was less than 5% of total 
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participants. Moreover, we have carefully taken into consideration the contribution of those data, 

particularly if we used participant’s quotation. In those studies we were more focused on the second 

order constructs rather than first order constructs (participants’ quotes) except for in a very few cases. 

We found those data were helpful especially in gaining insight into patients’ beliefs and medication 

taking practices. Regardless of the contribution of those data, we feel that the word ‘patients’ lived 

experiences with medicine’ does not exclusively refer to reports from patients of their experiences but 

also others’ reports on how patients actuality live with their medicine.  

Comment 4  

Could the authors reflect on how studies with primary and secondary data analysis differed? Were 

they treated differently? My concern is at each point there is a greater move away from the primary 

data, potentially affecting the validity of the interpretation.  

Response  

There was only one study (Gallacher K et al 2013) with such a feature that we have included in our 

review. In that study the authors re-analyzed their original data (collected from study participants) for 

a different objective.They supported their findings with participants’ quotes. During our careful reading 

and re-reading stage, we noticed that although the study was conceptually rich, there were few 

participants’ quotes provided relative to other studies. Hence, both first order and second order 

constructs contributed to our data, although higher proportions of the coded data were generated from 

the second order constructs. Some qualitative researchers argue that in secondary analysis of 

qualitative data the knowledge arising from the interview becomes lost when the data is re-used by 

outsiders.Others argue that reflexivity is more important than proximity to the data. Since the authors 

were part of the original research team, we could not see the interpretation of the data as problematic 

due to their proximity to the original data collection and analysis.  

Meta-synthesis by its very nature is to keep the fine balance between simplistic approach (simple 

description of findings of the primary studies) and unnecessarily moving beyond the primary data. 

Although keeping this balance is a very challenging issue to achieve, we believe that the fact that we 

followed meta-ethnography method helped us to keep this balance and preserve the meaning of the 

original data and at the same time avoid simple description of what has been already described in 

primary studies. In addition, to help ensure validity, we supported our synthesis by evidence from 

primary studies and compared our findings with others.  

Comment 5  

I am slightly confused about the focus of the search and subsequent reporting, it seems to be about 

patients’ lived experiences, with medication related burden as one of three inter-related major themes. 

More explanation is needed as to the increased focus then placed on medication related burden in 

relation the other major themes.  

Response  

Thank you for the comment. Increased focus was placed on MRB in relation two other themes for two 

reasons: firstly, as it has been stated in our objective and explained in the last paragraph of the 

introduction section, MRB was our primary focus. The gap in the literature identified was the burden 

attributed to use of medicines. Secondly, analysis of our data also suggested that the other two major 

themes of PLEM were also influenced significantly by MRB factors. This comment has now been 

highlighted in the revised manuscript (P4 introduction and p11 results):  

See P11first paragraph: ‘‘We identified a gap in the literature regarding the burden attributed to 

medicine use. Data analysis also suggested that medication related burden was an antecedent factor 

that influenced other themes of PLEM. And thus, increased focus was placed on explaining themes of 

medication related burden and its impact on other themes of PLEM.’’  

And also see P4 introduction line 27 -33.  

Comment 6  

I would have liked more explanation as to why the authors combined meta-ethnography and 

comparative thematic analysis, why use both? What were the benefits and potential drawbacks?  

Response  

Despite the growing number of different methods to synthesize qualitative studies, there is no gold 
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standard method to follow and the choice of a particular method depends on the research questions. 

In studies such as ours which aimed to explore lived experiences, the interpretive method: meta-

ethnography is preferable to other methods.The attempt made to preserve the original meanings of 

included studies is the key strength of meta-ethnography method when compared to other methods. 

