
PEER REVIEW HISTORY 

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

complete a checklist review form (see an example) and are provided with free text boxes to elaborate 

on their assessment. These free text comments are reproduced below.  Some articles will have been 

accepted based in part or entirely on reviews undertaken for other BMJ Group journals. These will be 

reproduced where possible. 

ARTICLE DETAILS 

TITLE (PROVISIONAL) A question-answer pair (QAP) database integrated with websites to 
answer complex questions submitted to the 
regional medicines information and pharmacovigilance centres in 
Norway (RELIS): a descriptive study 

AUTHORS Jan Schjøtt, Linda Amundstuen Reppe, Pål-Didrik Hoff Roland and 
Tone Westergren 

 

VERSION 1 - REVIEW 

REVIEWER David Erskine  
Director, London & South East Medicine Information Service  
Guys & St Thomas NHS Foundation Trust  
London  
UK 

REVIEW RETURNED 14/12/2011 

 

THE STUDY Overall: This is a very simple study that has been overcomplicated in 
the write-up because it has been padded out in each section with 
lots of background information about RELIS/QAP database.  
If all the descriptive details of RELIS and the QAP database were 
collated in one place (introduction) and summarised better the article 
would read more easily and would make more sense. The actual 
research bit is the analysis of the two periods of QAP data so the 
methods and results should be very simple and straightforward.  
 
Specific comments:  
 
Article describes 4 RELIS; assume this is the total number of RELIS 
in Norway? Therefore if it is then this study should represent all the 
enquiries to the system.  
 
Weakness of the study is that it only looked at enquiries that were 
suitable for the public domain. Enquiries that were deemed 
unsuitable for the public access website were excluded from the 
study but there was no description of what these enquires were.  
No details given about the quantity of enquiries that are considered 
‘unsuitable’ for the public website and how exclusion of these 
enquiries might affect their study results.  
 
No description of how the random sample was taken.  
 
A high proportion of QAPs were excluded for not being drug related 
121/963. No explanation about why these enquiries were on the 
database if they don’t consider them relevant.  
 
The description of RELIS and the QAP database is all over the place 
and in all the different sections (intro / methods / discussion). It 
needs to be pulled all together and moved to the introduction. This 
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will also make it easier to follow rather than to keep introducing new 
elements of the description of the RELIS throughout the article.  
 
Quality – article talks about standards of quality being similar across 
the individual centres. This has been claimed because of some 
previous studies on the quality of the answers provided and they 
have quality standards and in-house training. Is there any ongoing 
internal quality review of the process of searching for an answer? 
This is relevant because the investigator says that there has been 
an increase in enquiry numbers and a corresponding increase in use 
of past enquiries on RELIS but there is still the same level of 
literature searching being carried out. Therefore could this be 
because the researchers are carrying out a full search when one 
was not needed because the answer was on RELIS or was it 
because the past enquiry on RELIS was not helpful or needed up-
dating?  
 
There is no mention of staffing. Do they have data on number of 
staff vs enquiry numbers for each of the two periods? The study 
says that enquiries are being answered faster in the second study 
period compared to the first period and they conclude that this is 
because of the use of RELIS but they admit that there is still the 
same level of literature searching. Their claim that the time taken to 
answer an enquiry being directly linked to the amount of literature 
searching being carried out does not explain this difference. Maybe 
it is linked to better staffing?  
 
Finally there is no assessment of user satisfaction - there is an 
assumption tha increased use of the database is the same as the 
the question being answered to the satisfaction of the enquirer 

GENERAL COMMENTS I think this is potentially an interesting concept with relevance to 
other medicine information networks incl the UK. However the really 
interesting bit is how to use IT to prevent real time enquiry 
answering duplication and thereby increase service efficiency. I am 
not sure that this report takes this forward in a helpful way - but 
potentially it could by simply analysing how much of this occurred 
before ansd after introducing the system  

 

REVIEWER Marie Lindquist  
Director  
Uppsala Monitoring Centre  
Sweden  
 
I have no competing interests 

REVIEW RETURNED 21/12/2011 

 

THE STUDY The objective is not very clear. A descriptive study should include all 
the basic relevant facts about the contents of the QAP database - 
this is not the case. The authors have analysed how questions were 
processed, looking at the variables complexity, number of drugs 
involved and whether the response required a literature search. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: David Erskine  

Director, London & South East Medicine Information Service  
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Guys & St Thomas NHS Foundation Trust  

London  

UK  

 

Overall: This is a very simple study that has been overcomplicated in the write-up because it has 

been padded out in each section with lots of background information about RELIS/QAP database.  

