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VERSION 1 - REVIEW 

REVIEWER Michael Rapp 
University of Potsdam, Germany 

REVIEW RETURNED 06-Jun-2014 

 

GENERAL COMMENTS This interesting manuscript describes a trial to test the efficacy of 
cognitive bias modification in patients suffering from AD and 
depression. While nonpharmacological trials for this disease entity 
are certainly called for and timely, there are a number of issues with 
trial rationale and design that are of significant concern in this ms.  
 
The cited evidence for cognitive bias modification stems from 
younger patients without cognitive impairment. No data on older 
adults or depressed patients with cognitive impairment are given. 
While it seems theoretically plausible that CBM might work in this 
population, there are currently no empirical findings to support this 
assumption, such that the trial risks to find out that the intervention is 
not effective in this population because the processes do not work 
as in cognitively healthy individuals.  
 
Given this risk, the inclusion criterion of MMSE gt 15 seems 
optimistic. It would be important to implement analyses to test 
whether the described CBM paradigm works in AD.  
 
In a similar vein, it is unclear what your effect size measures is 
based on. Also, I could not find information on how power analyses 
for the proposed mixed model were conducted. 

 

REVIEWER Francesco Panza, MD, PhD 
Neurodegenerative Disease Unit,  
Department of Basic Medicine, Neuroscience, and Sense Organs,  
University of Bari Aldo Moro, Bari, Italy  
and  
Department of Clinical Research in Neurology, University of Bari 
Aldo Moro,  
“Pia Fondazione Cardinale G. Panico“, Tricase, Lecce, Italy 

REVIEW RETURNED 18-Jun-2014 
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GENERAL COMMENTS  
Almeida and colleagues described the design and the protocol of the 
RAPID (RAndomised controlled trial to imProve depressIon and the 
quality of life of people with Dementia using cognitive bias 
modification), a randomised, double-blind, parallel, controlled trial 
aimed to determine the effect of cognitive bias modification (CBM) 
on depression scores and the quality of life of people with 
depression in Alzheimer’s disease (DAD). This is an interesting and 
promising study in an area with limited evidence coming from 
randomized controlled trials (RCTs). From a methodological point of 
view, the RAPID design follows the SPIRIT guidelines and its results 
will be reported following the CONSORT guidelines. Some points to 
clarify:  
 
1. For the RAPID, the coincidental defining DAD criterion [Cornell 
scale for depression in dementia (CSDD > 8] and primary outcome 
measure (CSDD) could be a limitation for design of this RCT. 
However, the Authors included a point in the Strengths and 
Limitations section of the study in which they stated that the 
definition of depression in this trial will be based on the use of a 
validated cut-point on the CSDD rather than diagnostic criteria (point 
4, page 3). They further discussed this point in the Discussion 
section (page 18). The Authors could diagnose DAD in their patients 
also with the proposed Olin criteria (Am J Geriatr Psychiatry 
2002;10:125-8), operating a comparison between DAD patients 
identified with these criteria and their definition of DAD (CSDD > 8), 
to further validate this pragmatic criterion.  
 
2. The Authors should give more details on the primary outcome 
measure used to calculate sample size. The primary outcome 
measure of the RAPID was CSDD and Almeida and colleagues cited 
at page the RCT of Banerjee et al. (Lancet 2011;378:403-11) in 
which was used as primary outcome measure the CSSD. However, 
the authors did not mention explicitly the CSDD as the primary 
outcome measure on which they calculated sample size (page 14).  
 
3. If the sample size was calculated on CSDD as primary outcome 
measure, the Authors should report for this outcome measure other 
psychometric properties, if avalaible, in the Methods section (page 
12), different from the reported inter-rater reliability and internal 
consistency [i.e., minimal clinically important differences (MCID) or 
minimal detectable change (MCD)]. Almeida and colleagues cited at 
page 14 that data from the RCT of Banerjee et al. (Lancet 
2011;378:403-11) showed that people with DAD treated with 
placebo improved, on average, 6 points. 

 

VERSION 1 – AUTHOR RESPONSE 

REVIEWER 1  

1. This interesting manuscript describes a trial to test the efficacy of cognitive bias modification in 

patients suffering from AD and depression. While nonpharmacological trials for this disease entity are 

certainly called for and timely, there are a number of issues with trial rationale and design that are of 

significant concern in this ms. The cited evidence for cognitive bias modification stems from younger 

patients without cognitive impairment. No data on older adults or depressed patients with cognitive 

impairment are given. While it seems theoretically plausible that CBM might work in this population, 

there are currently no empirical findings to support this assumption, such that the trial risks to find out 
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that the intervention is not effective in this population because the processes do not work as in 

cognitively healthy individuals. Given this risk, the inclusion criterion of MMSE gt 15 seems optimistic. 

It would be important to implement analyses to test whether the described CBM paradigm works in 

AD.  

Response: Reviewer 1 is correct in pointing out that, at present, there is no direct evidence that the 

CBM paradigm can be used successfully in older adults with dementia. However, as CBM uses 

implicit rather than explicit learning, we would argue that there is no obvious reason why the CBM 

paradigm should not be equally effective in people with mild to moderate AD. This trial will enable us 

to test this hypothesis. Nonetheless, we agree it is important to acknowledge such a potential caveat 

more explicitly, which we have done under the heading ‘Study limitations’ (pages 18-19).  

