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REVIEW RETURNED 14-Jul-2012 

 

THE STUDY The stated aim was to investigate how medication changes made 
during hospitalisation are 'handled' after discharge. However the 
study only describes the changes that were made; the rationale for 
the changes was not explored. Therefore I don't believe that the 
study fully addresses the stated aim. Similarly, the title of the 
manuscript does not accurately reflect the methodology and data.  
 
The major limitation of the study is that the reasons for medication 
changes after hospital discharge are not reported. Therefore it is 
unclear whether changes were intentional (e.g. dose-titration, 
medication ceased due to resolution of acute medical problem, 
treatment failure or adverse effects, resumption of medication 
temporarily or inadvertently ceased in hospital) or whether they were 
unintentional (e.g. due to poor communication about the discharge 
medication regimen), and therefore whether they were appropriate 
or inappropriate.  
 
The method of patient recruitment is unclear. In the methods section 
it says that ‗clinical pharmacists included patients......‘, but it doesn't 
say how they were selected. Was it a random sample, consecutive 
patients, convenience sample, etc? It is important to know whether 
the included patients are representative of the population from which 
they were drawn.  
 
Loss to follow-up was very high (79/184). Together with the unclear 
patient recruitment methodology, this limits generalisability of the 
data. The group of patients who did not complete the study used 
significantly more medications (not ‗slightly more‘ as described in the 
paper) than those who did complete the study.  
 
Some aspects of the methods were not adequately described.  
 
For example, how was the pre-admission medication regimen 
determined? It is well known that medication lists are often 
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inaccurate. Was a standardised, validated medication reconciliation 
process used, with confirmation of the medication history via at least 
two sources?  
 
How were the ‗factors regarded as important for the follow-up of the 
drug regimen (e.g. laboratory data)‘ decided? Was this based on 
published guidelines or criteria, or was it left to the pharmacists to 
determine? This data was collected in hospital and again in the GP 
interviews/visits, but it is not reported in the results.  
 
Further detail about the ‗discharge note‘ would be helpful. For 
example, who prepares it and how is medication data added (e.g. 
manually added by medical officer, or auto-populated from electronic 
discharge prescription or pharmacy dispensing software)? How is it 
sent to the GP (e.g. provided to the patient to hand on to the GP, 
manually posted or faxed by hospital clerk, or auto-faxed/auto-
emailed) .  
 
There is not enough information about the GP visits/interviews, and 
how data about medication changes was collected at 4-5 months. 
For example, how were medication lists and changes identified (GP 
medical records are not always accurate), and how was the date of 
receipt of the discharge note determined? Were reasons for 
medication changes explored (and if not, why)? 

GENERAL COMMENTS This paper describes a study in which medication changes made 
during hospitalisation and changes made over the 4-5 months after 
discharge are described. It is well know that there are multiple 
changes are made to patients‘ medications in hospital, but less is 
known about whether these changes are sustained after discharged 
from hospital and to what extent medication regimens are further 
changed after discharge. This study provides some new information 
about what happens to medication after hospital discharge. The 
study also reports that communication of discharge medication 
information is poor, which is an important, but not new, finding.  
 
A major limitation of the study is that the reasons for medication 
changes after hospital discharge are not reported. Therefore it is 
unclear whether changes were intentional (e.g. dose-titration, 
medication ceased due to resolution of acute medical problem, 
treatment failure or adverse effects, resumption of medication 
temporarily or inadvertently ceased in hospital) or whether they were 
unintentional (e.g. due to poor communication about the discharge 
medication regimen), and therefore whether they were appropriate 
or inappropriate.  
 
The stated aim was to investigate how medication changes made 
during hospitalisation are handled after discharge, however given 
that the rationale for medication changes was not explored, the 
study doesn‘t fully address this aim. Similarly, the title of the 
manuscript does not accurately reflect the methodology and data.  
 
The choice of 4-5 months as the time at which post-discharge 
medication changes were explored is not explained or justified in the 
manuscript. As acknowledged by the authors in the Discussion 
section, patients who have been hospitalised are generally medically 
unstable and have multiple co-morbidities. Therefore over a 4-5 
month period it would be expected that there would be some 
medication changes. It might have been more interesting to explore 
changes (and their rationale) at an earlier time point or at multiple 
time points.  
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The method of patient recruitment is unclear. In the methods section 
it says that ‗clinical pharmacists included patients......‘. How were the 
patients selected by the pharmacists? Was it a random sample, 
consecutive patients, convenience sample, etc? It is important to 
know whether the included patients are representative of the 
population from which they were drawn.  
 