If all the descriptive details of RELIS and the QAP database were collated in one place (introduction) 

and summarised better the article would read more easily and would make more sense. The actual 

research bit is the analysis of the two periods of QAP data so the methods and results should be very 

simple and straightforward.  

 

We agree, and have accordingly moved the description of RELIS to the Introduction. In this process 

we have tried to make it easier for the potential reader of BMJ Open to understand the development 

of RELIS from 1995 until today, and why we compared two periods of six years after RELIS started. In 

this process the title, article summary and abstract have been changed accordingly. Furthermore, 

Methods is now more descriptive and precise with details to adapt to the new focus of the manuscript. 

Figure 1 is now included in this section and has been changed to reflect the RELIS model as well as 

study sample and design. There are only minor changes to Results including Table 1, but several 

paragraphs in the Discussion have been rewritten. Due to significant overall changes in the 

manuscript, several references have been excluded, and the total number is now 12 compared to 17. 

Citations and their position in the text have also been altered.  

 

Specific comments:  

 

Article describes 4 RELIS; assume this is the total number of RELIS in Norway? Therefore if it is then 

this study should represent all the enquiries to the system.  

 

We have now included the following description in Introduction: “The regional medicines information 

and pharmacovigilance centres (RELIS) was established in 1995 with two regional centres. Two 

additional were started in 1997 and 1998 with a fifth added in 2001. Today, RELIS is a national 

network made up of four (to centres in Oslo became one in 2010) drug information centres (DICs). 

They are localised at regional university hospitals in Norway, where pharmacists and clinical 

pharmacologists answer questions from health care professionals.”  

 

All enquires in the system could not be included in the present study, and the reasons for this is now 

described in the revised manuscript. Published enquires was used because they represent true 

processing in all respective RELIS, and a randomised sample of these was used.  

 

Weakness of the study is that it only looked at enquiries that were suitable for the public domain. 

Enquiries that were deemed unsuitable for the public access website were excluded from the study 

but there was no descriptions of what this enquires were.  

 

We have now included the following description in Introduction: “QAPs unsuitable for the public 

domain (e.g. questions answered solely by a copy of a previous answer from RELIS, questions which 

lack public interest and not associated with drugs, or questions that contain information that could 

identify a patient through description of a rare disease) are allocated to the internal interface (RELIS 

internal database) only.”  

 

No details given about the quantity of enquiries that are considered ‘unsuitable’ for the public website 

and how exclusion of these enquiries might affect their study results.  

 

We have now included the following description in Methods: “From a total of 9697 QAPs, a 
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randomised sample of 963 QAPs was used for further analysis. Each QAP was compared to the 

information in the associated paper version (all documents and information on answering the 

question) saved in the respective RELIS centre. The paper version contained the day the question 

was received and the corresponding day an answer was provided. 121 QAPs were excluded because 

the questions concerned nutritional or herbal medicine (n = 65), non-medical products from 

pharmacies, homeopathy, medical equipment, disinfection or chemicals (n = 26), or questions that 

were answered solely by a previous answer from RELIS (but still published) or by sending copies of 

relevant scientific articles (n = 30). Exclusion of these QAPs was based on the notion that DICs 

primary function and resources (personnel and available drug information sources) is directed to 

answer questions concerning drugs. Thus, based on a sequence of selection criteria (publication or 

not, randomisation to 10%, and the final exclusion) 842 QAPs were included in the study.”  

 

No description of how the random sample was taken.  

 

The following description of how the random sample was taken is now included in Methods: “Two 

periods of six years were compared (1995-2000 and 2001-2006). QAPs published in the RELIS public 

database in the respective periods were used since they reflect the process of answering better than 

QAPs unsuited for publication as described above. Overall publication frequency in the period (1995-

2006) was 80% (range 66 to 95% between individual centres). Relevant data from QAPs, including 

question number, were transferred to SPSS 17.0 (SPSS Inc., Chicago IL) for analysis, and subjected 

to a randomisation procedure in the application.”  

 

A high proportion of QAPs were excluded for not being drug related 121/963. No explanation about 

why these enquiries were on the database if they don’t consider them relevant.  

 

See comment above.  

 

The description of RELIS and the QAP database is all over the place and in all the different sections 

(intro / methods / discussion). It needs to be pulled all together and moved to the introduction. This 

will also make it easier to follow rather than to keep introducing new elements of the description of the 

RELIS throughout the article.  

 

See comment above.  

 

Quality – article talks about standards of quality being similar across the individual centres. This has 

been claimed because of some previous studies on the quality of the answers provided and they have 

quality standards and in-house training. Is there any ongoing internal quality review of the process of 

searching for an answer? This is relevant because the investigator says that there has been an 

increase in enquiry numbers and a corresponding increase in use of past enquiries on RELIS but 

there is still the same level of literature searching being carried out. Therefore could this be because 

the researchers are carrying out a full search when one was not needed because the answer was on 

RELIS or was it because the past enquiry on RELIS was not helpful or needed up-dating?  

