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GENERAL COMMENTS The authors present a thorough analysis of potential risk factors for 
drug-related problems. The checklist derived from this study may 
offer the opportunity to support pharmacists and physicians in 
identifying patients with drug-related problems.  
Hence, the presented results are valuable and the potential benefit 
of such screening tool is considered very high and useful for clinical 
practice. In order to enhance the comparability of future studies 
using such tool, I suggest some amendments and clarifications 
throughout the manuscript that are probably easy to include.  
Some general, formal comments: Please check throughout the 
manuscript that an abbreviation is introduced at its first use and then 
used consistently (DRP and NGT are only sometimes abbreviated).  
 
Specific comments  
 
Abstract  
Comment #1:  
page 2, line 29: Please add the number of rounds performed in the 
Delphi process.  
 
Comment #2:  
page 2, line 32: Delete “an” in the first sentence of the results 
paragraph.  
 
Comment #3:  
page 2, line 40: I would suggest to replace the verb “will” to “may” in 
the conclusion section.  
 
Introduction  
Comment #4:  
Page 3, line 48: In the listing of risk factors, I do not understand the 
term “renal elimination”. If it refers to a drug, please add an “or” in 
the sentence: drugs with narrow therapeutic index “or” renal 
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elimination. Or does renal elimination rather refer to renal 
insufficiency of the patient?  
 
Methods  
Nominal group technique  
Comment #5  
page 5, line 30: Please explain (or add a reference) why you chose 
1.5 times the number of risk factors as appropriate number of points 
in the first round of ranking.  
 
Comment #6:  
Page 5, line 43: Please specify the duration of the NGT. Was that 
only one session, i.e. was the grouping of risk factors performed 
during the session? In addition – was an ethics approval necessary 
for the conduct of the trial? If so, please include the respective 
statement in the text, if not, please specify why it was not deemed 
necessary. Moreover, please indicate how you dealt with ambiguous 
information from the transcription because correct allocation of 
speech to each participant might be challenging sometimes, 
particularly if you did not additionally videotape the session.  
 
Literature search  
Comment #7  
Page 6, line 14ff: Why did you limit your search to systematic 
reviews and meta-analyses in Embase?  
 
Comment #8  
page 6, line 40: Please clarify how the relevance of titles and 
abstracts was defined – was that the occurrence of the terms risk 
factors, predictors etc.? Why needed the study design to be a 
controlled trial, a cohort study, or a case-control study (why not an 
observational trial)?  
 
Delphi process  
Comment #9  
page 7, line 10ff: In table 1 “synonym terms” appears as exclusion 
category yet it is not mentioned in the text.  
 
Comment #10  
page 7, line 10ff: I found it very hard to distinguish between factors 
relating to seamless care and those representing a hardly 
predictable event. For instance, unscheduled discharge or stop due 
to hospitalization could also relate to seamless care?  
 
Comment #11  
page 7, line 35: What time gap was in between the NGT, the first 
and the second Delphi round?  
 
Results  
NGT rating and literature search  
Comment #12  
page 8, line 11: Is there an explanation why the literature search 
retrieved 39 risk factors in addition to 46 items already retrieved in 
the NGT and qualitative analysis? What was the difference between 
terms found in qualitative search and those in the literature search? 
Could you amend table 1, 2a and b by indicating in more details how 
the respective risk factor was identified (NGT, qualitative analysis, 
literature (with reference) or combinations?).  
 
Comment #13  
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Page 8, line 23: According to the results section, you allocated a 
mean Delphi Score of 3.5 to 4 and a mean Delphi Score of 2.5 to 2 – 
why did you use different types of rounding?  
 
Comment #14  
page 8, 10-11 (Table 1, 2a and b): Could you please clarify why you 
initially included the risk factor “missing information, half-knowledge 
of the patient, the patient does not understand the therapy” as well 
as “patient education” in the Delphi process? I find it hard to tell why 
these two factors do not relate to unpredictable events or seamless 
care issues (while for instance “missing instruction of relatives” was 
rated as seamless care issue).  
 