Loss to follow-up was very high (79/184). Together with the unclear 
patient recruitment methodology, this limits generalisability of the 
data. The group of patients who did not complete the study used 
significantly more medications (not ‗slightly more‘ as described in the 
paper) than those who did complete the study.  
 
Methods  
 
How was the pre-admission medication regimen determined? It is 
well known that medication lists are often inaccurate. Was a 
standardised, validated medication reconciliation process used, with 
confirmation of the medication history via at least two sources?  
 
How were the ‗factors regarded as important for the follow-up of the 
drug regimen (e.g. laboratory data)‘ decided? Was this based on 
published guidelines or criteria, or was it left to the pharmacists to 
determine? This data was collected in hospital and again in the GP 
interviews/visits, but it is not reported in the results.  
 
Further detail about the ‗discharge note‘ would be helpful. For 
example, who prepares it and how is medication data added (e.g. 
manually added by medical officer, or auto-populated from electronic 
discharge prescription or pharmacy dispensing software)? How is it 
sent to the GP (e.g. provided to the patient to hand on to the GP, 
manually posted or faxed by hospital clerk, or auto-faxed/auto-
emailed) .  
 
There is not enough information about the GP visits/interviews, and 
how data about medication changes was collected at 4-5 months. 
For example, how were medication lists and changes identified (GP 
medical records are not always accurate), and how was the date of 
receipt of the discharge note determined? Were reasons for 
medication changes explored (and if not, why)?  
 
Results  
 
In Table 3, it would help the reader if data were report as numbers 
(percentages). The paper would also benefit from additional data 
about the medication changes that were not sustained after 
discharge (e.g. which classes of medication were affected).  
In the Discussion section it is suggested that delayed receipt of 
discharge notes, and lack of medication lists, may contribute to 
medication changes after discharge. An interesting additional piece 
of data would be whether there was an association between not 
receiving a ‗discharge note‘ with medication list and medication 
changes after discharge.  
 
References  
Few references are cited, despite an extensive literature around 
continuity of medication management and adverse medication 
outcomes. 
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REVIEWER Prof. Dr. Wolfgang Himmel  
Dept. of General Practice / Family Medicine  
Göttingen University Medical Hospital 

REVIEW RETURNED 17-Jul-2012 

 

THE STUDY The authors investigate drug changes that happen when patients 
are hospitalized and, again, when treated by their regular general 
practitioner (GP). While the sample of patients is rather small 
(n=184) and many of them (n=79) are missed for follow-up, the 
authors made some considerable efforts to contact the respective 
GP of these patients in order to obtain reliable information about 
drug change directly after discharge and four months later.  
There are several weaknesses of the study design:  
1. The patients included in this study were treated as independent 
observations. However, I suppose groups of patients belong to the 
same GP. The authors do not inform us about this association. 
Neither are we informed about the total number of GPs that were 
responsible for the remaining sample of 105 patients nor are we 
informed about how many patients each GP handled (mean, 
standard deviation, min and max).  
2. The above-mentioned nested character of the study may also be 
important for the statistical analysis. The multiple logistic regression 
analysis in this study was based upon 105 observations, but if these 
patients are treated by a much smaller number of GPs, then the 
number of GPs should be the unit of analysis, because their 
behavior is what is under observation.  
3. The only strong factor to predict an excessive drug change during 
hospitalization was gender of the patient, i.e. to be female. This may 
be quite interesting; however, the design of the study does not allow 
us to make any valid conclusion from this effect.  
4. I admire the authors‘ endeavor to contact all GPs but I wonder 
why it was not possible to use a pharmacological database to check 
for drug change. The loss of follow up would have been avoided this 
way and accuracy would have been better.  
5. I cannot follow the authors‘ statement that details of types of 
changes other than the number of drugs involved are lacking. As far 
as I can see, ref 3 provides such details and also in ref 4 are some 
of these details. Moreover, the authors may look at (Grimmsmann et 
al. Eur J Clin Pharmacol 2007; 63(8):783-90). Here, too, drug 
changes are reported. A more recent study by Ahrens et al (Eur J 
Clin Pharmacol 2010 Dec;66(12):1265-71) has also performed 
follow-up in general practice in drug change after hospitalization and 
focused on one group of important drugs, PPIs. I would also like to 
draw your attention to a just published paper (Ahrens et al. 
Appropriateness of proton pump inhibitor recommendations at 
hospital discharge and continuation in primary care Int J Clin Pract 
2012; 66: 767 ff.).This analysis was also restricted to PPI but similar 
to your analysis, these authors, too, observe drug change after 
hospitalization at 2 points of time: 1 month and 6 months after 
discharge.  
Taken together, I‘m afraid the study does not add to our knowledge. 
Perhaps it may be quite interesting to have another study that 
confirms results from former studies, especially for Norway. But in 
this case, the authors should try to find a specialized journal in the 
area of clinical pharmacology and not a journal of a very general 
nature. 

