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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   
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VERSION 1 - REVIEW 

REVIEWER Jeremy Everett 
University of Greenwich  
UK 

REVIEW RETURNED 23-Dec-2015 

 

GENERAL COMMENTS 1. This is a generally well-written and novel approach to the subject. 
What is unclear is how useful this analysis will be. Whilst taking a 
new bottom-up approach to the categorisation of activities in this 
area is useful, it could be more useful if the analysis included a 
review of the clinical utility of these practices/activities.  
2. Several recent analyses have shown limitations in the use of 
pharmacogenomics data for the prediction of drug effects but this 
key issue is not critically addressed in the paper, which seems like a 
missed opportunity. The authors mention that good technology alone 
is not sufficient for successful implementation of a personalised 
medicine practice into the clinic, which is true. However, it is also 
true that if a technology is not properly validated, it is unlikely to be 
useful to patients, and in the manuscript there is a lack of analysis of 
which technologies appear to be well validated in the clinic and 
which not.  
3. p5 Section 2.1. Approach. A key new technology for personalised 
medicine is pharmacometabonomics, also known as 
pharmacometabolomics. In this approach baseline metabolite 
profiles are used to predict drug effects in groups of patients. 
Pharmacometabonomics has the advantage over 
pharmacogenomics in that it measures both genomic and 
environmental contributions to differences in drug effects between 
different patient groups. It is important that this new field is at least 
mentioned, although it is too young to make a significant impact on 
clinical practise at present.  
4. the English at some points requires improvement e.g. (i) p 7 
Screening and selection process, para 2 “were implemented on at 
least one real-life case or had contacted with the patient/ individual 
or his data” is a little difficult to understand and the tense is strange: 
had contacted? or (ii) “changes that happened afterwards the 
publications”??, or (iii) p22, para 2 “Lack coherence in the use of 
concepts and terminology can be”???  
5. the authors mention their triangulation strategy several times 
including p7 and p36 but it is unclear what they did: exactly how was 
consensus (inclusion of 277 records) between the two researchers 
achieved: this is central to the whole analysis but is not described? 
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What were the individual outputs of the two researchers and how 
were these combined into the consensus output?  
6. p17, Section 3.3. asks various questions about availability and 
access of various practices that have been identified but the authors 
do not seem to ask the Key Question: do these practices work in the 
clinical setting? The same thing occurs on p21, Section 4.3.2. 
Recent analyses of many pharmacogenomics practices have shown 
little or zero clinical utility. For instance see: Joseph PG, Pare G, 
Ross S, Roberts R, Anand SS. Pharmacogenetics in Cardiovascular 
Disease: The Challenge of Moving From Promise to Realization 
Concepts Discussed at the Canadian Network and Centre for Trials 
Internationally Network Conference (CANNeCTIN), June 2009. 
Clinical Cardiology, 37(1), 48-56 (2014); Maruthur NM, Gribble MO, 
Bennett WL et al. The Pharmacogenetics of Type 2 Diabetes: A 
Systematic Review. Diabetes Care, 37(3), 876-886 (2014); Carr DF, 
Alfirevic A, Pirmohamed M. Pharmacogenomics: Current State-of-
the-Art. Genes, 5(2), 430-443 (2014). The authors should address 
this key question in the article.  
7. It is clear that there have been issues with the broad and rapid 
implementation of pharmacogenomics into clinical practice. In 4.3.1 
the authors mention that genomic markers may be a component of 
personalised medicine but they fail to mention either what the issues 
are with the sole use of genomic data, or what the other important 
factors might be. It is clear that human health is not simply 
dependent upon genomics and that environmental factors, 
especially the impact of the microbiome, are critical. The authors 
should at least discuss these concepts: otherwise the analysis 
seems incomplete.  
8. table S5 Emerging Practices is incomplete without any reference 
to pharmacometabonomics or metagenomics analyses 

 

REVIEWER Stephanie Morgan 
United States 

REVIEW RETURNED 20-Mar-2016 

 

GENERAL COMMENTS This manuscript was very well written. Content analysis on this topic 
is difficult and I applaud the authors for their research focus and 
labor intensive methodology. The results of this study certainly 
contribute to the knowledge (and current status) of "person-centered 
care and services" globally.   

 

VERSION 1 – AUTHOR RESPONSE 

1.  

