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VERSION 1 - REVIEW 

REVIEWER Tsolaki Magda MD, PhD,  
Neuropsychiatrist, Professor, Aristotle University of Thessaloniki, 
Greece 

REVIEW RETURNED 05-Aug-2013 

 

GENERAL COMMENTS Responsibility page 7, line 4  
 
A question: The symptoms of the patients are changing every day. 
Why do you think that one year educational and support programs 
could maintain the results for three years?   

 

REVIEWER Frans Verhey 
University Hospital of Maastricht, Psychiatry 

REVIEW RETURNED 20-Aug-2013 

 

GENERAL COMMENTS This is a very clear and well written report of the DAISY follow-up 
study.  
I have only a fw suggestions:  
- the conclusion in the abstract that an individual need assessment 
is quite general, and not based on the findings of this study.  
- Given the methodological rigor of this study (and the 12 mnth study 
as well), and yet the negative results one could say that this kind of 
intervention lacks any evidence and should not be recommended, 
like it would be the case for any other pharma intervention. I would 
not support this option, but it would be interesting to speculate if this 
type of RCT, and the use of these outcome measures are the most 
appropriate. What would be an alternative methodological 
approach?  
- While the intervention itself is described adequately, it is not clear 
what was done in the control group and thus difficult to see if there 
was enough contrast between groups  
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REVIEWER Peter Watson 
MRC Cognition and Brain Sciences Unit 

REVIEW RETURNED 28-Aug-2013 

 

THE STUDY  

RESULTS & CONCLUSIONS I find the discussion confusing in mentioning the main result of this 
study (no effect of intervention at 36 months) but then trying to 
suggest an intervention effect was missed through deficiencies in 
this study which can undermine the usefulness of the study. For 
example on page 17, line 44 socio-economic group and clinical 
confounding between the groups is implied as a reason no group 
differences were found. I would have found the discussion more 
authoritative and coherent if the conclusion had been there is not 
likely to be any intervention effect of DAISY based upon the results 
of this clinical trial. 

REPORTING & ETHICS  

GENERAL COMMENTS Three-year follow up on the efficacy of psychosocial interventions for 
patients with mild dementia and their caregivers: the multicentre, 
rater blinded, randomized Danish Alzheimer Intervention Study 
(DAISY) bmjopen-2013-003584  
 
I assume the authors used STATA to fit the Cox model since I 
believe the software can fit Cox (and other?) models whilst weighting 
cases by the probability of dropout, as performed in this study (lines 
29-40 on page 12) to compare the control and intervention groups 
on mortality and nursing home placements (page 12)?  
 
My main concern here is the conclusion of this study which appears 
to ignore the results of the analyses in this study with regard to the 
effectiveness of the intervention as measured by its comparison over 
time with the control group in what seems a well run clinical trial (for 
example the baseline characteristics appear well matched (page 
26)).  
 
Page 12, lines 29-40. Bearing in mind this is an intention to treat 
analysis did the authors consider using random effect models for 
comparing the primary and secondary outcomes over the follow-up 
periods. Random effect models (as do, I believe, generalised 
estimating equations (GEEs) as used here) use all the available data 
(including incomplete cases) and are regularly used in intention to 
treat studies and do not appear to require the more complex addition 
of weightings of inverses of probabilities of staying in the study 
which appear to have been used in all analyses including the GEEs 
to produce the means given in Table 3 (on page 29).  
 
Page 15. It would be a good idea to insert effect sizes for the non-
significant comparisons between the control and intervention groups 
described on lines 25, 26 and 33 on page 15. With non-significant 
results, as found in this study, it is important that sample sizes are 
sufficient to provide adequate power. I, therefore, assume the 
‘apriori power calculation’ referred to on line 38 of page 14 refers to 
any power calculations needed to gain ethics and other approvals 
prior to the study being carried out and that therefore minimum 
clinical differences (as shown by effect sizes) have not been found 
and detected using statistical tests in this study.  
 