RESULTS & CONCLUSIONS As already mentioned, it is not possible to draw valid conclusions 
from the results of the multiple logistic regression analysis.  
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Moreover, what I really miss in this study, given the amount of prior 
knowledge about drug change at the hospital-general practice 
interface, is an attempt to go beyond our existing knowledge. For 
example, it might be helpful to learn why GPs changed many 
hospital prescriptions. Did these changes seem to be appropriate? 
Were these changes communicated with the patient? Such 
knowledge could really help to improve the situation and to inform 
GPs about how to better handle drug change, which is often 
necessary as the authors themselves admit. 

 

VERSION 1 – AUTHOR RESPONSE 

Re. Reviewer 1  

1.―The stated aim was to investigate how medication changes made during hospitalisation are 

'handled' after discharge. However the study only describes the changes that were made; the 

rationale for the changes was not explored. Therefore I don't believe that the study fully addresses the 

stated aim. Similarly, the title of the manuscript does not accurately reflect the methodology and data.‖  

2.―The major limitation of the study is that the reasons for medication changes after hospital discharge 

are not reported. Therefore it is unclear whether changes were intentional or whether they were 

unintentional and therefore whether they were appropriate or inappropriate.‖  

Our answers to these questions are given in the introduction above. Also to be noted, 

appropriateness is not a well-defined term. Changes of drug use could be held up against different 

standards for appropriateness, such as scientific guidelines, approved indications, patient specific 

factors, and so on.  

---  

3.―The method of patient recruitment is unclear‖. ......‖ Was it a random sample, consecutive patients, 

convenience sample, etc?....‖  

The patients were recruited consecutively, and we are sorry that this was not specified. The 

information has now been added in Method, section Design and patients, page 4.  

---  

4.―Loss to follow-up was very high (79/184). Together with the unclear patient recruitment 

methodology, this limits generalisability of the data. The group of patients who did not complete the 

study used significantly more medications (not ‗slightly more‘ as described in the paper) than those 

who did complete the study.‖  

- We think that the recruitment methodology now should be clear (see the abovementioned added 

information on recruitment), and the generalisability is in our opinion at an adequate level. We had 

also in the original manuscript discussed aspects relevant for generalisability (Discussion, page 12, 

third paragraph).  

- The most common reason for not completing the study was that the GPs could not or did not want to 

schedule meetings for an interview. This information has been present and still is present in the 

manuscript (Results, page 7-8).  

- We agree that the ―slightly more‖ is imprecise and the word ―slightly‖ is now deleted in Results, page 

8, first paragraph, and in Discussion, page 12, second paragraph.  

---  

5.―How was the pre-admission medication regimen determined? It is well known that medication lists 

are often inaccurate. Was a standardised, validated medication reconciliation process used, with 

confirmation of the medication history via at least two sources?‖  

This is an important issue. The patients‘ pre-admission medication regimen was entered into our 

standard form from the medical charts worked out by the physicians at the patients‘ admission to 

hospital. We did not perform a medication reconciliation to obtain the pre-admission medication 

regimens, as the process of medication reconciliation was not a standard procedure in Norway at the 

time the study was carried out. (In 2011 the health authorities initiated a nationwide campaign on 

medication reconciliation). In our study the objective was to investigate the issue of medication 
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changes in an everyday clinical setting, and that is what we performed.  

We have now stated how the medication regimen at admission was recorded in Method, section Data 

collection, page 4-5.  

---  

6.―How were the ‗factors regarded as important for the follow-up of the drug regimen (e.g. laboratory 

data)‘ decided? Was this based on published guidelines or criteria, or was it left to the pharmacists to 

determine? This data was collected in hospital and again in the GP interviews/visits, but it is not 

reported in the results.‖  

This is a valuable comment, and we have revised and given the background asked for, see Methods, 

section Data collection, page 5. Also, we have added a new reference (Blix HS et al. Eur J Clin 

Pharmacol 2004,60: 651–8) which gives more details about the methodological approach our group 

has used. The data were applied – in the logistic regression analysis assessing specific factors that 

could predict extensive drug changes, see Discussion, page 11, second paragraph, and Table 4, 

page 20.  

---  

7.―Further detail about the ‗discharge note‘ would be helpful. For example, who prepares it and how is 

medication data added (e.g. manually added by medical officer, or auto-populated from electronic 

discharge prescription or pharmacy dispensing software)? How is it sent to the GP (e.g. provided to 

the patient to hand on to the GP, manually posted or faxed by hospital clerk, or auto-faxed/auto-

emailed).‖  

We agree, it is relevant to provide more details about the ―discharge note‖ and it has been done, see 

Methods, page 5, paragraph 2 and 3.  