Reviewer 1: This is a generally well-written and novel approach to the subject. What is unclear is how 

useful this analysis will be. Whilst taking a new bottom-up approach to the categorisation of activities 

in this area is useful, it could be more useful if the analysis included a review of the clinical utility of 

these practices/activities.  

 

Authors: The clinical utility of ‘personalized’ practices is indeed an important topic and there are 

various ongoing initiatives on this. However, so far, there hasn’t been an initiative that investigated the 

‘personalized’ practices to see what they imply about the definition of the field. Our article aimed to fill 

in this gap and first, provided an inventory of ‘personalized’ practices published in the literature and 

then, showed how diverse they are in terms of purposes and the groups they serve. Thus, detailed 

review on the evaluation of these practices (including clinical utility) was outside the scope of our 
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study. Nevertheless, we believe that this article may inspire others to look at the clinical utility aspects 

of the practices that were included in this inventory.  

 

In this regard, in order to prevent any misunderstandings, we added a note on the importance of the 

evidence base for ‘personalized’ practices under ‘4.2. Strengths and limitations’. Then we re-iterated 

our purpose and clarified that a review of the evidence on these practices wasn’t a part of our 

research question.  

 

2.  

Reviewer 1: Several recent analyses have shown limitations in the use of pharmacogenomics data for 

the prediction of drug effects but this key issue is not critically addressed in the paper, which seems 

like a missed opportunity. The authors mention that good technology alone is not sufficient for 

successful implementation of a personalised medicine practice into the clinic, which is true. However, 

it is also true that if a technology is not properly validated, it is unlikely to be useful to patients, and in 

the manuscript there is a lack of analysis of which technologies appear to be well validated in the 

clinic and which not.  

 

Authors: The reviewer is right in his point that the demonstration of the clinical utility is an important 

issue in this field and needs to be acknowledged in this paper. In this revised manuscript, we 

addressed this in a number of sections: In the beginning of section 3.3, clinical utility issues are 

addressed and then the perspective is clarified. In the discussion section, the lack of robust evidence 

demonstrating clinical utility is briefly discussed with some examples (4.3 Implications of the findings 

for the integration of personalized approaches).  

 

On the other hand, we need to remind that the purpose of this paper was to look at the notions behind 

the ‘personalized’ practices. This means looking at the field in a bottom up way and trying to 

understand what personalized medicine, personalized health care and other concepts mean from a 

practice-based perspective. Identification and analysis of existing evidence on validity and utility of the 

identified practices are beyond our scope. But, in line with our answer to point 1, we welcome others 

to use this article as a starting point and analyze the evidence on clinical utility.  

 

3.  

Reviewer 1: p5 Section 2.1. Approach. A key new technology for personalised medicine is 

pharmacometabonomics, also known as pharmacometabolomics. In this approach baseline 

metabolite profiles are used to predict drug effects in groups of patients. Pharmacometabonomics has 

the advantage over pharmacogenomics in that it measures both genomic and environmental 

contributions to differences in drug effects between different patient groups. It is important that this 

new field is at least mentioned, although it is too young to make a significant impact on clinical 

practise at present.  

 

Authors: Pharmacometabonomics is indeed a promising new technology for realizing personalization 

of drug treatment. However, as the reviewer also anticipates, it wasn’t identified as a ‘practice’ as a 

result of our search strategy, which was guided with our research question: looking at the field from a 

practice-based perspective. Within this scope, it is not possible for us to capture all available 

technologies that have the potential to be used in personalized approaches.  

 

We acknowledged this issue in the discussion and introduced pharmacometabonomics and 

metagenomics as examples of emerging technologies that couldn’t be captured in our search strategy 

which focused on practices. (see 4.3.3. Transformation of practices)  

 

4.  

Reviewer 1: the English at some points requires improvement e.g. (i) p 7 Screening and selection 
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process, para 2 “were implemented on at least one real-life case or had contacted with the patient/ 

individual or his data” is a little difficult to understand and the tense is strange: had contacted? or (ii) 

“changes that happened afterwards the publications”??, or (iii) p22, para 2 “Lack coherence in the use 

of concepts and terminology can be”???  

 

Authors: We thank the reviewer very much for pointing these sentences. We did another proof 

reading and identified some others as well. All are reflected to the revised manuscript.  

 

5.  

Reviewer 1: the authors mention their triangulation strategy several times including p7 and p36 but it 

is unclear what they did: exactly how was consensus (inclusion of 277 records) between the two 

researchers achieved: this is central to the whole analysis but is not described? What were the 

individual outputs of the two researchers and how were these combined into the consensus output?  

