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

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

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

reproduced below.   
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VERSION 1 - REVIEW 

REVIEWER Kristin Kahle Wrobleski, Ph.D. 
Eli Lilly and Company  
USA 

REVIEW RETURNED 29-Jan-2015 

 

GENERAL COMMENTS This is a well-written and straightforward manuscript that provides a 
foundation for understanding the potential cost-effectiveness of 
behavioral interventions in AD.  
Although other examples in the literature may not refer to only 
agitation, the authors should cite and comment on previous work 
that has been done looking at behavioral disturbance as a cost 
driver in dementia (e.g., Murman et al., 2002, Herrmann et al. 2006, 
Gustavsson et al., 2011, Miller et al., 2010, Zhu et al., 2006, Kahle-
Wrobleski et al., 2014). Should compare previous work with present 
analyses in the Discussion section.  
Please clarify why the primary comparison was between patients 
with NPI=0 and NPI>0 rather than selecting a clinically significant 
threshold of >4 to create categories.  
If available, please include caregiver characteristics because these 
are the persons reporting on the agitation.  
Would suggest looking at alternatve model that controls for NPI 
score of non-agitation items.  

 

REVIEWER Claudio Bilotta, MD PhD 
Istituti Clinici di Perfezionamento Hospital, Geriatric Medicine 
Outpatient Service, Milan, Italy 

REVIEW RETURNED 01-Feb-2015 

 

GENERAL COMMENTS The manuscript is well-written and easy to read. The economic 
burden resulting from the care for agitation symptoms in people 
suffering from AD is absolutely relevant for caregivers, clinicians and 
policymakers. The methods and findings of the study are well-
described. The two main limitations of the study in my opinion – i.e. 
1) not considering the costs of informal care, and 2) data being quite 
old - are mentioned in the Discussion. However, in order to better 
support generalizability of the study findings to current clinical care 
and health economics, Authors might better discuss the latter 
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limitation. In particular, Authors 1) may mention some changes in 
drug therapy for agitation symptoms in older people suffering from 
dementia occurred in the past decade (e.g. changes in antipsychotic 
therapy as a consequence of warnings issued by several national 
regulatory agencies), but also 2) should discuss whether the 
prevalence and severity of agitation symptoms in individuals 
suffering from AD are significantly different in recent studies as 
compared with older data.  

 

VERSION 1 – AUTHOR RESPONSE 

Responses to comments made by the reviewers  

 

Comment 1: Although other examples in the literature may not refer to only agitation, the authors 

should cite and comment on previous work that has been done looking at behavioral disturbance as a 

cost driver in dementia (e.g., Murman et al., 2002, Herrmann et al. 2006, Gustavsson et al., 2011, 

Miller et al., 2010, Zhu et al., 2006, Kahle-Wrobleski et al., 2014). Should compare previous work with 

present analyses in the Discussion section.  

 

Response to comment 1: In the comparison with other studies section of the Discussion we now note 

that while there have been no studies specifically evaluating the monetary costs of agitation in AD, 

there have been several studies evaluating the relationship between behavioural symptoms more 

generally and costs of care in people with AD, and that these studies tend to find a positive 

relationship. We provide a summary of several studies including Murman et al. (2002) and 

Gustavsson et al. (2011).  

 

Comment 2: Please clarify why the primary comparison was between patients with NPI=0 and NPI>0 

rather than selecting a clinically significant threshold of >4 to create categories.  

 

Response to comment 2: We have amended table 1 to compare the variables included in the analysis 

between groups according to whether or not the participant had clinically significant agitation 

symptoms (defined as ≥4 on any domain of the NPI). We chose this cutpoint as it is the one usually 

used (see references 3, 12, 13, and 14 in the paper). Please note the primary analysis includes 

categorical indicators for each NPI score, so this is unaffected by this change.  

 

Comment 3: If available, please include caregiver characteristics because these are the persons 

reporting on the agitation.  

 

Response to comment 3: characteristics of the caregivers are now included as an online 

supplementary table; a brief commentary on these data has been added to the text.  

 

Comment 4: Would suggest looking at alternatve model that controls for NPI score of non-agitation 

items.  

 

Response to comment 4: We have rerun our adjusted models to include total NPI score at each 

follow-up point, i.e., the sum of scores across the 12 domain scores with a range of 0 to 144. In our 

data the range of scores was 0 to 82 with 66 unique values. We included categorical indicators for 

each score (66 categories in total). We have also added a brief description of the NPI to the paper.  

 

Comment 5: The two main limitations of the study in my opinion – i.e. 1) not considering the costs of 

informal care, and 2) data being quite old - are mentioned in the Discussion. However, in order to 

better support generalizability of the study findings to current clinical care and health economics, 

Authors might better discuss the latter limitation. In particular, Authors 1) may mention some changes 
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in drug therapy for agitation symptoms in older people suffering from dementia occurred in the past 

decade (e.g. changes in antipsychotic therapy as a consequence of warnings issued by several 

national regulatory agencies), but also 2) should discuss whether the prevalence and severity of 

agitation symptoms in individuals suffering from AD are significantly different in recent studies as 

compared with older data.  

 

Response to comment 5: We now acknowledge in the limitations section of the Discussion that the 

prevalence and severity of agitation symptoms in individuals suffering from AD may have changed 

over time. We have also discussed in more detail, with supporting evidence, that management 

practices have also changed over time. 
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