---  

8. ―There is not enough information about the GP visits/interviews, and how data about medication 

changes was collected at 4-5 months. For example, how were medication lists and changes identified 

(GP medical records are not always accurate), and how was the date of receipt of the discharge note 

determined? Were reasons for medication changes explored (and if not, why)?‖  

Supplementary information has been given in the revision, see Methods, section Data collection, page 

6, first paragraph. How the date of receipt of the discharge note was determined was given in the 

original manuscript, see Methods, Data collection page 6, first paragraph.  

---  

9. ―The choice of 4-5 months as the time at which post-discharge medication changes were explored 

is not explained or justified in the manuscript. As acknowledged by the authors in the Discussion 

section, patients who have been hospitalised are generally medically unstable and have multiple co-

morbidities. Therefore over a 4-5 month period it would be expected that there would be some 

medication changes. It might have been more interesting to explore changes (and their rationale) at 

an earlier time point or at multiple time points.‖  

The reviewer hints that it would have been a desirable approach to examine at an earlier time or at 

multiple time points. We agree that multiple observations would be interesting, but in practice this is a 

huge task to undertake. Even our study design, with one visit, is very time-consuming and labour 

intensive. To cite reviewer 2: ―I admire the authors‘ endeavor to contact all GPs‖.  

The reason for choosing 4-5 months is now given in Methods, section Data collection, page 6, second 

paragraph.  

---  

10.‖In Table 3, it would help the reader if data were report as numbers (percentages). The paper 

would also benefit from additional data about the medication changes that were not sustained after 

discharge (e.g. which classes of medication were affected). In the Discussion section it is suggested 

that delayed receipt of discharge notes, and lack of medication lists, may contribute to medication 

changes after discharge. An interesting additional piece of data would be whether there was an 

association between not receiving a ‗discharge note‘ with medication list and medication changes 

after discharge.‖  

We agree, it is informative to report the percentages and they have been included in the revision, 
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Table 3, page 19.  

Table 2 depicts which drugs were most frequently subject to drug changes in hospital and also at the 

GPs Table 2, page 18. No changes made.  

Associations between not receiving a ―discharge note‖ and extensive drug changes had in fact been 

explored and reported in the original manuscript (Table 4, page 20). No association was revealed.  

---  

11. ―Few references are cited, despite an extensive literature around continuity of medication 

management and adverse medication outcomes.‖  

Sure, there are many studies on medication reconciliation, but this topic was not the focus of our 

investigation. Therefore, we have not found it natural to cite the reconciliation studies. We have 

chosen to list references with specific focus on extent and type of drug regimen changes performed 

during hospital stay, and the fate of these changes after patient transfer to primary care. However, in 

the revision more references have been added. See also reply to reviewer 2, point 5.  

---  

Re. Reviewer 2  

1. ―The patients included in this study were treated as independent observations. However, I suppose 

groups of patients belong to the same GP. The authors do not inform us about this association. 

Neither are we informed about the total number of GPs that were responsible for the remaining 

sample of 105 patients nor are we informed about how many patients each GP handled (mean, 

standard deviation, min and max).‖  

We agree that we should be aware of this point but, actually, groups of patients did not belong to the 

same GP. The 105 patients who completed both parts of the study had 88 different GPs. Only 13 of 

the GPs had more than one patient in the study: one GP had four patients, two had three patients and 

ten GPs had two patients. This information has now been added in Results, page 8, second 

paragraph.  

Since the patient distribution is as described it would in our opinion be correct to treat the patients as 

independent observations. In the revision the issue has been addressed, see Methods, section 

Statistics, page 7.  

---  

2.‖ The above-mentioned nested character of the study may also be important for the statistical 

analysis. The multiple logistic regression analysis in this study was based upon 105 observations, but 

if these patients are treated by a much smaller number of GPs, then the number of GPs should be the 

unit of analysis, because their behavior is what is under observation.‖  

See our reply to point 1 (above).  

---  

3. ―The only strong factor to predict an excessive drug change during hospitalization was gender of 

the patient, i.e. to be female. This may be quite interesting; however, the design of the study does not 

allow us to make any valid conclusion from this effect.‖  

We agree, this is a correct assessment of the multiple regression analysis, and we should be cautious 

in the interpretation. However, we think we have exerted caution, see Discussion, page 11, second 

paragraph. No change made.  

---  

4.‖ I admire the authors‘ endeavor to contact all GPs but I wonder why it was not possible to use a 

pharmacological database to check for drug change. The loss of follow up would have been avoided 

this way and accuracy would have been better.‖  

We appreciate that the reviewer commends us for the efforts undertaken to contact the GPs to obtain 

reliable information about drug changes.  