Meta-ethnography is the most explicit method in terms of its approach to synthesis of data. However, 

although the original developer of this method explicitly outlined the seven steps of using this method 

and the three types of translations, how to actually carry out the synthesis is not clearly stated. Some 

critiques point to a lack of clarity in how the actual synthesis carried out. Although the general 

approach to translation is through constant comparison of the differences and similarities among the 

studies, the sequence in which translation occurs will likely influence the results. Some researchers 

start the translation with the index paper (the first identified translated first) into categories and then 

subsequent studies are translated based on these categories. Others follow chronological orders 

(oldest paper translated first). However, these approaches are challenging when synthesizing studies 

with different conceptual perspective and are not time efficient when a high number of studies is 

involved. For instance, in ‘first identified translated first’ approach, it is quite difficult to ensure whether 

the first paper with which translation begins may not be conceptually richest paper and so translation 

may have been started with a conceptually weak paper, influencing the subsequent translation. 

Likewise, the use of chronological order may not have added value unless there is a need to link the 

data to a specific time period in order to understand changes in practice or policy over the specific 

time period. Hence, to ensure clarity in our synthesis process and facilitate manageability of the data, 

we borrowed the thematic analysis technique approach and systematically coded the data into a 

suitable theme within a data generated framework.This approach also enabled us to have insights 

into details of coded data within each theme and the link between the findings across the themes. 

This concept has now been incorporated both in the method (P6 data synthesis) and strength and 

limitation (P19 paragraph 1) sections of the revised manuscript.  

See P6 data synthesis line 11-18: ‘‘Although the seven steps of conducting meta-ethnography and 

types of translations are explicitly outlined, the actual process of synthesis is not clearly stated. The 

lack of clarity in how the synthesis carried out has been criticized in several studies……. Practically it 

is not easy to ensure whether the quality of a paper starting with the translation process is better than 

subsequent papers, when there is no agreement on how to decide a high quality study. ……’’. And 

see also  

P19 strengths and limitation line 6-10: ‘‘ Even though we have included relatively high number of 

articles in this meta-synthesis, the fact that studies were conducted in inter-related topics and using a 

combination of meta-ethnography and comparative thematic analysis technique made our synthesis 

process less complicated. This approach facilitated systematic coding of the data and rigorous 

analysis of concepts from studies. Combining the two methods also ensured the transparency in our 

data synthesis.’’  

Comment 7  

What do the authors mean by the statement ‘the quality score of included studies were generally 

judged to be of acceptable quality’? The aspects they raise as not well demonstrated such as rigour in 

analysis seem serious so how was that dealt with?  

Response  

Although we used a formal checklist to assess the quality of individual papers, the scoring system is 

still subjective and is simply referring to whether we felt that CASP questions had been addressed or 

partially addressed or not addressed. It is known that quality assessment does not produce consistent 

results (Dixon-wood M 2007, Toye F et al 2013).There are no cut-off scores to include or exclude a 

given study (Cambell R 2011) and there is also little agreement regarding what makes qualitative 

study of a good quality (Dixon-wood M 2007). Our report on some CASP items such as ‘rigorous of 

data analyses’ is a relativity issue compared to other sections of CASP with higher scoring value. In 

our review, we felt the authors of the primary studies were not explicit in reporting their data analysis 

(e.g. the detail process of coding or translation) in three studies only, based on our assessment using 

CASP. We focused mainly on transparency in reporting the data in each included study (e.g. whether 
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the analysis approach is explicitly stated) and this helped us to carefully read each section of the 

included study. It is likely that qualitative studies may not report details of the methods used due the 

word limitation from some journals. And, this may not necessarily reflect the quality assessment of the 

work. Accepting reviewer comment, the statement has been slightly modified in the revised 

manuscript.  

Original: ‘‘The quality score of included studies were generally judged to be of acceptable quality. 

Quality aspects that were not well demonstrated were description of data analysis rigor, data 

collection methods and research design appropriateness to address aims of the study’’  

Revised: ‘‘Studies were generally found to be of a reasonable quality. In some studies, description of 

data analysis rigor, data collection methods and appropriateness of the research design to address 

aims of the study were not explicitly stated.’’ See P8 quality assessment line 1-2  

Comment 8  

What were the advantages and possible drawbacks of using the Theory of Planned Behavior to 

explain sub themes? How did this work in practice and were there any outlying data?  

