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VERSION 1 - REVIEW 

REVIEWER Peter Watson  
Statistician  
MRC Cognition and Brain Sciences Unit  
15 Chaucer Road  
Cambridge  
CB2 7EF  
 
I have no competing interests with the research in this paper. 

REVIEW RETURNED 17-Feb-2011 

 

THE STUDY I was confused by the description of which variables were the 
primary outcome or outcomes and use of baseline/pre-treatment and 
pre-treatment baseline terms in the paper. These descriptions I am 
sure can be straightforwardly amended. I would also suggest not 
correlating baseline change with baseline scores as was done I 
suspect in Table 1 on page 9 (see my comments below). 

RESULTS & CONCLUSIONS Just needs a bit of tightening up on the descriptions of variables in 
the results (see my comments later). 

GENERAL COMMENTS The authors use ANCOVA and regression analyses to look at the 
association between participant characteristics, including baseline 
data, and various primary outcomes. The descriptions of the results 
and particularly the explicit and consistent naming of which 
outcomes of interest and covariates are used in each analysis would 
significantly enhance understanding. I also warn against correlating 
baseline scores with change from baseline and suggest some 
alternatives.  
 
Pages 6 and 9. Primary outcome is used to refer to two change 
scores (should this be the plural primary outcomeS?) I would rewrite 
this as "The outcomes of interest were the differences in in IDDD 
and PRPP scores after intervention compared to those at baseline". 
I would also rewrite the last sentence on page 9 something along the 
lines of "There was no difference in experimental and control group 
PRPP or IDDD mean change from baseline after controlling for 
baseline values of patient mood (CSDD) and daily functioning 
(PRPP;IDDD) using an ANCOVA" ie explicitly mentioning the name 
of the outcome measures.  
 
Page 6. I think the last sentence on page 6 going to page 7 can be 
rewritten in a clearer way. Something along the lines of "An 
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ANCOVA was used to investigate  
mean changes fron baseline in IDDD and PRPP between the COTiD 
and control groups controlling for ??,?? and ??. Percentage variance 
explained in post-treatment IDDD and PRPP scores was assessed 
using multiple regression."  
 
Page 9. I assume the correlations in Table 1 and the ANCOVA and 
regression results are based on a pooled German and Dutch 
sample? If so a rationale for this pooling  
reassuring us about consistency of results in the two samples that 
have been pooled would be welcome. Tables should state if the 
sample is pooled or of a particular  
nationality.  
 
Page 9. An explanation should be given about why a nonparametric 
test (Mann-Whitney) was used to compare groups. In particular 
which t-test assumptions were  
violated? I suspect the distributions of healthcare resources may 
have been negatively skewed in the two groups.  
 
Page 9. A correlation was computed between a baseline score and 
a pre minus post treatment difference. Was the pre-treatment 
difference another word for the baseline score and were these the 
pre-treatment baseline mentioned in the footnote of Table 2 on page 
11? If so I would use 'baseline' throughout to avoid confusion and 
also follow the recommendation of Tu and Gilthorpe (2007) who 
warn against looking at a correlation between baseline and change 
from baseline and instead recommend alternative methods such as 
the correlation between baseline+post-treatment with baseline-post-
treatment to assess this relationship which involves comparing 
variances at baseline with those at post-treatment. Jin (1992) gives 
formulae for the method of Myrtek and Foerster (1986) which can 
also be used to compare change from baseline with baseline. The 
problem relating baseline to baseline change is that its correlation is 
negatively biased. In particular as Tu and Gilthorpe point out if you 
randomly produce a T0 and T1 and correlate T0 with T1-T0 you will 
get a negative correlation as high as -0.71! I think this problem is 
also related to the artefact of regression to the mean in scores which 
have measurement error. The two high negative correlations in 
Table 1 on page 9 may, therefore, not be informative. As an 
alternative to the procedures in Tu and Gilthorpe, Harris RJ (2001, 
pages 39-40) suggests not looking at change scores at all and just 
correlating baseline and post-treatment scores. He mentions the 
negative bias problem and concludes "When choosing between the 
change score approach and Ancova, Ancova is usually the superior 
choice on purely statistical grounds." If you have multiple continuous 
predictors then simply regress baseline and other predictors on post-
treatment score rather than using change from baseline as an 
outcome.  
 