We do have a nationwide prescription database in Norway, covering drug use in ambulatory care, but 

drugs given in hospitals are not included. Therefore, we can not follow a patient from hospital to 

primary care with regard to drug regimens changes. And there are other limitations. The prescription 

database is based on sales of prescribed drugs, over-the-counter drugs (OTC) are not included. 

Moreover, these prescription data are not accurate enough when it comes to drug dosing and 
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discontinuation. All in all, a prescription database study would have been quite another study than the 

one we set out to undertake.  

No changes made in manuscript.  

---  

5.‖ I cannot follow the authors‘ statement that details of types of changes other than the number of 

drugs involved are lacking. As far as I can see, ref 3 provides such details and also in ref 4 are some 

of these details. Moreover, the authors may look at (Grimmsmann et al. Eur J Clin Pharmacol 2007; 

63(8):783-90). Here, too, drug changes are reported. A more recent study by Ahrens et al (Eur J Clin 

Pharmacol 2010 Dec;66(12):1265-71) has also performed follow-up in general practice in drug 

change after hospitalization and focused on one group of important drugs, PPIs. I would also like to 

draw your attention to a just published paper (Ahrens et al. Appropriateness of proton pump inhibitor 

recommendations at hospital discharge and continuation in primary care Int J Clin Pract 2012; 66: 767 

ff.).This analysis was also restricted to PPI but similar to your analysis, these authors, too, observe 

drug change after hospitalization at 2 points of time: 1 month and 6 months after discharge.‖  

We see that our referring to the articles (references 3 and 4 in the original manuscript) was not 

accurate enough. Therefore, we have rephrased and hope the text has been improved, see 

Introduction, page 3. We also see that the articles mentioned (Grimmsmann et al. and Ahrens et al.) 

are absolutely relevant in the context of our study and they have now been entered in ―References‖ 

and referred to in the manuscript, see Introduction, page 3, and Discussion, page 10, first and last 

paragraph. During the revision one more highly relevant reference was found and has been included 

(Cochrane RA, Mandal AR, Ledger-Scott M et al. BMJ. 1992;305:694-6). See also reply to reviewer 1, 

point 11.  

---  

6.―Moreover, what I really miss in this study, given the amount of prior knowledge about drug change 

at the hospital-general practice interface, is an attempt to go beyond our existing knowledge. For 

example, it might be helpful to learn why GPs changed many hospital prescriptions. Did these 

changes seem to be appropriate? Were these changes communicated with the patient? Such 

knowledge could really help to improve the situation and to inform GPs about how to better handle 

drug change, which is often necessary as the authors themselves admit.‖  

The reviewer raises interesting and important questions concerning knowledge the medical society is 

lacking, and we agree, these topics deserve attention in future studies. We have chosen not to extend 

the discussion, and have not addressed the topics further in the revised manuscript. 

VERSION 2 – REVIEW 

REVIEWER Rohan Elliott  
Clinical Senior Lecturer, Monash University; Senior Pharmacist, 
Austin Health, Australia 

REVIEW RETURNED 20-Aug-2012 

 

THE STUDY There are two important limitations of this study design that remain 
in this revised version:  
 
1. The accuracy of the patients‘ pre-admission medication lists that 
were recorded by physicians at the time of admission to hospital 
were not verified. It is well known that pre-admission medication lists 
recorded by physicians are frequently incomplete and/or inaccurate 
(references can be provided if required). If those lists were 
incomplete or inaccurate, the data about number of medication 
changes would also be inaccurate. This could also explain some of 
the post-discharge changes made by the GPs (e.g. they may have 
re-started medications that were inadvertently stopped in hospital – 
reinforcing why it would have been helpful to ascertain the reasons 
for changes made by the GP as noted below).  
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The authors stated in the first paragraph of the ‗Introduction‘ how 
important it is to correctly and accurately report patients‘ medication 
lists when they transition between care settings, yet the accuracy of 
medication lists on admission is not addressed in the paper. The fact 
that standardised medication reconciliation processes on admission 
to hospital have subsequently been introduced in Norway 
(mentioned in the authors‘ response to my previous review) 
suggests that it has been recognised that the previous process for 
ascertaining pre-admission medication lists was inadequate.  
 
2. As noted in my previous review, a limitation is that the reasons for 
medication changes after hospital discharge were not explored. 
Thus the 'handling of medication changes' after discharge is not fully 
explored. The second reviewer also raised this issue in his first 
review. Without this information the study makes a limited 
contribution to knowledge in this area. The authors have 
acknowledged this as a limitation in the manuscript. 