Comment #15  
page 10-11 (Table 2a): I do believe it would be worthwhile to amend 
the risk factors with a concise definition to ensure that – if that list 
should be used by different researchers – the risk factors are 
similarly assessed and the tool gives more explicit advice. This is 
particularly important whenever a risk factor can be interpreted 
ambiguously as it is the case for e.g. “cognitive situation”, 
“polymorbidity”, “medication which is difficult to handle”, “impaired 
manual skills”, “anticholinergic drugs”, etc.  
 
Comment #16  
page 13, line15: Please add to the first sentence of the second 
paragraph the verb “are”.  
 
Comment #17  
page 16, line 17: Please add examples for differences in risk factors 
gained by literature search and qualitative analysis. 

 

REVIEWER David Schwappach 
Swiss Patient Safety Foundation  
Switzerland 

REVIEW RETURNED 23-Nov-2014 

 

GENERAL COMMENTS Drug-related problems are a prevalent patient safety threat. 
Approaches to prospectively identify and monitor patients at highest 
risk to develop such problems are therefore important and could 
help to prevent adverse events. Commonly, the aim to model 
individual patients‟ risk is approached by quantitative studies and by 
estimating risk scores. This study follows a different methodology, 
namely, qualitative triangulation. This is a very valuable approach, 
either as “stand alone” or as a preliminary step which could later be 
used in a modelling study. The authors combined literature review 
and consensus finding methods in an expert panel to derive a 
condensed list of important risk factors for drug related problems in 
hospital patients. This list could be used to screen and identify 
patients at risk and target preventive measures. The paper is 
generally well-written and easy to follow. I enjoyed reading it and 
think it is a valuable contribution. I have a few questions and 
concerns which may help to improve the paper.  
 
Introductions: Very good overview, well written, no concerns.  
 
Methods:  
- The role of the experts is substantial in this research. It would thus 
be valuable to learn a little more about them. In particular, are they 
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from the same institution (which could have both advantages and 
disadvantages); what degree of clinical experience (a minimum of 5 
years is not enough information); how are they related (I know this 
information is somewhat given in the COREQ checklist, but I‟m not 
sure whether this information will be available to all readers.  
- You provide much too little information about the analysis of the 
audio recordings (lines 46-51). Splitting texts in fragments and 
coding them is a sensitive issue and very much influenced by the 
individual researcher. You mention that two researchers did this 
task. This is not at all clear to me. Did both researchers make their 
own fragments of the same data, or did you split the transcript and 
each individual coded half of the data? If the former was the case, 
how did you ensure that both of you had the same fragments to 
code? And then, how did you “group the fragments treating related 
subjects”? Did you do this together, or individually and then 
discussed discrepancies? What was the level of agreement between 
the two researchers? How did you manage/solve disagreements? 
Please describe the steps you conducted in more detail.  
- Literature search: I learned that you included controlled trials, 
cohort studies, case-control studies. While reading, I was surprised 
that you did not include systematic reviews; but when I studied the 
results, there are at least two systematic reviews included in the 
tables (Krähenbühl et al. and Howard et al.). So, either these should 
not be included or you need to revise the inclusion criteria?  
- Delphi process: I agree with the exclusion of seamless care issues, 
but this statement (Lines 24-27) should maybe be made earlier in 
the text; consider including this in the last para of the introduction?  
 