Page 9. The variable correlating with patients mood to give a minor 
correlation of 0.21 is not mentioned - is this one of the primary 
outcomes?  
 
 
Page 10. Clinically relevant change of 20% improvement is 
described on page 10 as a change from baseline (post-treatment 
minus baseline) of 'approximately 1 point on item level'. I would 
instead mention the exact change here (of 0.8) to complement the 
footnote to Table 2 on page 11.  
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Page 11: Table 2.'Overall mean' can replace 'Sum' and sample sizes 
and SDs should be given for this overall mean. T0-T1 differences 
that are above the clinical threshold of 20% improvement can be 
highlighted in bold font.  
 
Page 14. Change from baseline sounds more natural than the 'pre-
post difference' mentioned here.  
 
Page 16 & Table 6. I would add a range and skewness coefficient to 
describe each healthcare resource in each group in Table 6. This 
will also enable the reader to see what the distributions of each 
resource were. I suspect most people used a relatively small 
numbers of resources but a few may have needed more. If this is the 
case there will be high values of negative skewness. A comment on 
any asymmetry of distributions in healthcare resources should be 
stated in the results part of section 3 on  
page 16 and interpreted.  
 
References  
=========  
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Erlbaum:Mahwah,NJ,USA.  
 
Jin, P. (1992). Toward a reconceptualization of the law of initial 
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Myrtek, M. and Foerster, F. (1986). The law of initial value: a rare 
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Tu, Y-K. and Gilthorpe, M. S. (2007). Revisiting the relation between 
change and initial value: A review and evaluation. Statistics in 
Medicine 26 443-457.  
(A free pdf copy of this paper is available at 
http://dionysus.psych.wisc.edu/lit/Topics/Statistics/RegressionToMe
an/tu_RegressionToTheMean_SiM2007.pdf). 

 

REVIEWER Dr Elizabeth England  
Primary Care clinical Sciences  
University of Birmingham  
Edgbaston  
B15 2TT  
UK  
Clinical Lecturer  
 
No competing interests to declare 

REVIEW RETURNED 01-Mar-2011 

 

GENERAL COMMENTS Reviewer completed checklist only. No further comments 

  

REVIEWER Sandrine Andrieu, MD, PhD  
Professor of public health  
Inserm unit1027  
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Toulouse University hospital 

REVIEW RETURNED 11-Mar-2011 

 

THE STUDY The study design does not answer the main question of the paper 
(Why were the positive effects of a Dutch complex psycho-social 
intervention in dementia not replicable in a German multi-centre 
RCT?). It would have done, had the 2 studies been strictly identical. 
In fact there are many differences between the 2 studies (Dutch and 
German) and so, one would expect to see a detailed comparison of 
the methods and study populations of the two studies. The first and 
third analyses in this paper are restricted to only the German study 
and so are not relevant to the overall study objective.  
 
For the description and representativeness of the study population: 
these questions are not relevant to this paper, participants are 
described in the previous papers  
 
 
In the key message section, while the content of the 3rd message is 
clear and I totally agree with its message (complex intervention need 
replication and feasibility study) , this conclusion is not driven by the 
results presented in this paper. The first and second key messages 
need clarifying ("problems" is vague). The limitation presented in the 
summary (p3) is neither the only limitation of this study nor the most 
important.  
The statistical methods do not seem appropriate and could be 
improved because (1) subjects who did not complete the study were 
excluded from all of the analyses, and (2) many unadjusted analyses 
were performed. Also, as mentioned above, patient characteristics 
and healthcare resource use should have been compared between 
the two trials rather than being analyzed in just one of them.  
 
Minor comment: in Table 2, the mean differences could be 
presented as T1-T0. 

RESULTS & CONCLUSIONS The results do not answer the main question of the paper (Why were 
the positive effects of a Dutch complex psycho-social intervention in 
dementia not replicable in a German multi-centre RCT?).  
As mentioned above, It could have done, had the 2 studies been 
strictly identical. In fact there are many differences between the 2 
studies (Dutch and German) and so, one would expect to see a 
detailed comparison of the methods and study populations of the 
two studies.  
In the discussion (bottom of page 16), the authors state that “the 
utilization of further health care resources was equal in experimental 
and control group”. In fact, they did not detect any statistically 
significant differences in healthcare utilization between the two 
groups, but this may well have been due to insufficient statistical 
power. There do appear to be some rather large differences 
between the two groups, for example concerning co-morbidities and 
AchE use. 

