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GENERAL COMMENTS This study protocol has merits but also limitations. The main ones 
are:  
-Relevance and rationale for the study are not well described. Given 
the body of research on the topic in other countries, I wonder 
whether how this study advances the scientific knowledge.  
-Methods are not well structured and relevant methodological 
guidelines (e.g. STROBE) are not used.  
-The representativeness of the practice network for Swiss primary 
care needs to be elaborated.  
-The validity of physician reported medication errors is problematic.  
 
Specific comments  
-Introduction (p.2): This section does not present a clear rationale for 
the study. This is important as there is now a body of descriptive and 
explorative research on patient safety in primary care (both medical 
care and pharmacy). What will this study add to the scientific body of 
knowledge?  
-Definition of patient safety (p.2) It may be good to emphasize that 
omissions of actions (e.g. not giving anti-dyspepsia drugs, not 
monitoring for adverse events) is also covered by the definition 
(these could be included under violations of procedures).  
-Medication (p.3). It may be good to highlight that over-the-counter 
drugs and complementary medicine drugs (e.g. homeopathic) are 
also included.  
-Limitations of chart review (p.4). Another limitation is usually the 
absence of information on non-prescription drugs that are used by 
the patient (OTC and from complementary medicine).  
-Swiss Sentinel Network (p.4-5): I suggest to move this to the 
Methods section, under study setting.  
 
Methods.  
-The methods section is not well structured. For instance, aspects of 
the sample size are included under statistics. Also, it unclear 
whether relevant methodological guidelines for design and reporting 
of the study have been used (e.g. Strobe). See www.equator.com. I 
am used to the policy that information on all items on such guideline 
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are provided as a separate form to a study protocol.  
-Population (p.5). The phrase ‘Swiss primary care medicine’ is not 
totally clear, because this refers to a healthcare setting rather than a 
medical discipline (there are few family physicians/general 
practitioners in Switzerlands; most primary care physicians are 
specialists in internal medicine). Also, a description of the sample 
and sampling methods are currently lacking and should be added. In 
addition, the sample of practices (in the network) should be 
described here or under a separate heading of study setting, with a 
view on the representativess of the practices for primary care in 
Switzerland.  
-Inclusion/exclusion criteria (p.5). These are described in theoretical 
terms, not as measurable, operational criteria. For instance, what is 
‘normal treatment course’ ? Besides the most obvious errors, there 
is a broad grey zone between error and (normal) complication. 
Clinical judgement on a case-by-case basis is required to classify 
events as either errors or complication.  
-Measures (p.5). A clear presentation of the outcomes and 
measures in the text in currently lacking, but should be presented. 
Only later I discovered that the questionnaire is not the only 
measurement method, although this is the only one that is presented 
in the Methods section.  
-Questionnaire (p.5). While all measurement methods have 
limitations, I am not convinced that a questionnaire is the best option 
for detecting errors. In addition, similar questionnaires (or: reporting 
forms) have been developed and used in a range of countries (the 
statement that these do not exist, page 5, is not correct). It is 
recommended to build on such experiences rather than developing a 
new questionnaire from the start.  
-Statistics (p.6). The expected number of incidents (1 per 2 months 
per physician) is very low. This may either indicate that Swiss 
primary care is exceptionally safe or that the method results in 
serious underreporting and is thus biased. I am afraid that I tend to 
believe the latter. I do see that physician reporting of incidents has 
its value (e.g. to get more detail on cases compared to chart audit) 
but it is not convincing in a study that aims to provide valid estimates 
of error in Swiss primary care.  
-Pilot study and tables. It is unusual to present findings from a pilot 
in such detail in a study protocol. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer Name : Michel Wensing  

Institution and Country Radboud University Medical Centre, Nijmegen, Netherlands  

 

 

This study protocol has merits but also limitations. The main ones are:  

-Relevance and rationale for the study are not well described. Given the body of research on the topic 

in other countries, I wonder whether how this study advances the scientific knowledge.  

A: We agree that one should not duplicate efforts but to our best knowledge, we are not aware of any 

other studies prospectively investigating erroneous medication incidents in primary care medicine.  

-Methods are not well structured and relevant methodological guidelines (e.g. STROBE) are not used.  

A: The STROBE statement provides guidance for reporting on observational studies but it only 

partially applies to our type of study and to protocols. We have now restructured the methods and 

followed the general STROBE guidance.  

-The representativeness of the practice network for Swiss primary care needs to be elaborated.  

A: We now give more detailed information on the Swiss Sentinel network.  
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-The validity of physician reported medication errors is problematic.  

A: This is a general problem of incident reporting analysis which has to be acknowledged in the 

limitation section. We have now underlined this point under the limitations. The procedure to shortly 

report a basic notification and to fill the detailed questionnaire later on has advantages for the daily 

physician work under time pressure. Each incident questionnaire not received six weeks after the 

basic notification will be reminded by the Sentinel administration. We think that with this approach we 

will balance completeness, validity and feasibility as much as possible.  

We would also like to emphasize that the challenge of reporting events from medical practice is not 

unique to the reporting of medication errors. Pharmacovigilance on general has this challenge and 

one can only try to find best possible solution to capture the events but one need to be aware that the 

real world setting is not as controlled as we like and know from other studies.  

 

Specific comments  

-Introduction (p.2): This section does not present a clear rationale for the study. This is important as 

there is now a body of descriptive and explorative research on patient safety in primary care (both 

medical care and pharmacy). What will this study add to the scientific body of knowledge?  

A: The prospective approach and the consistent follow-up / reminding of cases will provide a more 

detailed and a more accurate picture of medication incidents in primary care than retrospective 

questionnaire or chart review studies.  