Results:  
- Tables: Please include the scale used in the table legend or 
header. This will help the reader.  
- Table 2b: When I read table 2b,it was not clear to me whether I 
understood your in- and exclusion criteria correctly: You state that a 
risk factor was excluded if it was mentioned in only one publication 
or it is set in the lowermost quartile and is not mentioned anywhere 
else. So, why are beta-blockers excluded? There are obviously a 
number of studies mentioning them? Maybe I did not get what you 
mean by “not mentioned anywhere else” so it could be worth to 
explain this in more detail? It seems as if the exclusion criteria were 
only used for the first Delphi round? Maybe I missed something 
here..  
- Table 2b: I was somewhat surprised to learn that age received 
such a low rating and was thus excluded. As you are looking for 
easy-to-screen risk factors, this may be problematic. Maybe an issue 
for discussion?  
- Analysis of the NGT discussion: I did not find this (very long) 
section to be particularly helpful, for two reasons: First, as I 
mentioned above, you provide very little information about the 
qualitative analysis methodology. From the methods, I thought that 
you used the transcripts only to identify additional risk factors, but in 
the results you present a summary of the entire discussion. It is not 
clear to me how you arrived at this summary, how the quotes were 
selected etc. Second, you excluded seamless care issues - for good 
reason – from the risk factors, but a large fraction of the results 
reported in the NGT discussion is exactly that: related to seamless 
care issues (e.g., patient education; the medication manager etc.). 
So this seems a little contradictory to me. I believe you should be 
more consistent and report only results relating to new risk factors 
identified in the discussions. Maybe there were also systematically 
different views in the discussion which could be worth mentioning. 
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Also, some of the ideas discussed in the expert meetings could be 
integrated in the discussion, e.g., the idea of the medication 
manager. While - to me – this has nothing to do with identification of 
risk factors, this may be an interesting issue for future perspectives.  
 
Discussion:  
- Overall, the discussion is somewhat “weak” at the moment. I made 
a few suggestions above. Here are further suggestions:  
- Risk factors useful for screening need to be highly specific. If 90% 
of patients are screen+ the screening has no value in everyday 
practice. I would love to see a discussion of your results with this 
focus. For example, self-medication with non-prescribed drugs is 
probably very common among hospitalized patients. So, this risk 
factor alone if probably not very useful. This leads to the conclusion 
that there is probably a hierarchy of risk factors and their 
combinations. Do you have any ideas or plans about how to use 
them in practice or embed them in a modelling study to identify the 
most specific individual factors and combinations? Do you have an 
estimate about the most useful fraction of patients that should at 
maximum be screened positive and then assessed by clinical 
experts?  
- Recently, Priscus medications have been recommended and used 
as screening tool for elderly patients. Maybe it would be worth 
discussing how your risk factors relate to Priscus medications? For 
example, which and how many of the drug classes you included as 
risk factors are also Priscus medications?  
The authors should try to address these questions and suggestions 
in a revision. Again, overall, I think this paper is very valuable and 
my comments are intended to strengthen its significance. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  
Reviewer Name Hanna Seidling  
Institution and Country University of Heidelberg  
Dep. of Clinical Pharmacology and Pharmacoepidemiology  
Cooperation Unit Clinical Pharmacy  
Germany  
Please state any competing interests or state „None declared‟: There are no competing interests 
declared with regard to this study  
 
 
The authors present a thorough analysis of potential risk factors for drug-related problems. The 
checklist derived from this study may offer the opportunity to support pharmacists and physicians in 
identifying patients with drug-related problems.  
Hence, the presented results are valuable and the potential benefit of such screening tool is 
considered very high and useful for clinical practice. In order to enhance the comparability of future 
studies using such tool, I suggest some amendments and clarifications throughout the manuscript 
that are probably easy to include.  
Some general, formal comments: Please check throughout the manuscript that an abbreviation is 
introduced at its first use and then used consistently (DRP and NGT are only sometimes 
abbreviated).  
 
Specific comments  
 
Abstract  
Comment #1: page 2, line 29: Please add the number of rounds performed in the Delphi process.  
Answer #1: Done.  
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Comment #2: page 2, line 32: Delete “an” in the first sentence of the results paragraph.  
Answer #2: Done.  
 
Comment #3: page 2, line 40: I would suggest to replace the verb “will” to “may” in the conclusion 
section.  
Answer #3: Done.  
 
Introduction  
Comment #4: Page 3, line 48: In the listing of risk factors, I do not understand the term “renal 
elimination”. If it refers to a drug, please add an “or” in the sentence: drugs with narrow therapeutic 
index “or” renal elimination. Or does renal elimination rather refer to renal insufficiency of the patient?  
 