 

The following has been included in the Discussion: “The RELIS model includes quality standards and 

in-house training which ensures that the process of answering questions is similar across the 

individual centres. The RELIS intranet also contains several guidelines for how to handle QAPs (i.e 

how to write references, how to index in the database). Furthermore, each RELIS use the same 

commercial drug information databases and textbooks as sources. How to answer a question is 

discussed within each RELIS by informal discussions or use of co-signature. It is also discussed 

between different RELIS due to the transparency and traceability of the model, and regularly in the 

annual national meetings where all centres participate.”  
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The following has been included in the next paragraph in the Discussion: “However, in RELIS, 

repeated questions are subjected to a new literature search if 3 months have passed since a previous 

answer was provided, and this was more likely to happen in 1995-2006. With repeated questions 

today, a previous answer in the RELIS database is more likely to be updated and could be re-used. 

An illustrating example is the common question of antidepressive agents and pregnancy which is 

usually patient-related and judgmental in its form. This type of question is frequently submitted to 

RELIS because information in product monographs is categorical and not useful for solving a clinical 

situation with a depressed pregnant patient in need of drug therapy. A recent answer from the 

database with updated literature search can be provided within much shorter time limits than would be 

expected.”  

 

There is no mention of staffing. Do they have data on number of staff vs enquiry numbers for each of 

the two periods? The study says that enquiries are being answered faster in the second study period 

compared to the first period and they conclude that this is because of the use of RELIS but they admit 

that there is still the same level of literature searching. Their claim that the time taken to answer an 

enquiry being directly linked to the amount of literature searching being carried out does not explain 

this difference. Maybe it is linked to better staffing?  

 

The following has been included in Methods: “The number of employees in RELIS in the respective 

periods was estimated but did not include all cases of maternity, leave of absence and vacant 

positions. The mean number of questions per employee per year was calculated from data 

corresponding to the start (year) and end (year) of each period.”  

 

The following has been included in Results: “The mean number of questions per employee per year 

increased from 66 to 89 from the first to the second period.”  

 

Finally there is no assessment of user satisfaction - there is an assumption that increased use of the 

database is the same as the question being answered to the satisfaction of the enquirer.  

 

The following has now been included in Discussion: “The quality of answers from RELIS has been 

evaluated to be of high quality and of significant clinical impact in several studies.1-3 These studies 

cover the period of 1995-1998, and 2006. Interestingly, the study from 2006 concerned drug 

information in pregnancy which represents a category of question were re-use of the RELIS database 

is particular frequent.3”  

 

I think this is potentially an interesting concept with relevance to other medicine information networks 

incl the UK. However the really interesting bit is how to use IT to prevent real time enquiry answering 

duplication and thereby increase service efficiency. I am not sure that this report takes this forward in 

a helpful way - but potentially it could by simply analysing how much of this occurred before and after 

introducing the system.  

 

We hope the revised manuscript will help with regard to this comment, and it could be of interest to 

study duplication before and after the web question form was introduced.  

 

 

Reviewer: Marie Lindquist  

Director  

Uppsala Monitoring Centre  

Sweden  

 

I have no competing interests  
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The objective is not very clear. A descriptive study should include all the basic relevant facts about the 

contents of the QAP database - this is not the case. The authors have analysed how questions were 

processed, looking at the variables complexity, number of drugs involved and whether the response 

required a literature search.  

 

We hope the revised manuscript now has a clearer objective with an improved description of the QAP 

database, its development in RELIS and how our model could be of use to handle an increased 

number of complex questions.  

VERSION 2 – REVIEW 

REVIEWER David Erskine  
Director, London & South East Medicine Information Service  
Guys & St Thomas NHS Foundation Trust  
London  
UK 

REVIEW RETURNED 06/02/2012 

 

THE STUDY This is a great improvement on previous version but at the risk of 
being pedantic I think the objective is primarily to assess whether the 
database supports efficiency in answering questions not necessarily 
the ability to answer more enquiries. There are a few grammatical 
errors, typos and vocabulary choices which are not ideal - it would 
still benefit from more input in this respect. 

RESULTS & CONCLUSIONS With the proviso outlined above ie the data demonstrate an increase 
in efficiency not necessarily an increased ability to address an 
increasing workload. to really prove that the database increased the 
ability to address an increased workload would require presentation 
of workload data and staff resource availbale for the two periods in 
question. To really address the objective as described would require 
an assessment of the other developments that could also explain the 
changes seen - in the case of the periods specified it might be 
argued that the Internet in general may be the confounding variable. 
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