GENERAL COMMENTS The authors have addressed many of the issues raised in my 
previous review.  
 
A few outstanding issues that could be addressed to improve the 
manuscript are:  
 
1. Method of patient recruitment: The authors have clarified in the 
revised manuscript that patients were recruited consecutively, but 
what is not provided is the number/percentage of eligible patients 
that declined to participate. On average it seems that about 5 
patients per week were recruited from each of the 6 hospitals, which 
seems like a relatively small number from general medicine 
departments. If a large number of eligible patients were not 
recruited, do the authors have any details about how these patients 
differed from those who were recruited?  
 
2. Discussion: The fact that the accuracy of the patients‘ pre-
admission medication lists (recorded by physicians at the time of 
admission to hospital) was not verified should be discussed, 
because this is an important limitation of the study. It is well known 
that pre-admission medication lists recorded by physicians are 
frequently incomplete and/or inaccurate, and if this was the case at 
the participating hospitals then the data about number of medication 
changes would also be inaccurate. It could also explain some of the 
post-discharge changes made by the GPs (e.g. they may have re-
started medications that were inadvertently stopped in hospital).  
 
3. The number of ‗discharge notes‘ received within 7 days of 
discharge is reported, but not the number received after 7 days. 
Given that information about receipt of discharge notes was 
collected 4-5 months after discharge it should be possible to report 
the total number received (at any time after discharge). This is 
important because in the ‗Discussion‘ section delays in the receipt of 
discharge notes is cited as a reason for post-discharge medication 
changes.  
 
Related to this, in Table 4 the words ―Discharge note received‖ 
needs to be clarified (i.e. Does it mean received within 7 days, or 
received at any time?)  
 
4. It would be useful to know what duration of medication supply was 
provided on discharge, because it is stated on page 6 of the revised 
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manuscript that by 4-5 months patients might have contacted their 
GP for more prescriptions.  
 
5. Discussion, page 12, 2nd paragraph: delete the words ―albeit 
minor‖. 

 

REVIEWER Wolfgang Himmel, PhD  
Senior researcher  
Department of General Practice/Family Medicine  
University of Göttingen (Germany)  
 
Other than the fact that some articles which I have co-authored have 
been cited in this paper, I have no competing interests. 

REVIEW RETURNED 21-Sep-2012 

 

GENERAL COMMENTS GENERAL COMMENTS  
 
This follow-up review puts me in a difficult situation. I was not 
convinced that this paper opens new perspectives on a well-known 
issue in health care. And even if there are some interesting aspects, 
I had the feeling that a more general journal is better suited for such 
a paper than bmjopen. By the way, it seems that the other reviewer 
had also some serious concerns especially concerning the methods 
of the paper.  
 
However, since the Editor gave the authors‘ the chance to re-submit 
a new version of the paper, it wouldn‘t be fair to the authors to re-
open my essential doubts about the value of the knowledge added 
by this paper. Therefore, in my comments to the authors, I will 
restrict myself to some minor concerns but would like to repeat my 
major concerns from the former review:  
 
―… what I really miss in this study, given the amount of prior 
knowledge about drug change at the hospital-general practice 
interface, is an attempt to go beyond our existing knowledge. For 
example, it might be helpful to learn why GPs changed many 
hospital prescriptions. Did these changes seem to be appropriate? 
Were these changes communicated with the patient? Such 
knowledge could really help to improve the situation and to inform 
GPs about how to better handle drug change, which is often 
necessary as the authors themselves admit.‖  
 
SPECIFIC COMMENTS  
 
The authors‘ have addressed nearly all of the reviewers‘ concerns 
and changed the manuscript accordingly. Especially, the sampling 
strategy and data analysis have been described in more detail.  
 
In the following, I will restrict myself to some minor concerns, which 
the authors may consider in order to improve the paper:  
 
1. More information is given now about how the data in the general 
practices were received. Since the GPs were asked about drug 
change by a hospital pharmacist, this may have stimulated an 
under-reporting or over-reporting. GPs may have felt that they were 
being monitored, or vice versa, used the chance to complain about 
hospital prescribing. In other words, I suppose the pharmacist did 
not have access to a GP‘s file or something like that, but had to ask 
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the GP personally about drug change so that a bias is rather likely. If 
this is the case, you should give a respective note in the Limitation 
section of the Discussion.  
 
2. Although it was Reviewer 1 who asked for more information about 
important factors for drug change (see number 6), I am not very 
happy with your answer (page 5 top). The factors you mention seem 
to be rather arbitrary. The reference you add is not really helpful 
regarding the selection of important factors.  
 