-Definition of patient safety (p.2): It may be good to emphasize that omissions of actions (e.g. not 

giving anti-dyspepsia drugs, not monitoring for adverse events) is also covered by the definition 

(these could be included under violations of procedures).  

A: We did not explicitly mention that erroneous omissions of action are to be included. But the 

question 26 of our questionnaire asks “indicated medication not received”, so that this seems to be 

implicitly clear to be included. As our study is running since January 1st, 2015, unfortunately we 

cannot change the inclusion criteria.  

-Medication (p.3). It may be good to highlight that over-the-counter drugs and complementary 

medicine drugs (e.g. homeopathic) are also included.  

A: We do not include all over-the-counter drugs from the outset in our study but only if they are 

(potentially) causative for the incident. This is in contrast to our denominator study, where all 

medication continuously taken will be counted. We state this more clearly in our revised paper.  

-Limitations of chart review (p.4). Another limitation is usually the absence of information on non-

prescription drugs that are used by the patient (OTC and from complementary medicine).  

A: We will refer to this limitation in our revised paper.  

-Swiss Sentinel Network (p.4-5): I suggest to move this to the Methods section, under study setting.  

A: We moved this paragraph as suggested.  

 

Methods.  

-The methods section is not well structured. For instance, aspects of the sample size are included 

under statistics. Also, it unclear whether relevant methodological guidelines for design and reporting 

of the study have been used (e.g. Strobe). See (http://www.equator-network.org/). I am used to the 

policy that information on all items on such guideline are provided as a separate form to a study 

protocol.  

A: We will now stick to the STROBE checklist for our publication.  

-Population (p.5). The phrase ‘Swiss primary care medicine’ is not totally clear, because this refers to 

a healthcare setting rather than a medical discipline (there are few family physicians/general 

practitioners in Switzerlands; most primary care physicians are specialists in internal medicine). Also, 

a description of the sample and sampling methods are currently lacking and should be added. In 

addition, the sample of practices (in the network) should be described here or under a separate 

heading of study setting, with a view on the representativess of the practices for primary care in 

Switzerland.  

A: We followed the suggestions and have revised the manuscript accordingly.  
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-Inclusion/exclusion criteria (p.5). These are described in theoretical terms, not as measurable, 

operational criteria. For instance, what is ‘normal treatment course’? Besides the most obvious errors, 

there is a broad grey zone between error and (normal) complication. Clinical judgement on a case-by-

case basis is required to classify events as either errors or complication.  

A: We are aware of some grey zone, but all incident questionnaires are meticulously checked by the 

principal investigator (MG). Doubts will be resolved by consensus in an expert panel including all 

study members. Incidents without an obvious error or violation of rules will be excluded from the 

study.  

-Measures (p.5). A clear presentation of the outcomes and measures in the text in currently lacking, 

but should be presented. Only later I discovered that the questionnaire is not the only measurement 

method, although this is the only one that is presented in the Methods section.  

A: We now describe the ascertainment of all data in detail. The only items stemming from Sentinel 

Administration and not from questionnaires data are: specialty (general internal medicine / 

pediatrician), gender (male, female), age category (<40, 41-50, 51-60, >60), linguistic region 

(German, French, Italian, Romanesque), size of town (≥ 100'000, 50'000 - 99'999, 20’000 - 49’999, 

10'000 - 19'999, 5'000 - 9'999, 2'000 - 4'999, 1'000 - 1'999, < 1'000), urbanity of the township (core 

city of an agglomeration, other township of agglomeration, isolated town, rural community), and 

workload (<15h/w, 15-30h/w, >30h/w). We now provide a general coding plan on our home page 

(www.medication-incidents.ch).  

-Questionnaire (p.5). While all measurement methods have limitations, I am not convinced that a 

questionnaire is the best option for detecting errors. In addition, similar questionnaires (or: reporting 

forms) have been developed and used in a range of countries (the statement that these do not exist, 

page 5, is not correct). It is recommended to build on such experiences rather than developing a new 

questionnaire from the start.  

A: We agree that questionnaires should not be developed de novo but unfortunately, we did not find 

any existing questionnaires suitable for our settings.  

-Statistics (p.6). The expected number of incidents (1 per 2 months per physician) is very low. This 

may either indicate that Swiss primary care is exceptionally safe or that the method results in serious 

underreporting and is thus biased. I am afraid that I tend to believe the latter. I do see that physician 

reporting of incidents has its value (e.g. to get more detail on cases compared to chart audit) but it is 

not convincing in a study that aims to provide valid estimates of error in Swiss primary care.  

A: We are aware of the non-detection and the non-reporting bias. In a pre-pilot study done by MG, AF 

and MZ, we had an incident about every week. But these included also adverse drug reactions or 

drug-drug interactions. Unexpected adverse drug reactions or drug-drug interactions were included 

also in the pilot study. The fact that we now limit the inclusion criteria to erroneous incidents lowered 

the estimation to one incident every two months. And the proportion of only 30 to 40% of all errors 

concerning drug treatment will lower our estimation again. But it must be emphasized; our primary 

intention is not to count incidents but to describe them. During the first two months of our running 

study we had 40 incidents in 165 reporting practices, which is again 50% lower than our estimation.  

-Pilot study and tables. It is unusual to present findings from a pilot in such detail in a study protocol.  

A: Thank you for the comment. If the editor agrees, we would be pleased to submit a separate 

manuscript of the pilot study with all the results and tables to this journal. Alternatively, we could move 

the results of the pilot study to a web repository. 
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