Answer #4: The authors of the cited reference meant “renally eliminated drugs”. We corrected this 
ambiguity (see page 3, line 48).  
 
Methods  
Nominal group technique  
 
Comment #5: page 5, line 30: Please explain (or add a reference) why you chose 1.5 times the 
number of risk factors as appropriate number of points in the first round of ranking.  
 
Answer #5: We clarified this question by adding more detailed information (see page 5)  
“We determined the amount of points by ourselves. Experts should be able to rank every risk factor, 
instead of choosing a defined number of most important factors. However, we limited the amount of 
points to force a consensus finding among the experts. “  
 
 
Comment #6: Page 5, line 43: Please specify the duration of the NGT. Was that only one session, i.e. 
was the grouping of risk factors performed during the session? In addition – was an ethics approval 
necessary for the conduct of the trial? If so, please include the respective statement in the text, if not, 
please specify why it was not deemed necessary. Moreover, please indicate how you dealt with 
ambiguous information from the transcription because correct allocation of speech to each participant 
might be challenging sometimes, particularly if you did not additionally videotape the session.  
 
Answer #6:  
We added detailed explanation to the manuscript (see page 5).  
 
“We made the conscious decision to limit the duration of the NGT to two hours in order to ensure the 
availability of the experts. The duration was long enough to collect the risk factors and short enough 
to keep the experts concentrated. We conducted only one session.  
We performed the grouping of the collected risk factors during the NGT (see page 5) in order to 
enable the rating round. Because of the limited number of participants, we had no problems with the 
correct allocation of speech to each participant with only the audiotaped information.”  
 
“Because we worked neither with patient data nor with patients themselves, we did not need an 
ethical approval.”  
 
Literature search  
Comment #7. Page 6, line 14ff: Why did you limit your search to systematic reviews and meta-
analyses in Embase?  
 
Answer#7:  
We conducted the literature search with the intention to supplement the findings from the NGT. A 
systematic literature search would have exceeded the scope of our study. We conducted our search 
mainly on pubmed. The absence of a MeSH-Term for the term DRPs complicated the search. 
Embase was consulted as a supplement to pubmed. We limited the search in Embase to systematic 
reviews and meta-analyses when the search without limitations showed too many results. These two 
types of articles then served as summaries of existing literature.  
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Comment #8: page 6, line 40: Please clarify how the relevance of titles and abstracts was defined – 
was that the occurrence of the terms risk factors, predictors etc.? Why needed the study design to be 
a controlled trial, a cohort study, or a case-control study (why not an observational trial)?  
 
Answer #8:  
Yes, the relevance of titles and abstracts was defined by the occurrence of the above mentioned 
terms (see page 6, line 35).  
 
We did not limit the study design and corrected this error in the manuscript. Thank you for the notice.  
 
 
Delphi process  
Comment #9: page 7, line 10ff: In table 1 “synonym terms” appears as exclusion category yet it is not 
mentioned in the text.  
 
Answer #9:  
We clarified this question and separated the “synonym terms” in table 1 from the exclusion criteria. In 
addition we added a comment to the methods on page 7.  
 
 
Comment #10: page 7, line 10ff: I found it very hard to distinguish between factors relating to 
seamless care and those representing a hardly predictable event. For instance, unscheduled 
discharge or stop due to hospitalization could also relate to seamless care?  
 
Answer #10:  
Yes, you are right. We showed risk factors that can relate to both seamless care and hardly 
predictable events. Because both belong to our exclusion categories, it is not necessary to clearly 
distinguish between the two. We clarified this question by taking them into one exclusion group (see 
table 1).  
 
Comment #11: page 7, line 35: What time gap was in between the NGT, the first and the second 
Delphi round?  
 
Answer #11:  
We clarified this question by adding more detailed information (see page 7)  
“In a two-round online Delphi survey (Flexi Form, In. 2.0 ed.), following two months after the NGT, the 
NGT participants rated each risk factor on a four-item Likert scale (1 = “unimportant”, 2= “rather 
unimportant”, 3= “rather important”, 4 = “important”) according to its potential to cause DRPs.”  
“The questionnaire for the second rating started two weeks after the end of the first rating and 
included the same questions as the first one, but the sequence represented the ranking list of the first 
round.”  
 