 

Authors: In ‘Supplementary material 1. Detailed description of the search and selection process’ we 

clarify the triangulation element in the screening phase as two researchers using two different 

strategies: First researcher (TC) screened all the titles and, as necessary, abstracts of the 5.333 titles. 

The second researcher (ES) used another strategy: she made an independent search within the 

database of 5.333 records using a large list of terms that are potentially relevant for identifying the 

practices and screened titles and abstracts of the records revealed by this search. (search terms 

provided in the Supplementary Material 1).  

 

To shed light onto the screening and eligibility phases, we’ve put more details in ‘Supplementary 

material 1’ on the individual outputs of the researchers and discussion method used in case of 

disagreements at the screening and eligibility stages.  

 

6.  

Reviewer 1: p17, Section 3.3. asks various questions about availability and access of various 

practices that have been identified but the authors do not seem to ask the Key Question: do these 

practices work in the clinical setting? The same thing occurs on p21, Section 4.3.2. Recent analyses 

of many pharmacogenomics practices have shown little or zero clinical utility. For instance see: 

Joseph PG, Pare G, Ross S, Roberts R, Anand SS. Pharmacogenetics in Cardiovascular Disease: 

The Challenge of Moving From Promise to Realization Concepts Discussed at the Canadian Network 

and Centre for Trials Internationally Network Conference (CANNeCTIN), June 2009. Clinical 

Cardiology, 37(1), 48-56 (2014); Maruthur NM, Gribble MO, Bennett WL et al. The Pharmacogenetics 

of Type 2 Diabetes: A Systematic Review. Diabetes Care, 37(3), 876-886 (2014); Carr DF, Alfirevic A, 

Pirmohamed M. Pharmacogenomics: Current State-of-the-Art. Genes, 5(2), 430-443 (2014). The 

authors should address this key question in the article.  

 

Authors: We agree, the clinical utility needs to be addressed in the article. See our comment in point 

2. We integrated it to section 4.3. We also clarified our stance for the section 3.3. in its beginning.  

 

7.  

Reviewer 1: It is clear that there have been issues with the broad and rapid implementation of 

pharmacogenomics into clinical practice. In 4.3.1 the authors mention that genomic markers may be a 

component of personalised medicine but they fail to mention either what the issues are with the sole 

use of genomic data, or what the other important factors might be. It is clear that human health is not 

simply dependent upon genomics and that environmental factors, especially the impact of the 

microbiome, are critical. The authors should at least discuss these concepts: otherwise the analysis 

seems incomplete.  

 

Authors: We’ve put the prominent factors outside genetics (including exposome and microbiota) in 
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4.3.1.  

 

8.  

Reviewer 1: table S5 Emerging Practices is incomplete without any reference to 

pharmacometabonomics or metagenomics analyses  

 

Authors: The practices were included in this study according to a search and selection protocol 

provided under Suppl. material 1. As explained also under point 3, the inclusion criteria was identified 

according to the purpose of our article, which is “to start developing an understanding of how the field 

can be defined from a ‘practice-based’ perspective.”  

 

After the comments of the reviewer, we searched the 5.333 records from the identification step with 

the keywords of ‘pharmacometabonomics’ or ‘metagenomics’. 6 records were identified for each of 

the keywords. Looking at the abstracts (and the full texts of the articles that were found), none of them 

presented a practice that fit the inclusion criteria. Therefore, it is not possible for us to include them in 

table S1 (main list of 88 practices) and thus table S5 (emerging practices).  

 

Nevertheless, as conveyed in point 3, we covered ‘pharmacometabonomics’ and ‘metagenomics’ as 

emerging and promising fields that weren’t identified as a practice within the scope and at the time of 

our search. (see 4.3.3. Transformation of practices)  

 

Additional point: We added two paragraphs to ‘4.3.1. Excessive technological focus’ to discuss the 

‘personalization’ concept in light of the results of the clinical trials on genotype guided dosing for 

warfarin therapy. 

 

VERSION 2 – REVIEW 

REVIEWER Professor Jeremy R Everett 
University of Greenwich, UK 

REVIEW RETURNED 27-May-2016 

 

GENERAL COMMENTS The authors have made a good job of the revisions. The English in 
the paper is improved and acceptable but not excellent. Further 
proof-reading and correction would be good.  
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