Page 14 lines 26-28 and Page 3 lines 47-56 and page 4 lines 4-11 
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and page 18 lines 24-35. I am not clear what constitutes the 
conclusion to this study . On the one hand (Page 14 lines 26-28 and 
Page 3 lines 47-56) it is acknowledged that there is no difference 
between the control and intervention groups with the differences in 
both primary and secondary outcomes at 12-month follow-up 
disappearing at 36-month follow-up (lines 53-54 on page 3). Despite 
this there appear to be attempts to talk up the DAISY intervention on 
page 18 by mentioning ‘promising indications’ in another study (lines 
24-33 on page 18) and then trying to explain the disappearance at 
36 months of the group differences seen at 12 months by 
mentioning (lines 47-48 of page 16) that the control group also 
received some intervention despite the purpose of this study being in 
comparing the control group to an intervention. Page 18 (lines 33-
51) suggest that interventions have intangible unmeasured benefits 
such as improved self-esteem yet this does not appear to be the 
primary or a secondary outcome and mention that interventions can 
be more tailored to match patient needs but this appears to be a 
speculative comment because it is not supported by the 
acknowledged non-significant results of the group comparisons. Is 
this saying that the sample used in this study was somehow 
inappropriate for the intervention (e.g. not reaching clinical levels at 
baseline on various criteria so too ‘healthy’) despite the seemingly 
well matched baseline scores given in Table 1 (pages 26-27). The 
conclusion of the paper (page 4, lines 4-11) does not appear to 
follow the preceding results section based upon the data in this 
study in saying there is no evidence that interventions are necessary 
but merely suggests ways interventions could be carried out.  
 
Page 29. The QoL (third line from bottom) has a p=0.03 yet has an 
overlapping confidence interval and what appears a small difference 
in means of 1.8 (32.8-31.0) for the estimated endpoint scores. 

 