 
Results  
NGT rating and literature search  
Comment #12: page 8, line 11: Is there an explanation why the literature search retrieved 39 risk 
factors in addition to 46 items already retrieved in the NGT and qualitative analysis? What was the 
difference between terms found in qualitative search and those in the literature search? Could you 
amend table 1, 2a and b by indicating in more details how the respective risk factor was identified 
(NGT, qualitative analysis, literature (with reference) or combinations?).  
 
Answer #12:  
We amended table 1, 2a and b with more detailed information about the origin of every risk factor 
(see table 1,2a and b)  
 
Comment #13: Page 8, line 23: According to the results section, you allocated a mean Delphi Score 
of 3.5 to 4 and a mean Delphi Score of 2.5 to 2 – why did you use different types of rounding?  
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Answer #13:  
We decided to set the cut-off for the final list of risk factors by 3. This means that every risk factor that 
received at least a rating of 3 points (rather important) was included in the final risk of risk factors. We 
therefore rather categorized instead of using some rounding.  
 
Comment #14: page 8, 10-11 (Table 1, 2a and b): Could you please clarify why you initially included 
the risk factor “missing information, half-knowledge of the patient, the patient does not understand the 
therapy” as well as “patient education” in the Delphi process? I find it hard to tell why these two 
factors do not relate to unpredictable events or seamless care issues (while for instance “missing 
instruction of relatives” was rated as seamless care issue).  
 
Answer #14:  
You are right; all these terms are quite close and related to each other. We had long discussions 
about the classification of some risk factors. The reason why we included these factors in the Delphi 
is that, with the intention to create a self-reported questionnaire, these two risk factors are assessable 
at a specific point of time, whereas “missing instruction of relatives” seemed to be more an 
unpredictable event or/and a seamless care issue.  
 
 
Comment #15: page 10-11 (Table 2a): I do believe it would be worthwhile to amend the risk factors 
with a concise definition to ensure that – if that list should be used by different researchers – the risk 
factors are similarly assessed and the tool gives more explicit advice. This is particularly important 
whenever a risk factor can be interpreted ambiguously as it is the case for e.g. “cognitive situation”, 
“polymorbidity”, “medication which is difficult to handle”, “impaired manual skills”, “anticholinergic 
drugs”, etc.  
 
Answer #15:  
This is a reasonable comment. Nevertheless, we did not aim to create a “ready-to-use” set of risk 
factors to screen for risk patients. The aim of our study was to provide a basis for ourselves for the 
development of a patient self-assessment screening tool. Therefore, we abstained from adding 
concise definitions. But we are certainly aware of this fact and will add precise definitions of the risk 
factors when we will create and validate the self-assessment tool in a second step.  
 
 
Comment #16: page 13, line15: Please add to the first sentence of the second paragraph the verb 
“are”.  
 
Answer#16:  
Done  
 
Comment #17: page 16, line 17: Please add examples for differences in risk factors gained by 
literature search and qualitative analysis.  
 
Answer #17:  
We rephrased some parts of the discussion and thereby also added examples of diverse risk factors 
(see the discussion part)  
 
 
 
 
Reviewer: 2  
Reviewer Name David Schwappach  
Institution and Country Swiss Patient Safety Foundation  
Switzerland  
Please state any competing interests or state „None declared‟: None declared  
 
 
Drug-related problems are a prevalent patient safety threat. Approaches to prospectively identify and 
monitor patients at highest risk to develop such problems are therefore important and could help to 
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prevent adverse events. Commonly, the aim to model individual patients‟ risk is approached by 
quantitative studies and by estimating risk scores. This study follows a different methodology, namely, 
qualitative triangulation. This is a very valuable approach, either as “stand alone” or as a preliminary 
step which could later be used in a modelling study. The authors combined literature review and 
consensus finding methods in an expert panel to derive a condensed list of important risk factors for 
drug related problems in hospital patients. This list could be used to screen and identify patients at 
risk and target preventive measures. The paper is generally well-written and easy to follow. I enjoyed 
reading it and think it is a valuable contribution. I have a few questions and concerns which may help 
to improve the paper.  
 