Response  

Although the Theory of Planned Behavior is usually used in quantitative studies to predict a given 

behavior, its use in qualitative studies to better understand a given behavior is also not uncommon 

(Zoellner et al 2012, Kapasi I 2014).The advantage of using this theory as a guiding framework was to 

explicitly explain the data in a more pragmatic and understandable way both for health care providers 

and social scientists. As with any predefined framework, one of the drawbacks of using this theory is 

that the data might be forced to fit into the framework of the theory which may result in bias and some 

outlying data. However, in our review, this theory was used following the synthesis to explain the link 

between the data. For example, during our coding stages, the three sections of beliefs were 

considered altogether as medication related beliefs. After analyzing the data we noticed that the 

beliefs could be better explained if they were fitted into TBP. We then decided to dissect the data 

about beliefs based on TBP concepts and then linked them to MRB as antecedent factor and 

medication taking practice as target behavior. However, linking the analyzed data into TPB was 

laborious. This is perhaps what we have noticed as a drawback of using this theory following data 

synthesis. We have not encountered any outlying data, yet we are not sure if this might have 

happened had the theory been used before the data synthesis.  

Comment 9  

I wasn’t sure about including direct quotes, how does this fit with the idea of having performed a meta-

synthesis?  

Response  

All direct quotes have now been removed.  

Comment 10  

In table S6 there were some interpretations that didn’t seem to fit with the data, for example is quote 6 

really best interpreted as ‘medicine side effects as unjustifiable’?  

Response  

We are not sure if the comment was referring to quote 5 or 6. Assuming that it was about quote 5, the 

interpretation for quote 5 has been corrected in the revised manuscript.  

See table S5 interpretation of quotation 5 ‘‘Medicines side effects more unjustifiable, worse than the 

problem the medicine was treating’’.  

Comment 11  

I wondered if it might be worth providing a reflexive statement in relation to the position of the authors 

, at times I felt their perspective was evident in the presentation of the data, for example on p15 where 

they talk about ‘proper medicine use’, ‘wrong perceptions’ and ‘unsound problem solving strategies’ . 

This suggests a perspective that medicines should always be used in a particular way, presenting 

variation in use by patients as deviant.  

Response  

Thanks for pointing out this important point. We put effort into preserving the meaning of included 

studies and avoiding simple descriptions of what has already been stated. Our review was conceived 
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with a limited prior knowledge of MRB and PLEM, and thus we believe that this has limited the bias of 

our prior experience influence on the data. One of us (MAM, a PhD candidate and an experienced 

clinical pharmacist) conceived and designed the study together with the other two co-authors (RJM 

and TFC), both of whom are recognized as experienced pharmacy educators and academic 

researchers. Both have extensive clinical and hospital pharmacy experience. MAM had little prior 

experience of MRB and PLEM related research. Thus to minimize bias, all the data extraction was 

first carried out by MAM and then independently checked by RJM and TFC and then approved by 

three authors. The generation of themes to develop the coding framework was closely supervised by 

TFC and then reviewed by RJM. All three authors were involved in all stages of data collection and 

analysis. MAM drafted the manuscript and RJM and TFC reviewed the manuscript. Moreover, our 

synthesis was supported by the evidence of primary studies and quotes of participants. Reflexive 

statement has now been incorporated in the revised manuscript (please see P7).  

Comment 12  

I was surprised the authors didn’t refer to initiatives such as work on the idea of concordance in 

relation to medicine taking, which stressed the idea that patients and health care professionals both 

need to express their views and perspectives in relation to medicine taking and therefore work 

towards a position in which medication decisions are acknowledged and shared.  

Response  

We have addressed this point in the revised manuscript.  

See P18 discussion line 42-48: ‘’Health care providers should elicit patients’ concerns about MRB by 

encouraging them to share their experiences regarding the challenges of the therapy. Likewise, 

patients also need to make efforts to express their views and perspectives to their health care 

providers. Establishing such a relationship may facilitate collaborative discussions, help practitioners 

to identify the particular MRB encountered and understand patients’ actual lived experiences so that 

sound therapeutic decisions can be made. The value of two-way patient-provider interactions, where 

patients’ experiences are discussed and decisions are shared, contributed to improved patients’ 

knowledge, satisfaction, therapeutic and health outcomes.’’  