Moreover, the whole section about these factors and the respective 
Table 4 as well as the discussion about it (p. 11, second para) are, 
in my eyes, superfluous. Even in the case of gender as the only 
really significant and strong factor, we don‘t know the reason for this 
association. It is also very arbitrary whether you consider 4 or 5 drug 
changes as the cutoff, so that probably the odds ratios would 
change if you take a different cutoff point. Taken together, this is a 
data-driven analysis and not hypothesis-based. In my opinion, this 
entire section including Table 4 and the respective discussion of it 
should be left out.  
 
3. I have the feeling that the interviews between the hospital 
pharmacist and the GPs included information about the reasons of 
drug change. I suppose you will use this material – if you have it—
for another paper. If so, you should disclose this strategy. By the 
way, I would prefer to include such important information in this 
paper – and this would really add to our knowledge! 

 

VERSION 2 – AUTHOR RESPONSE 

Response to the reviewers‘ comments  

Many thanks for more comments on the manuscript. We are grateful for the thoroughness with which 

the reviewers have carried out their evaluations. On the basis of their latest comments some 

adjustments have been made, thus further improving the manuscript.  

 

Re. Reviewer 1:  

General comment 1 – the accuracy of the pre-admission list: We agree that this is a relevant point 

which we now have addressed (see our reply in specific point 2 below).  

General comment 2 – reasons for medication changes: We regard this comment as a reminder of a 

core issue that the reviewer brought up in his first review and which we responded to in the first 

revision. The limitation is discussed (Discussion page 12, third paragraph), and is also stated in the 

Article summary (Page 1). No further change made.  

 

Specific points:  

1. Method of patient recruitment: The authors have clarified in the revised manuscript that patients 

were recruited consecutively, but what is not provided is the number/percentage of eligible patients 

that declined to participate. On average it seems that about 5 patients per week were recruited from 

each of the 6 hospitals, which seems like a relatively small number from general medicine 

departments. If a large number of eligible patients were not recruited, do the authors have any details 

about how these patients differed from those who were recruited?  

 

We agree, this is relevant information to provide. However, we did not systematically list patients 

declining to participate since we expected that almost all patients would accept to be included in this 

study which we regarded not at all to be burdensome for the patients. And this was the case, 

accordingly to our estimates definitely more that 95% of the eligible patients accepted to be recruited. 
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Information about this issue has now been added (Methods, Design and patients, page 4, last 

sentence).  

Inclusion of patients per week was of the magnitude the reviewer mentions. These numbers must be 

evaluated in light of the fact that the participating wards on average had 10 beds. We do not think it is 

essential to include these details in the manuscript, and accordingly we have not done that.  

---  

2. Discussion: The fact that the accuracy of the patients‘ pre-admission medication lists (recorded by 

physicians at the time of admission to hospital) was not verified should be discussed, because this is 

an important limitation of the study. It is well known that pre-admission medication lists recorded by 

physicians are frequently incomplete and/or inaccurate, and if this was the case at the participating 

hospitals then the data about number of medication changes would also be inaccurate. It could also 

explain some of the post-discharge changes made by the GPs (e.g. they may have re-started 

medications that were inadvertently stopped in hospital).  

In the first revision we added details about how the patients‘ drug regimens were collected on 

admission to hospital. There is a possibility that the way of recording – data collection by physicians – 

may have been burdened with inaccuracy. We agree with the reviewer, this issue should have been 

further discussed in the section dealing with limitations. We have now done so (Discussion page 12, 

last paragraph).  

----  

3. The number of ‗discharge notes‘ received within 7 days of discharge is reported, but not the 

number received after 7 days. Given that information about receipt of discharge notes was collected 

4-5 months after discharge it should be possible to report the total number received (at any time after 

discharge). This is important because in the ‗Discussion‘ section delays in the receipt of discharge 

notes is cited as a reason for post-discharge medication changes.  

Related to this, in Table 4 the words ―Discharge note received‖ needs to be clarified (i.e. Does it mean 

received within 7 days, or received at any time?)  

 

The reviewer has made a stringent point. After reexamining our database we see that we can add 

some relevant information. We found that for 17 patients the discharge note was not received by the 

GP at the time of follow-up (4-5 months). This information has been added (Results page 9, fourth 

paragraph).  

 

With regard to Table 4: We agree that the wording was imprecise and we have now specified in the 

table: ―Discharge note received within the time of follow-up‖  

----  

4. It would be useful to know what duration of medication supply was provided on discharge, because 

it is stated on page 6 of the revised manuscript that by 4-5 months patients might have contacted their 

GP for more prescriptions.  

 

In general neither medication supply nor prescriptions are given from hospitals. However, drugs 

started during hospital stay are prescribed for a short period, usually for about 1-3 months. This has 

been emphasized in the new revision (Method page 6, second paragraph).  