Introductions: Very good overview, well written, no concerns.  
 
Methods:  
The role of the experts is substantial in this research. It would thus be valuable to learn a little more 
about them. In particular, are they from the same institution (which could have both advantages and 
disadvantages); what degree of clinical experience (a minimum of 5 years is not enough information); 
how are they related (I know this information is somewhat given in the COREQ checklist, but I‟m not 
sure whether this information will be available to all readers.  
 
Answer #1:  
Yes, the COREQ checklist will be published alongside of the paper. We additionally added some 
more detailed informations in the manuscript concerning the clinical experience of the experts (see 
page 5).  
“We set up an expert panel consisting of two consultant hospital physicians (internal medicine and 
geriatrics), one emergency physician, one independent general practitioner, one clinical 
pharmacologist, one clinical pharmacist, one registered nurse, one home care nurse, and two 
independent community pharmacists. The selection was based on the desirability of including a wide 
variety of experts from different settings, who are all involved in the patients‟ medication 
management. Every expert had at least 5 years of professional experience, held a senior/executive 
position and was involved in daily patient care.”  
 
Comment #2:  
You provide much too little information about the analysis of the audio recordings (lines 46-51). 
Splitting texts in fragments and coding them is a sensitive issue and very much influenced by the 
individual researcher. You mention that two researchers did this task. This is not at all clear to me. 
Did both researchers make their own fragments of the same data, or did you split the transcript and 
each individual coded half of the data? If the former was the case, how did you ensure that both of 
you had the same fragments to code? And then, how did you “group the fragments treating related 
subjects”? Did you do this together, or individually and then discussed discrepancies? What was the 
level of agreement between the two researchers? How did you manage/solve disagreements? Please 
describe the steps you conducted in more detail.  
 
Answer #2:  
We add detailed information to the manuscript (see page 5).  
 
“We audiotaped the entire discussion session of the expert panel and transcribed it into a written text 
for qualitative analysis. One of the authors (DS) split the transcript in fragments and a second author 
(CK) checked the splitting. Afterwards the two authors (DS, CK) together rearranged the fragments in 
groups treating related subjects. The whole grouping was then discussed by three authors (CK, DS, 
ML). The level of agreement was good. Disagreements where discussed until the three authors reach 
consensus. We labelled every fragment with a unique index number to assure transparency.”  
 
Comment #3:  
Literature search: I learned that you included controlled trials, cohort studies, case-control studies. 
While reading, I was surprised that you did not include systematic reviews; but when I studied the 
results, there are at least two systematic reviews included in the tables (Krähenbühl et al. and Howard 
et al.). So, either these should not be included or you need to revise the inclusion criteria?  
 
Answer #3:  
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We did not limit the study design and corrected this error in the manuscript by removing this sentence 
(see page 6). Thank you for the notice.  
 
Comment #4:  
Delphi process: I agree with the exclusion of seamless care issues, but this statement (Lines 24-27) 
should maybe be made earlier in the text; consider including this in the last para of the introduction?  
 
Answer #4:  
The decision to exclude seamless care issues for the Delphi questionnaire was made AFTER the 
conduction of the NGT and the literature search when we saw with what kind of risk factors we were 
confronted with. Therefore, I would prefer to leave this statement in the method section. In my 
opinion, it does not belong to the introduction part.  
 
Comment #5:  
Results:  
Tables: Please include the scale used in the table legend or header. This will help the reader.  
 