VERSION 1 – AUTHOR RESPONSE 

Responses to reviewers  
First reviewer: Magda Tsolaki MD, PhD, Neuropsychiatrist, Professor, Aristotle University of 
Thessaloniki, Greece.  
Thank you very much for your clarifying question.  
Comment: The symptoms of the patients are changing every day. Why do you think that one year 
educational and support programs could maintain the results for three years?  
Response: We agree that the symptoms of the patients vary over time. However, the results of the 
12-month follow-up published in BMJ in 2012 showed that there was statistical significance for one 
primary patient outcome (Cornell depression Scale score, P = 0.0103) and one secondary patient 
outcome (proxy-rated quality of life QoL-AD, P = 0.0013) in favour of the DAISY intervention group, 
before adjustment for multiple testing was done. Therefore, a subsequent 36-month follow-up was 
carried out to follow the evolution of these outcomes. We had described our rationale in the 
introduction and discussion. We have now revised the second paragraph in the introduction to further 
clarify this matter on page 7, lines 42-44, and 52.  
The DAISY intervention program aimed at providing the patients and their caregivers with knowledge 
and skills to assess the patients’ symptoms and needs as well as caregivers’ stress and burden, to 
develop coping mechanisms, to form support network, and to know where and when to seek help. 
Therefore, the DAISY intervention was expected to have long-term effect in preventing the 
emergence of depressive symptoms and to maintain quality of life for the patients. The results of our 
qualitative study about the outcomes of the DAISY intervention seemed to support this hypothesis. 
Please also see our response to the second comment of Professor Verhey for more details about the 
results of the qualitative study.  
Second reviewer: Professor FRJ Verhey, Prof of Neuropsychiatry and Old Age Psychiatry, School for 
Mental Health and Neuroscience (MHeNS) / Alzheimer Centre Limburg, Department of Psychiatry 
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and Psychology / MUMC, Maastricht, Netherlands  
Thank you very much for your elaborate and relevant comments  
1. Comment: The conclusion in the abstract that an individual need assessment is quite general, and 
not based on the findings of this study.  
Response: We agree and the conclusion in the abstract is now changed to (page 4 lines 10-25):  
“For patients with very mild Alzheimer’s disease and their caregivers, an intensive, multicomponent, 
semi-tailored psychosocial intervention program with counselling, education, and support during the 
first year after diagnosis did not show positive long-term effect on any primary and secondary 
outcomes”.  
2. Comment: Given the methodological rigor of this study (and the 12 month study as well), and yet 
the negative results one could say that this kind of intervention lacks any evidence and should not be 
recommended, like it would be the case for any other pharmacological intervention. I would not 
support this option, but it would be interesting to speculate if this type of RCT and the use of these 
outcome measures are the most appropriate. What would be an alternative methodological 
approach?  
Response:  
We did not carry out the DAISY study to justify the reason for providing psychosocial intervention for 
patients with dementia and their caregivers, who under all circumstances need information, 
counselling, and support, similar to patients with other life-threatening chronic diseases which impose 
a heavy disease and care burden and the patients and their caregivers, such as cancer. Our RCT 
was carried out to investigate if an intensive, multicomponent, semi-tailored psychosocial intervention 
program with counselling, education, and support to patients with very mild Alzheimer’s disease and 
their caregivers during the first year after diagnosis could have any positive effect on the patients’ 
global cognitive status, depressive symptoms and quality of life, and on caregivers’ depressive 
symptom and quality of life. Although the study did not demonstrate statistically significant positive 
effects after adjustment for multiple testing, we continue to recommend that psychosocial intervention 
should be offered to the patients and caregivers who need information and support. What we can 
conclude from the study is that since we could not show positive effects in the quantitative analyses, 
we suggest that psychosocial intervention should not be offered indiscriminately to all patients with 
very mild dementia and their caregivers, but the decision to provide the intervention should be based 
on assessment of their needs. Regular follow-up is therefore important to identify the arising needs 
that required intervention.  
A qualitative study of the DAISY intervention showed that both patients and caregivers found the 
intervention stimulating and rewarding. They reported no negative outcomes of the intervention. All 
participants became more aware of the disease and the consequences for their daily life and social 
relations. Subsequently, many patients and caregivers joined relevant support groups and counselling 
for caregivers. The tailored counselling provided opportunities for caregivers to engage in early 
reflections that might change awareness and attitudes, possibly resulting in better coping 
mechanisms.  
We share your thought that perhaps a RCT and the used outcome measures might not be the most 
appropriate evaluation method for the DAISY intervention. More qualitative studies are needed to 
identify what aspect of the intervention causes positive or negative effects to guide the design of 
future trials so that the positive effects reported in the qualitative study can be better captured.  
In response to this comment, we have revised the last paragraph in the discussion on page 19 lines 
27-52 and page 20, lines 8-29, and also added the word “probably” to lines 22 and 27 on page 5.  
3. Comment: While the intervention itself is described adequately, it is not clear what was done in the 
control group and thus difficult to see if there was enough contrast between groups.  
Response: On page 10 lines 29-40, we added the following paragraph in order to clarify what was 
done in the control group. The only difference between the intervention and control groups was the 
DAISY intervention.  
“Attempts were made to provide similar treatment for both intervention and control participants in all 
respects other than the add-on DAISY intervention. At each follow-up visit, participants in both groups 
were interviewed about their current symptoms and daily life issues, and informed about available 
support program (if any) in their local communities. Both groups were free to participate in such 
support programs during the study. Participation in support activities outside the study was registered 
for both groups. Identified special needs led to referral to local care facilities when available and 