Comment 13  

I wonder if the authors could reflect more on how they believe a measure would work in practice, how 

would it be devised , what would encourage people to use it and in what way do they believe it could 

reduce medication related burden?  

Response  

Thank you for this question. We are optimistic that this measure will be helpful both for practice and 

research purposes. This review highlighted the need and clinical importance of such a measure. 

Explaining the process of development and practical applicability of a measure is beyond the scope of 

this paper and represents a separate area for research. Hence, it is beyond the scope this review to 

answer the applicability of the measure in practice.  

Comment 14  

The authors need to be careful in terms of presenting correlations without evidence; will a lack of 

effective relationship between physicians and patients really result in misunderstandings about 

medicine taking? The literature tells us misunderstandings occur regardless of whether relationships 

are judged to be effective or not. In addition, patients’ dislike and reluctance to take medicines will not 

necessarily mean they don’t take medicines, merely they prefer not to. (See p20).  

Response  

Thanks for the comment. The point has been revised.  

Original : ‘’Lack of an effective patient-practitioner relationship has negative implications on patient 

perceptions about the provider and therapy and will likely result in misunderstanding of the required 

medicine taking behavior.’’  

Revised: ‘’ Lack of an established patient-practitioner therapeutic relationship had a negative impact 

on patients’ beliefs about medicine and medicine taking behavior.’’ See P18 discussion line 33-34.  

In a previous study Pound et al 2005 reported that people generally dislike and are reluctance to take 

medicines mainly because of their concerns about medicines rather than failure of the health care 
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system or provider. In our review, although concerns about medicines was a single aspect of MRB 

that influenced patients’ beliefs and behavior, the failure of health care system (eg fragmented) and 

poor patient-provider relational aspects also appeared to influence patients’ beliefs and behaviors 

about medicine.  

See P18 discussion line 56-58: ‘’While in line with previous study that identified patients’ general 

dislike to take medicines 87, we found that MRB was a major factor that influenced patients’ beliefs 

about medicine. Only in few studies did patients hold a preconceived general negative attitude 

towards medicines and poor health seeking behavior.’’  

Comment 15  

The authors also need to be careful about the language they use, we all have cultural influences so 

what is meant by the reference to them on p19?  

Response  

Thank you for the comment. The key message of the statement (P19) is to encourage health care 

providers to extend the concept of medication review beyond side effects and toxicities to the 

psychosocial aspects of medicine use as well. This includes: assessing if the patients has any 

psychosocial concerns in relation his/her medicine or if the medicine/s interfere with patient’s 

personal/social activities. This information will help practitioners to make informed decisions through 

selection of appropriate medicines that suit a patient’s life. Accepting the comment, this point has now 

been revised.  

See P18 discussion line 51-55: ‘’In routine clinical practice, treatment related patients’ psychosocial 

information is often given less consideration than biomedical factors. Medication management review 

should go beyond side effects and toxicities to include psychosocial factors related to medicines use. 

This may enable practitioners to have an insight into the patients’ context when making therapeutic 

decisions and care plans. ‘’  

Comment 16  

In general the authors need to reconsider their discussion section and ensure they are clear about 

what is novel about their work and how it fits with previous work given the substantial body of work in 

the field of patients’ perceptives in relation to medicines and medicine taking.  

Response  

Thank you for the suggestion. The discussion section has now been shortened from 8 paragraphs in 

the original version to 6 paragraphs in the revised version of the manuscript. It is now more compact 

and focused on our pertinent findings. We believe that any further reduction would negatively affect 

the quality of the manuscript.  

Comment 17  

Has the protocol been published and if so where?  

Response  

The protocol has not been published.  

Comment 18  

There are a number of typographical errors and the manuscript could be made more concise.  

Response 

Thank you for pointing out these errors. We have corrected them. 