Answer #5:  
Done. (See table 2a and b)  
 
Comment #6:  
Table 2b: When I read table 2b,it was not clear to me whether I understood your in- and exclusion 
criteria correctly: You state that a risk factor was excluded if it was mentioned in only one publication 
or it is set in the lowermost quartile and is not mentioned anywhere else. So, why are beta-blockers 
excluded? There are obviously a number of studies mentioning them? Maybe I did not get what you 
mean by “not mentioned anywhere else” so it could be worth to explain this in more detail? It seems 
as if the exclusion criteria were only used for the first Delphi round? Maybe I missed something here..  
 
Answer #6:  
We formulated the in- and exclusion criteria to decide which risk factors we included in the Delphi 
questionnaire. Without some restrictions, we would have had too much RFs in the questionnaire. 
Table 2a&b showed the results AFTER the Delphi questionnaire. Beta-Blocker where not excluded 
from the Delphi questionnaire, they were excluded after the Delphi for the final list of risk factors 
because they received a median score below 3 points.  
 
Comment #7:  
Table 2b: I was somewhat surprised to learn that age received such a low rating and was thus 
excluded. As you are looking for easy-to-screen risk factors, this may be problematic. Maybe an issue 
for discussion?  
 
Answer #7:  
Thank you for this interesting input. We commented your question in the discussion part (see page 
14)  
 
“The risk factor “age” does not belong to the final list of the most important risk factors. The experts 
stated clearly that an 80-year-old patient could be in a much healthier condition than a 60-year-old. 
When talking about geriatric patients we are aware of risk factors like polypharmacy, renal 
impairment, dementia and many more. The expert panel rated these risk factors as more important 
than the factor “age” itself.”  
 
 
Comment #8:  
Analysis of the NGT discussion: I did not find this (very long) section to be particularly helpful, for two 
reasons: First, as I mentioned above, you provide very little information about the qualitative analysis 
methodology. From the methods, I thought that you used the transcripts only to identify additional risk 
factors, but in the results you present a summary of the entire discussion. It is not clear to me how 
you arrived at this summary, how the quotes were selected etc. Second, you excluded seamless care 
issues - for good reason – from the risk factors, but a large fraction of the results reported in the NGT 
discussion is exactly that: related to seamless care issues (e.g., patient education; the medication 
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manager etc.). So this seems a little contradictory to me. I believe you should be more consistent and 
report only results relating to new risk factors identified in the discussions. Maybe there were also 
systematically different views in the discussion which could be worth mentioning. Also, some of the 
ideas discussed in the expert meetings could be integrated in the discussion, e.g., the idea of the 
medication manager. While - to me – this has nothing to do with identification of risk factors, this may 
be an interesting issue for future perspectives.  
 
Answer #8:  
Yes you are absolutely right. We eliminated this part from the results and tried to include more of 
these aspects in the discussion part (see page 13-15).  
 
 
Comment #9:  
Discussion:  
Overall, the discussion is somewhat “weak” at the moment. I made a few suggestions above. Here 
are further suggestions:  
-Risk factors useful for screening need to be highly specific. If 90% of patients are screen+ the 
screening has no value in everyday practice. I would love to see a discussion of your results with this 
focus. For example, self-medication with non-prescribed drugs is probably very common among 
hospitalized patients. So, this risk factor alone if probably not very useful. This leads to the conclusion 
that there is probably a hierarchy of risk factors and their combinations. Do you have any ideas or 
plans about how to use them in practice or embed them in a modelling study to identify the most 
specific individual factors and combinations? Do you have an estimate about the most useful fraction 
of patients that should at maximum be screened positive and then assessed by clinical experts?  
 
Answer #9:  
Thank you for the valuable comments. We intend to create a self-assessment screening tool out of 
this list of risk factors. The question about the specificity and sensitivity of the risk factors will be part 
of the next step of the study when we will create and validate the tool. We hope to publish this part of 
the study in spring 2015. This is the reason why did not discuss these aspects in this manuscript.  
 
Comment #10:  
Recently, Priscus medications have been recommended and used as screening tool for elderly 
patients. Maybe it would be worth discussing how your risk factors relate to Priscus medications? For 
example, which and how many of the drug classes you included as risk factors are also Priscus 
medications?  
 