relevant”.  
The difference between the intervention and control group was likely reduced because the regular 
follow-up visits for the control group provided far better support than the usual practice in Denmark. 
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During the follow-ups, the control group also received some information, counselling and support, but 
not as structured and intensive as the program for the intervention group.  
Third reviewer: Mr. Peter Watson, Statistician, MRC Cognition and Brain Sciences Unit, Cambridge  
Thank you for your in-depth comments.  
1. Comment: I find the discussion confusing in mentioning the main result of this study (no effect of 
intervention at 36 months) but then trying to suggest an intervention effect was missed through 
deficiencies in this study which can undermine the usefulness of the study. For example on page 17, 
line 44 socio-economic group and clinical confounding between the groups is implied as a reason no 
group differences were found. I would have found the discussion more authoritative and coherent if 
the conclusion had been there is not likely to be any intervention effect of DAISY based upon the 
results of this clinical trial.  
Response: We started the discussion by stating that this study did not find any long-term effect of an 
intensive psychosocial intervention (DAISY intervention) on patients and caregivers beyond the effect 
of structured follow-up support.  
However, there was a misunderstanding, because we listed the socio-economic and clinical 
differences in the mentioned paragraph to try to explain the higher mortality in the intervention group, 
since the nature of the intervention did not expose the participants to any health risk. The baseline 
differences were small and not statistically significant. On lines 19-20 on page 17, we did make it 
clear that it is uncertain whether these differences could contribute to the higher mortality in the 
intervention group.  
The sentences on lines 23 and 38-42 on page 18 were rephrased as below for the sake of 
clarification:  
Line 23: It is not known why Ppatients in the intervention group had higher mortality than those in the 
control group.  
Line 38-42: Although not statistically significant, there were small socioeconomic and clinical 
differences that were in favour of the control group could be responsible for the higher mortality rate in 
the intervention groups.  
2. Comment: I assume the authors used STATA to fit the Cox model since I believe the software can 
fit Cox (and other?) models whilst weighting cases by the probability of dropout, as performed in this 
study (lines 29-40 on page 12) to compare the control and intervention groups on mortality and 
nursing home placements (page 12 )?  
Response: We used SAS version 9.2; specifically PROC PHREG to fit Cox models and PROC 
GENMOD to fit the longitudinal models. Mortality and nursing home placement data was obtained 
from the Danish national databases in which all patients in Denmark are registered so there is no 
dropout in these analyses.  
3. Comment: My main concern here is the conclusion of this study which appears to ignore the results 
of the analyses in this study with regard to the effectiveness of the intervention as measured by its 
comparison over time with the control group in what seems a well run clinical trial (for example the 
baseline characteristics appear well matched (page 26).  
Page 12, lines 29-40: Bearing in mind this is an intention to treat analysis did the authors consider 
using random effect models for comparing the primary and secondary outcomes over the follow-up 
periods. Random effect models (as do, I believe, generalised estimating equations (GEEs) as used 
here) use all the available data (including incomplete cases) and are regularly used in intention to 
treat studies and do not appear to require the more complex addition of weightings of inverses of 
probabilities of staying in the study which appear to have been used in all analyses including the 
GEEs to produce the means given in Table 3 (on page 29).  
Response: Both random effect models and models using GEE inference use all available data; the 
difference is the way the intra-patient correlations are treated (specifically modelled for random effect 
models or treated as nuisance that needs to be corrected for in GEE). Notably, the analyses in Table 
3 use all available data. The inverse probability weighting is not done to replace omitted incomplete 
trajectories, but to adjust for possibly differing types of patients that drop out during the trial. 
Intuitively, if in one arm patients with high depression scores tend to drop out more, the (mean of) 
available data in that arm tends to become artificially lower during the follow-up than it should have 
been if we would have observed the dropouts. Hence the comparison between the two arms is not 
correct if the types of patients that drop out differ between arms. This is attempted repaired through 
inverse probability weighting where the weights for each time point in the follow-up depend on various 
baseline variables and previously primary outcomes. A random effect model may be viewed as a 
rudimentary and implicit inverse probability weighting as it appropriately adjusts for differential dropout 
but only if this dropout only depends on the previous outcomes. Hence, an explicit and more 
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elaborate modelling of the dropout mechanism is often superior. In order to make it clearer that the 
method of inverse probability weighting is not a standard method, but something innovative and, 
because of the differing mortality rates in the two arms of the trial, necessary and important here, we 
have added on p. 12, line 5 “, a method explained in the seminal paper by Dufoil et al”  
4. Comment: Page 15. It would be a good idea to insert effect sizes for the non-significant 
comparisons between the control and intervention groups described on lines 25, 26 and 33 on page 
15. With non-significant results, as found in this study, it is important that sample sizes are sufficient 
to provide adequate power. I, therefore, assume the ‘a priori power calculation’ referred to on line 38 
of page 14 refers to any power calculations needed to gain ethics and other approvals prior to the 
study being carried out and that therefore minimum clinical differences (as shown by effect sizes) 
have not been found and detected using statistical tests in this study.  
Response: We agree and have added the effect sizes in the result section page 14 lines 13-23 and 
29-33, and again in the discussion on page 16, lines 15-32.  
Regarding the a priori power calculations, based on mean scores and score variations for MMSE, 
EuroQoL VAS, Cornell depression Scale, and GDS from previous studies in other similar AD 
populations, we estimated that a group size of 165 was needed in order to detect a minimum effect 