 

2. In a similar vein, it is unclear what your effect size measures is based on. Also, I could not find 

information on how power analyses for the proposed mixed model were conducted.  

Response: The sample size calculation is based on the assumption that an intervention that is 

efficacious and clinically relevant would decrease depression scores by an additional 3 points (out of 

a possible 38). We have added a sentence of the section ‘Study limitations’ to make such an 

assumption explicit (page 19).  

 

 

 

REVIEWER 2  

Almeida and colleagues described the design and the protocol of the RAPID (RAndomised controlled 

trial to imProve depressIon and the quality of life of people with Dementia using cognitive bias 

modification), a randomised, double-blind, parallel, controlled trial aimed to determine the effect of 

cognitive bias modification (CBM) on depression scores and the quality of life of people with 

depression in Alzheimer’s disease (DAD). This is an interesting and promising study in an area with 

limited evidence coming from randomized controlled trials (RCTs). From a methodological point of 

view, the RAPID design follows the SPIRIT guidelines and its results will be reported following the 

CONSORT guidelines. Some minor modifications should be performed before publication. Almeida 

and colleagues described the design and the protocol of the RAPID (RAndomised controlled trial to 

imProve depressIon and the quality of life of people with Dementia using cognitive bias modification), 

a randomised, double-blind, parallel, controlled trial aimed to determine the effect of cognitive bias 

modification (CBM) on depression scores and the quality of life of people with depression in 

Alzheimer’s disease (DAD). This is an interesting and promising study in an area with limited 

evidence coming from randomized controlled trials (RCTs). From a methodological point of view, the 

RAPID design follows the SPIRIT guidelines and its results will be reported following the CONSORT 

guidelines. Some points to clarify:  

 

1. For the RAPID, the coincidental defining DAD criterion [Cornell scale for depression in dementia 

(CSDD > 8] and primary outcome measure (CSDD) could be a limitation for design of this RCT. 

However, the Authors included a point in the Strengths and Limitations section of the study in which 

they stated that the definition of depression in this trial will be based on the use of a validated cut-

point on the CSDD rather than diagnostic criteria (point 4, page 3). They further discussed this point in 

the Discussion section (page 18). The Authors could diagnose DAD in their patients also with the 

proposed Olin criteria (Am J Geriatr Psychiatry 2002;10:125-8), operating a comparison between 

DAD patients identified with these criteria and their definition of DAD (CSDD > 8), to further validate 

this pragmatic criterion.  

Response: This is a very good suggestion – we plan to use the NIMH provisional criteria for 

depression in AD in our study (Teng et al. Am J Geriatr Psychiatry 2008;16:469-77), which represents 

a further development of the study published by Olin and colleagues in 2002. However, we will refrain 

from doing so systematically as part of this protocol because the external validity of the NIMD-dAD 

criteria is yet to be established.  
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2. The Authors should give more details on the primary outcome measure used to calculate sample 

size. The primary outcome measure of the RAPID was CSDD and Almeida and colleagues cited at 

page the RCT of Banerjee et al. (Lancet 2011;378:403-11) in which was used as primary outcome 

measure the CSSD. However, the authors did not mention explicitly the CSDD as the primary 

outcome measure on which they calculated sample size (page 14).  

Response: Thank you for pointing this out and apologies for the oversight. We now explicitly indicate 

that the changes of scores refer to the CSDD (page 14).  

 

3. If the sample size was calculated on CSDD as primary outcome measure, the Authors should 

report for this outcome measure other psychometric properties, if avalaible, in the Methods section 

(page 12), different from the reported inter-rater reliability and internal consistency [i.e., minimal 

clinically important differences (MCID) or minimal detectable change (MCD)]. Almeida and colleagues 

cited at page 14 that data from the RCT of Banerjee et al. (Lancet 2011;378:403-11) showed that 

people with DAD treated with placebo improved, on average, 6 points.  

Response: We are not aware of data describing MCID or MCD for the CSDD. A decline of 6 points on 

the CSDD in the study by Banerjee and colleagues would represented a drop of slightly less than 

50% of the baseline score. We have added a sentence to the ‘Outcomes’ section of the manuscript to 

acknowledge the uncertainly regarding MCID and MCD (page 12). 

VERSION 2 – REVIEW 

REVIEWER Michael Rapp 
University of Potsdam, Germany 

REVIEW RETURNED 27-Jun-2014 

 

GENERAL COMMENTS The authors have adressed all concerns raised.  

 

REVIEWER Francesco Panza, MD, PhD 
Neurodegenerative Disease Unit,  
Department of Basic Medicine, Neuroscience, and Sense Organs,  
University of Bari Aldo Moro, Bari, Italy  
and  
Department of Clinical Research in Neurology, University of Bari 
Aldo Moro,  
“Pia Fondazione Cardinale G. Panico“, Tricase, Lecce, Italy 

REVIEW RETURNED 23-Jun-2014 

 

GENERAL COMMENTS The Authors have satisfactorily addressed my previous concerns. 
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