Answer #10:  
The Priscus list is focused on the elderly and our list of risk factors is not limited to a specific age 
group. Because we do not have the same target we decided not to compare these two sets of risk 
factors. But I would guess, that quite a lot of our drug classes can be find in the Priscus list.  

 

VERSION 2 – REVIEW 

REVIEWER Hanna Seidling 
University of Heidelberg  
Dep. of Clinical Pharmacology and Pharmacoepidemiology  
Cooperation Unit Clinical Pharmacy 

REVIEW RETURNED 13-Jan-2015 

 

GENERAL COMMENTS I thank the authors for their thorough feedback on the Reviewers‟ 
comments and their according changes in the manuscript.  
I have few minor comments left mainly in cases when the authors 
did not include respective changes in the manuscript (e.g., answers 
#6, #13, #14, #15).  
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Introduction  
Comment #1: page 3, line 87: Please consider referencing the 
statement “Previous studies have determined numerous risk factors 
for DRPs.”  
 
Methods  
Nominal group technique  
Comment #2: page 5, line 20ff: Please indicate that the grouping of 
the risk factors was performed during the NGT (see answers to 
previous comment #6)  
 
Comment #2: page 6, line 3: Please specify how the level of 
agreement was determined.  
 
Delphi method  
Comment #3: page 6, line 27: Thank you for your detailed feedback 
on in- and exclusion of risk factors in answer #14. To clarify this 
aspect also for future readers I would suggest to add a sentence to 
the manuscript indicating that ambiguous risk factors were 
discussed by experts and based on a case-to-case decision, in- or 
exclusion was determined. It might also help to add an example for 
an ambiguous risk factor that was deemed assessable and an 
example for a risk factor that was deemed not assessable.  
 
Results  
Comment #4: page 8, line 30: Following your previous answer #13, I 
would suggest to replace “assessed” with “categorized” and include 
your explanation from answer #13 in the methods paragraph.  
 
Table 2a  
Comment #5: page 10: You indicated in your answer on previous 
comment #15 that you did not specify the risk factors because 
currently they are not intended to be ready-to-use. I still believe that 
it would be worthwhile to amend the risk factors with a concise 
definition to specify their meaning. Otherwise you should include in 
your limitations a paragraph explaining that currently, the distinct risk 
factors are not objectively specified and therefore must be amended 
by a set of definitions before they can be used in practice. 

 

REVIEWER David Schwappach 
Swiss Patient Safety Foundation 

REVIEW RETURNED 07-Jan-2015 

 

GENERAL COMMENTS The authors have done a very good job in the revision of the MS. 
They responded satisfactorily to my suggestions and comments. I 
think the paper has very much improved!   

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name Hanna Seidling  

 

Comment #1: page 3, line 87: This sentence refers to the following ones in which we summarise 

important studies illustrating the first statement.  

Comment #2: page 5, line 20ff: We included this information in the text as follows: “…grouped the 

gathered risk factors while retaining each individual factor in the list. This work was done during the 
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NGT.”  

Comment #2: page 6, line 3: We eliminated this sentence as it is more a result than a point in the 

methods. It was just a general statement but there was no assessment of the level of agreement.  

Comment #3: page 6, line 27: We clarified this aspect with the following change in the text: “Any 

ambiguous risk factors were discussed by experts to decide about their inclusion or exclusion on a 

case-to-case basis.” Concerning the examples we think that the list of excluded risk factors in table 1 

provides  

Comment #4: page 8, line 30: We replaced “assessed” with “judged”.  

Comment #5: page 10: We agree that in order to use these risk factors as an instrument to estimate 

the risk to experience an ADE a concise definition is indispensable. Yet in this study the aim is not to 

provide a tool for risk assessment but to find out which factors contribute most to ADEs. The list of risk 

factors is therefore a rational basis for the development of such a tool. Indeed we are currently 

working on a risk assessment tool as a patient self-assessment questionnaire. For this purpose we 

have to define the risk factors very clearly which allow a thorough validation. But this is the next step 

of the development process and therefore not a matter of this paper. 
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