size (defined as the difference between groups for mean change from baseline to 1 year in observed 
scores) of 1.2 (MMSE), 2.0 (Cornell), 1.8 (GDS), 6.0 (EuroQoL-VAS) with type I error 5% and type II 
error 10%. The calculations were based on an estimated drop-out rate of 20% at12-month follow-up. 
Since DAISY was an exploratory study, the minimum effect sizes were partly arbitrarily set, partly 
defined from outcomes in previous intervention studies. As already stated in the manuscript, the 
power calculation had already been explained in details in a previous paper, which is attached as a 
supplementary file to the manuscript (Waldemar G, Waldorff FB, Buss DV, et al. The Danish 
Alzheimer intervention study: rationale, study design and baseline characteristics of the cohort. 
Neuroepidemiology. 2011;36:52-6).  
Also, in our previous paper reporting the results of the 12-month follow-up, we already explained that 
we did not adjust for multiple primary outcomes or for multiple time points in our power calculation, 
indicating that the DAISY study was perhaps underpowered. However, the study is still the largest 
single randomised controlled trial of psychosocial intervention undertaken in patients with mild 
Alzheimer’s disease and their caregivers. This paper is also attached as a supplementary file to the 
manuscript (Waldorf FB, Buss DV, Eckermann A, Rasmussen MLH, Keiding N, Rishøj S, et al. 
Efficacy of psychosocial intervention in patients with mild Alzheimer’s disease: the multicentre, rater 
blinded, randomised Danish Alzheimer Intervention Study (DAISY). BMJ 2012;345).  
When we submitted the paper reporting the results from 12-month follow-up to BMJ, we were asked 
to adjust for multiple testing. We did this by taking into account all primary and secondary outcomes 
at all time points. The significance level corrected for multiple testing was set at P=0.0005 and was 
subsequently criticized for being too conservative, given that an alternative correction method could 
have given the opposite conclusion (Mittelman MS. The DAISY psychosocial intervention does not 
improve outcomes in patients with mild Alzheimer's disease or their carers. Evid Based Ment Health. 
2013 Feb;16:15).  
5. Comment: Page 14 lines 26-28 and page 3 lines 47-56 and page 4 lines 4-11 and page 18 lines 
24-35. I am not clear what constitutes the conclusion to this study. On the one hand (Page 14 lines 
26-28 and Page 3 lines 47-56) it is acknowledged that there is no difference between the control and 
intervention groups with the differences in both primary and secondary outcomes at 12-month follow-
up disappearing at 36-month follow-up (lines 53-54 on page 3). Despite this there appear to be 
attempts to talk up the DAISY intervention on page 18 by mentioning ‘promising indications’ in 
another study (lines 24-33 on page 18) and then trying to explain the disappearance at 36 months of 
the group differences seen at 12 months by mentioning (lines 47-48 of page 16) that the control group 
also received some intervention despite the purpose of this study being in comparing the control 
group to an intervention. Page 18 (lines 33-51) suggest that interventions have intangible 
unmeasured benefits such as improved self-esteem yet this does not appear to be the primary or a 
secondary outcome and mention that interventions can be more tailored to match patient needs but 
this appears to be a speculative comment because it is not supported by the acknowledged non-
significant results of the group comparisons. Is this saying that the sample used in this study was 
somehow inappropriate for the intervention (e.g. not reaching clinical levels at baseline on various 
criteria so too ‘healthy’) despite the seemingly well matched baseline scores given in Table 1 (pages 
26-27). The conclusion of the paper (page 4, lines 4-11) does not appear to follow the preceding 
results section based upon the data in this study in saying there is no evidence that interventions are 
necessary but merely suggests ways interventions could be carried out.  
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Response: DAISY was the first study of its kind and by nature explorative. As mentioned above, the 
results of the 12-month follow-up reported in BMJ have raised debate about the method we used to 
correct for multiple testing which ultimately led to the conclusion that DAISY intervention did not 
produce any significant positive effect. It is not our intention to reverse the conclusion we have made 
concerning the results of the 12- and 36-month follow-ups bases on the quantitative analyses.  
Qualitative studies are important to identify positive outcomes that can be missed in quantitative 
studies. We tried to highlight the fact that the participants found the intervention beneficial and they 
experienced positive outcomes that were not measured in any primary or secondary outcome of the 
RCT. The RCT of the DAISY intervention is a rigorous methodology but it is not flawless, just as any 
well-designed and well-conducted RCT. We compared the limited available evidence in the medical 
literature against the results of our study to raise a discussion about what can be done to improve the 
design of future RCT of psychosocial intervention for patients with very mild dementia and their 
caregivers. There is still a lot of work to be done to identify the type, the intensity, and the duration of 
psychosocial intervention for patients with mild dementia and their caregivers, to maximize benefits, 
economize resources, and minimize intervention burden. The point about speculative comment is well 
taken.  
In response to all the points mentioned in this comment, we revised the last paragraph in the 
discussion on page 19 lines 27-52 and page 20, lines 8-29, and also added the word “probably” to 
lines 22 and 27 on page 5.  
. The conclusion of the abstract has also been changed in lines with the results reported (page 4 lines 
10-25).  
6. Comment: The QoL (third line from bottom) has a p=0.03 yet has an overlapping confidence 
interval and what appears a small difference in means of 1.8 (32.8-31.0) for the estimated endpoint 
scores.  
Response: The means in Table 3 and the corresponding 95% confidence intervals “are estimated 
from a longitudinal model where selective dropout is accounted for by inverse probability weighting; 
the inclusion of a categorical indicator variable for treating centre accounts for possible clustering 
within centre; confidence intervals and P values are calculated with generalized estimating equations” 
(as written in the footnote to this table). In this model the p-values are calculated using the standard 
Wald methodology. If the confidence intervals would not overlap, the p-value would have been <0.05 
necessarily. However, p<0.05 may also happen when confidence intervals overlap; which is the case 
here.  
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