REPORTING & ETHICS The first two reviewer questions in this section are not applicable to 
this paper (discussion of implementation of an intervention in 
another country). 

GENERAL COMMENTS The idea of analysing of the transferability of interventions between 
different countries is very interesting and this type of study could 
help to understand the lack of efficacy of interventions in many 
studies. This type of research is therefore to be encouraged.  
However, the studies assessed in this article (the Dutch and German 
RCTs) have very different methodological characteristics (for 
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example: use of an “active control” in the German study versus a 
waiting list control in the Dutch study; timing of the primary endpoint 
(26 weeks versus 12 weeks)) and these differences alone could 
explain the different results observed in the two countries, 
regardless of the national context. This is the main problem of this 
paper, and consequently the results concerning (1) specific 
participant characteristics and (2) healthcare resource utilization 
which were obtained from only one of the studies do not enable the 
authors to answer their research question. The analysis presented in 
table 1 for example needs to be done in the same way as that 
presented in table 2. Furthermore, some of the results presented in 
this paper (analysis of differences in healthcare utilization between 
the two groups in the German trial; analysis of the primary endpoint 
in the German trial adjusted for baseline CSDD, PRPP and IDDD 
scores) are more suitable for the paper reporting the primary results 
of the German intervention study. 

 

VERSION 1 – AUTHOR RESPONSE 

 

Pages 6 and 9. Primary outcome is used to refer to two change scores (should this be the plural 

primary outcomeS?) I would rewrite this as "The outcomes of interest were the differences in in IDDD 

and PRPP scores after intervention compared to those at baseline". I would also rewrite the last 

sentence on page 9 something along the lines of "There was no difference in experimental and 

control group PRPP or IDDD mean change from baseline after controlling for baseline values of 

patient mood (CSDD) and daily functioning (PRPP;IDDD) using an ANCOVA" ie explicitly mentioning 

the name of the outcome measures.  

 

Page 6. I think the last sentence on page 6 going to page 7 can be rewritten in a clearer way. 

Something along the lines of "An ANCOVA was used to investigate mean changes from baseline in 

IDDD and PRPP between the COTiD and control groups controlling for ??,?? and ??. Percentage 

variance explained in post-treatment IDDD and PRPP scores was assessed using multiple 

regression."  

 

Response  

This is now re-phrased => changes are marked in yellow  

 

----  

 

Page 9. I assume the correlations in Table 1 and the ANCOVA and regression results are based on a 

pooled German and Dutch sample? If so a rationale for this pooling reassuring us about consistency 

of results in the two samples that have been pooled would be welcome. Tables should state if the 

sample is pooled or of a particular nationality.  

 

Response  

The ANCOVA was based only on the German sample. Table captions and subtitles now indicate the 

sample nationality.  

 

----  

 

Page 9. An explanation should be given about why a nonparametric test (Mann-Whitney) was used to 

compare groups. In particular which t-test assumptions were violated? I suspect the distributions of 

healthcare resources may have been negatively skewed in the two groups.  
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Response  

Info is added under Methods => Utilisation of healthcare resources in the German study  

 

----  

 

Page 9. A correlation was computed between a baseline score and a pre minus post treatment 

difference. Was the pre-treatment difference another word for the baseline score and were these the 

pre-treatment baseline mentioned in the footnote of Table 2 on page 11? If so I would use 'baseline' 

throughout to avoid confusion and also follow the recommendation of Tu and Gilthorpe (2007) who 

warn against looking at a correlation between baseline and change from baseline and instead 

recommend alternative methods such as the correlation between baseline+post-treatment with 

baseline-post-treatment to assess this relationship which involves comparing variances at baseline 

with those at post-treatment. Jin (1992) gives formulae for the method of Myrtek and Foerster (1986) 

which can also be used to compare change from baseline with baseline. The problem relating 

baseline to baseline change is that its correlation is negatively biased. In particular as Tu and 