----  

 

5. Discussion, page 12, 2nd paragraph: delete the words ―albeit minor‖.  

This has been deleted in the new revision.  

-----  

 

Re. Reviewer 2:  

Answers to the reviewer‘s GENERAL COMMENTS:  

As the reviewer himself states this is a repetition of the general comments he made in his first review. 

He says that a ―more general journal is better suited‖. In the first revision we chose not to comment on 
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that. However, now we will, and our view is quite the opposite. Our perception is that BMJ Open is a 

general journal with a scope that opens for publishing manuscripts of the type and nature our article 

presents. And that is of course the reason why we chose to submit it to BMJ Open.  

---  

SPECIFIC COMMENTS:  

We appreciate that the reviewer finds that we ―have addressed nearly all of the reviewers‘ concerns 

and changed the manuscript accordingly. Especially, the sampling strategy and data analyses have 

been described in more detail.‖  

Re.: minor concerns:  

1. More information is given now about how the data in the general practices were received. Since the 

GPs were asked about drug change by a hospital pharmacist, this may have stimulated an under-

reporting or over-reporting. GPs may have felt that they were being monitored, or vice versa, used the 

chance to complain about hospital prescribing. In other words, I suppose the pharmacist did not have 

access to a GP‘s file or something like that, but had to ask the GP personally about drug change so 

that a bias is rather likely. If this is the case, you should give a respective note in the Limitation 

section of the Discussion.  

The data from the GPs were collected by interviewing the GPs as described in the Method, page 6, in 

the revised manuscript. We did not suspect and had no indication that the answers given by the GPs 

were biased. However, here the issue of differences in health care systems of various countries may 

be relevant. Already in the first submission we discussed this issue (Discussion page 11, last 

paragraph). Possibly, the reviewer‘s experience is that this is a factor that needs particular scrutiny in 

the health care setting he belongs to. Thus that might be an example of a field where one should be 

aware of country disparities.  

No change made.  

---  

 

2. Although it was Reviewer 1 who asked for more information about important factors for drug 

change (see number 6), I am not very happy with your answer (page 5 top). The factors you mention 

seem to be rather arbitrary. The reference you add is not really helpful regarding the selection of 

important factors.  

 

When we started research in the present field we made a lot of efforts to include the relevant and 

important factors. They should be biologically and clinically plausible and they should be predefined. 

Of course, we also found it helpful to examine what factors other researchers had used. So, in the 

end we included those factors first explained and listed in the paper by Blix et al (Eur J Clin 

Pharmacol 2004). On the basis of our approach, those factors can not be regarded as ―rather 

arbitrary‖, and we do not agree with the reviewer‘s statement.  

No change made.  

Moreover, the whole section about these factors and the respective Table 4 as well as the discussion 

about it (p. 11, second para) are, in my eyes, superfluous. Even in the case of gender as the only 

really significant and strong factor, we don‘t know the reason for this association. It is also very 

arbitrary whether you consider 4 or 5 drug changes as the cutoff, so that probably the odds ratios 

would change if you take a different cutoff point. Taken together, this is a data-driven analysis and not 

hypothesis-based. In my opinion, this entire section including Table 4 and the respective discussion of 

it should be left out.  

We have searched for factors that could predict extensive drug changes, and we found it natural to 

focus on clinically plausible factors. It is correct that we did not identify major factors, but that result is 

also a valuable finding that deserves mentioning and attention. We are of the opinion that it is relevant 

to report these results.  

Further, in the section of statistics we have described why 4 and 5 drug changes were used in the 

analyses in our study. A system was used for choosing the cut-offs: ―A patient was defined as having 

undergone extensive drug changes if he/she had experienced more than the mean number (the first 
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whole number above the average) of drug changes per patient‖ (Methods, Statistical analysis, page 7, 

first paragraph). Therefore, we would maintain that choosing 4 and 5 drug changes were well-

founded. In conclusion, in our opinion Table 4 contribute substantially to the totality of the results, and 

we would prefer to keep it. No change made.  

---  

3. I have the feeling that the interviews between the hospital pharmacist and the GPs included 

information about the reasons of drug change. I suppose you will use this material – if you have it—for 

another paper. If so, you should disclose this strategy. By the way, I would prefer to include such 

important information in this paper – and this would really add to our knowledge!  

 

Our reply is simple: We have nothing to hide. We do not have more details and we are not planning 

additional publications concerning the reasons for drug changes undertaken by the GPs.  

Of course, it would have been interesting to be in possession of more details. On the other hand we 

allow ourselves to emphasize that merely designing and performing a study that includes visits by 

hospital pharmacists to GPs is not an easy endeavour. And we are not aware that other researchers 

have undertaken this kind of study. 
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