 

VERSION 2 – REVIEW 

REVIEWER VT Tran 
INSERM U1153, Paris, France 

REVIEW RETURNED 30-Nov-2015 

 

GENERAL COMMENTS I thank the authors for their answers. Overall, they answered all 
comments and modifications are acceptable.  
However, I still am not convinced about their choice to exclude 
studies related to barriers to medication adherence. Even if inclusion 
of further studies would not have influenced results, I think that one 
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of the objectives of systematic reviews are to provide an exhaustive 
view of the state of evidence in a particular field.  
Thus, I would have preferred that the authors specified clearly that 
those studies were not included, both in methods and discussion. If 
possible, I would also have liked a comparison of the study results 
with those of reviews focusing on similar topics (adherence, burden 
of treatment etc.) 

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer  

Viet-Thi Tran  

INSERM U1153, Paris, France  

General comment  

I thank the authors for their answers. Overall, they answered all comments and modifications are 

acceptable. However, I still am not convinced about their choice to exclude studies related to barriers 

to medication adherence. Even if inclusion of further studies would not have influenced results, I think 

that one of the objectives of systematic reviews are to provide an exhaustive view of the state of 

evidence in a particular field. Thus,  

Comment 1  

I would have preferred that the authors specified clearly that those studies were not included, both in 

methods and discussion.  

Response:  

Thank you for this suggestion. In our review we focused on exploring medication related burden. We 

did not exclude studies conducted on patients’ beliefs about medicines or medication taking behavior 

if medication related burden was explored as a domain (see p5 inclusion exclusion criteria line 2 and 

3). Since our search concepts did not include many terms related to medication ‘adherence’ or ‘non-

adherence’, we acknowledge that some potential articles highlighting medication related burden as 

barrier to adherence might have been missed. We believe that studies which focus on medication 

related burden are likely to capture non-adherence caused by the burden and note that not all studies 

focusing on non-adherence reflect the concept of medication related burden. Therefore, focusing on 

MRB concept is a reasonable approach to explore studies that have explored non-adherence and 

treatment burden.  

See p5 method (inclusion exclusion criteria line 2-3) ‘‘…studies were included if medication related 

burden was considered as a major focus, or if they described patients’ beliefs about medicine or 

medication taking behaviors with medication burden as a domain.’’ [In previous manuscript]  

P20, strength and limitation, line 50-53 ‘‘…Although we have included studies on patients’ beliefs 

about medicine and medication taking behavior if MRB was explored as a domain, our search 

strategy did not include many terms related to medication adherence or non-adherence. Hence, some 

potential articles on medication adherence that may have medication burden concept as a barrier to 

adherence might have been missed.’’ [In revised manuscript]  

Comment 2  

If possible, I would also have liked a comparison of the study results with those of reviews focusing on 

similar topics (adherence, burden of treatment etc.)  

We have compared our findings with prior reviews on treatment burden and medication taking as well. 

Some of the examples are illustrated below:  

See p17, discussion line 22-24 ‘‘…The adverse outcomes of treatment burden have also been 

highlighted in previous reviews. Although there is a difference in the scope, context, number and 

types of included studies between these reviews and ours, the resonance of results reflects the 

similarity of lived experiences with medicine among chronic illness patients. ’’ [In previous manuscript]  

See p17, discussion line 41-42 ‘‘ Poor patient-practitioner relationships negatively influenced medicine 

adherence and hence the success of prescribed medicines outcome.’’ [In previous manuscript]  

See p17, discussion line 56-58 ‘‘ while in line with a previous study that identified patients’ general 
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dislike to take medicines, we found that MRB was a major factor that influenced patients’ beliefs about 

medicine.’’ [In previous manuscript] 

 

VERSION 3 - REVIEW 

REVIEWER VT Tran 
CRESS Inserm U1153 

REVIEW RETURNED 22-Dec-2015 

 

GENERAL COMMENTS I thank the authors for their answers. I have no more comments and 
I think the manuscript is acceptable for publication  

 

 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-2015-010035 on 2 F

ebruary 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/