Gilthorpe point out if you randomly produce a T0 and T1 and correlate T0 with T1-T0 you will get a 

negative correlation as high as -0.71! I think this problem is also related to the artefact of regression to 

the mean in scores which have measurement error. The two high negative correlations in Table 1 on 

page 9 may, therefore, not be informative. As an alternative to the procedures in Tu and Gilthorpe, 

Harris RJ (2001, pages 39-40) suggests not looking at change scores at all and just correlating 

baseline and post-treatment scores. He mentions the negative bias problem and concludes "When 

choosing between the change score approach and Ancova, Ancova is usually the superior choice on 

purely statistical grounds." If you have multiple continuous predictors then simply regress baseline 

and other predictors on post-treatment score rather than using change from baseline as an outcome.  

 

Response  

The statement that “the problem relating baseline to baseline change is that its correlation is 

negatively biased” is discussed in the literature. The Law of Initial Values (Wilder, 1965) states a 

negative correlation. Contrary to this, the overlap hypothesis (Bloom, 1964) beliefs these values do 

not correlate. Again this is in contrast to the Matthew-effect (Walberg & Tsai, 1983) which describes a 

positive correlation between baseline and change. Rogosa and Willett (1985) belief that the 

correlation depends on the time point of the measurement. For these open questions we still argue 

that the direction of the correlation can hardly be predicted. We fully agree with the reviewer that in 

such cases high correlations need careful interpretation. However, considering the actual moderate 

correlations within the regression analysis did not lead to a high explanation of the mean change to 

baseline in the PRPP or IDDD. And we do not conclude any essential influence of the PRPP or IDDD 

baseline values on its mean change to baseline.  

 

References:  

Bloom, B. S. (1964). Stability and change in human characteristics. New York: Wiley.  

Rogosa, D. R. & Willett, J. B. (1985). Understanding correlates of change by modeling individual  

Walberg, H. J. & Tsai, S. L. (1983). Matthew effects in education. American Educational Research 

Journal, 20, 359–373.  

Wilder, J. (1965). Pitfalls in the methodology of the law of initial values. American Journal of 

Psychotherapy, 19, 577–584.  

 

----  

 

Page 9. The variable correlating with patients mood to give a minor correlation of 0.21 is not 

mentioned - is this one of the primary outcomes?  

 

Response  
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This is now rephrased.  

 

----  

 

Page 10. Clinically relevant change of 20% improvement is described on page 10 as a change from 

baseline (post-treatment minus baseline) of 'approximately 1 point on item level'. I would instead 

mention the exact change here (of 0.8) to complement the footnote to Table 2 on page 11.  

 

Response  

This is now changed.  

 

----  

 

Page 11: Table 2.'Overall mean' can replace 'Sum' and sample sizes and SDs should be given for this 

overall mean. T0-T1 differences that are above the clinical threshold of 20% improvement can be 

highlighted in bold font.  

 

Response  

This is now changed => now Table 6  

 

----  

 

Page 14. Change from baseline sounds more natural than the 'pre-post difference' mentioned here.  

 

Response  

This is now rephrased  

 

----  

 

Page 16 & Table 6. I would add a range and skewness coefficient to describe each healthcare 

resource in each group in Table 6. This will also enable the reader to see what the distributions of 

each resource were. I suspect most people used a relatively small numbers of resources but a few 

may have needed more. If this is the case there will be high values of negative skewness. A comment 

on any asymmetry of distributions in healthcare resources should be stated in the results part of 

section 3 on page 16 and interpreted.  

 

Response  

A comment on asymmetry is now added under Results => Utilisation of healthcare resources in the 

German study  

 

====  

Dr. Sandrine Andrieu  

 

The study design does not answer the main question of the paper (Why were the positive effects of a 

Dutch complex psycho-social intervention in dementia not replicable in a German multi-centre RCT?). 

It would have done, had the 2 studies been strictly identical. In fact there are many differences 

between the 2 studies (Dutch and German) and so, one would expect to see a detailed comparison of 

the methods and study populations of the two studies. The first and third analyses in this paper are 

restricted to only the German study and so are not relevant to the overall study objective.  

 

The results do not answer the main question of the paper (Why were the positive effects of a Dutch 

complex psycho-social intervention in dementia not replicable in a German multi-centre RCT?). As 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2011-000094 on 9 A

ugust 2011. D
ow

nloaded from
 

http://bmjopen.bmj.com/


mentioned above, It could have done, had the 2 studies been strictly identical. In fact there are many 

differences between the 2 studies (Dutch and German) and so, one would expect to see a detailed 

comparison of the methods and study populations of the two studies.  

 

The idea of analysing of the transferability of interventions between different countries is very 

interesting and this type of study could help to understand the lack of efficacy of interventions in many 

studies. This type of research is therefore to be encouraged. However, the studies assessed in this 

article (the Dutch and German RCTs) have very different methodological characteristics (for example: 

use of an “active control” in the German study versus a waiting list control in the Dutch study; timing of 

the primary endpoint (26 weeks versus 12 weeks)) and these differences alone could explain the 

different results observed in the two countries, regardless of the national context. This is the main 

problem of this paper, and consequently the results concerning (1) specific participant characteristics 

and (2) healthcare resource utilization which were obtained from only one of the studies do not enable 

the authors to answer their research question. The analysis presented in table 1 for example needs to 

be done in the same way as that presented in table 2. Furthermore, some of the results presented in 

this paper (analysis of differences in healthcare utilization between the two groups in the German trial; 

analysis of the primary endpoint in the German trial adjusted for baseline CSDD, PRPP and IDDD 

scores) are more suitable for the paper reporting the primary results of the German intervention study. 

For the description and representativeness of the study population: these questions are not relevant 

to this paper, participants are described in the previous papers  

 

Response  

We rephrased and reframed the main question and title in order to make our intention clearer. It is 

now rephrased to “Why did an effective Dutch complex psycho-social intervention for people with 

dementia not work in the German health care context? Lesson from a process evaluation alongside a 

multi-centre RCT.”  

 

Our primary intention was not a replication of the Dutch design and results, but the investigation of the 

programme transferability. So we evaluated whether the very effective Dutch intervention would still 

lead to improvement of patient‟s daily functioning, even when it is applied by German interventionists 

with (1) less expertise, (2) at different study sites and (3) with active control group intervention which 

approximately represents the German standard care.  

 

In a first step we intended to investigate the possible bias within the German trial. Because if bias 

within the German trial can be excluded, the interpretation of the differences between the Dutch and 

the German trial in design and primary outcome will be sounder. We restructured the paper, in order 

to make these two steps (1. investigation of bias within the German trial; 2. Dutch-German 

comparison) clearer.  

 

A detailed comparison of the Dutch and German baseline characteristics seems to us somewhat 

redundant, because the Dutch baseline characteristics have been published in Graff et al. 2006 and 

the German one are presented in our first paper. Looking to both, it is evident that the main 

differences are in the IDDD data. Therefore we investigated IDDD differences at baseline and the 

mean changes to baseline after the intervention more detailed on item level.  

 

----  

 

In the key message section, while the content of the 3rd message is clear and I totally agree with its 

message (complex intervention need replication and feasibility study), this conclusion is not driven by 

the results presented in this paper. The first and second key messages need clarifying ("problems" is 

vague). The limitation presented in the summary (p3) is neither the only limitation of this study nor the 

most important.  
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Response  

The key message section is now rephrased.  

 

----  

 

The statistical methods do not seem appropriate and could be improved because (1) subjects who did 

not complete the study were excluded from all of the analyses, and (2) many unadjusted analyses 

were performed. Also, as mentioned above, patient characteristics and healthcare resource use 

should have been compared between the two trials rather than being analyzed in just one of them.  

 

Response  

The intention of the present work was an explorative analysis of reasons for the negative results in 

our first work. The results of our first work were non-significant even in the reduced sample of 

completers. In our first work, we considered the well known need for the control of the experiment 

wide error rate (see Hair et. al. p 451) by using multivariate analysis of variance.  

In the secondary explorative analysis we are presenting now, we would have controlled this error, if 

we had found any results with high impact.  

Reference: Joseph F. Hair, Bill Black, Barry J. Babin, Rolph E. Anderson, Ronald L. Tatham (2010) 

Multivariate Data Analysis: A global Perspective (7th ed.) Prentice-Hall, Inc. Upper Saddle River, NJ, 

USA.  

 

----  

 

Minor comment: in Table 2, the mean differences could be presented as T1-T0.  

 

Response  

This is now changed. Now in Table 6.  

 

----  

 

In the discussion (bottom of page 16), the authors state that “the utilization of further health care 

resources was equal in experimental and control group”. In fact, they did not detect any statistically 

significant differences in healthcare utilization between the two groups, but this may well have been 

due to insufficient statistical power. There do appear to be some rather large differences between the 

two groups, for example concerning co-morbidities and AchE use.  

 

Response  

Comments on co-morbidities and AchE use are added under Results => Utilisation of healthcare 

resources in the German study  

 

VERSION 2 - REVIEW 

REVIEWER Peter Watson 

REVIEW RETURNED 14-Apr-2011 

 

THE STUDY I would remove the correlations with changes to baseline in Table 1 
and their description in the text on pages 9, 13 and 14 as they are 
based on too restrictive a range of healthy low baseline IDDD/PRPP 
Germans to inform us about correlations with change from baseline. 

GENERAL COMMENTS The authors have, to their credit, clarified many points including why 
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they used the Mann-Whitney test, the samples upon which the 
results, particularly those in Table 1, are based, defining the change 
scores as changes to baseline and have a more meaningfully 
concise account of how they performed the ANCOVAs as well as 
highlighting possible confounding differences between the Dutch 
and German studies which are very important for enabling 
comparisons of results. Skewnesses and ranges have also been 
added to Table 5 (page 15). The link between a 20% improvement 
and a pre-post treatment difference of 0.8 is now stated in the text 
on page 15 and referenced, with the reference presumably able to 
explain how this link was arrived at.  
 
The main result (Table 6 and page 18), however, is actually a very 
simple one – namely that for most IDDD items, at least, the Dutch 
sample have higher baseline scores. Table 6 (page 16) makes the 
further key discussive point (page 18) that for very high baseline 
scores where there is more room for improvement, as occurs for 
certain items in the Dutch sample but not in the German sample, an 
improvement is made at 6 weeks. The authors hint at an important 
point (page 17) that this paper does NOT preclude similar changes 
over time in both Dutch and German individuals as there appear to 
be very few, if any, German individuals with such high baseline 
scores as the Dutch and consequent potential to improve. We can, 
therefore, only conclude that the Dutch have higher baseline scores 
than the Germans on most items. Due to the higher baselines 
between the studies I would, therefore, not compare changes from 
baseline between the Dutch and German samples or correlate with 
change to baseline scores in the German study. I think dropping 
these analyses would not change the conclusion that there are 
differences in „health‟ between different nationalities with German 
people not benefitting on any measure (by showing clinically 
meaningful change) from treatment because they are so „healthy‟ on 
all the measures (Table 6).  
 
I, therefore, raise a query about the usefulness of the correlations in 
Table 1 (pages 9 to 10) and associated results on page 9 and also 
the results described on pages 13 to 14 and make a few remaining 
suggestions for additions to the description and results of the 
ANCOVA analyses mentioned on page 10. My conclusion from the 
above is that, providing there is no likelihood of confounding 
variables between the German and Dutch studies, the result of this 
paper is in saying that at baseline the Dutch tend to be „less healthy‟ 
than comparable German individuals (page 18).  
 
Pages 9, 10, 13 and 14. Given the low baseline scores in the 
German sample, as given in Table 6, it follows that the low 
correlations described on page 9 and in Table 1 and pages 13 and 
14 are not informative. Low correlations would be expected due to 
the limited, low baseline range of PRPP and IDDD scores which 
leads to a restriction of range where correlations tend to be 
underestimated. The changes to baseline are so small due to low 
baseline (Table 6) as to not have a clinical relevance (see Table 6) 
in IDDD, at least. A larger range of baseline scores would be needed 
to assess correlations with change to baseline score which are sadly 
unavailable (page 17). As I mentioned in my previous review the two 
largest correlations (between PRPP/IDDD baseline and their 
baseline change) could, in any case, be artifactual caused by 
measurement error indicating regression to the mean. There are 
methods for adjusting correlations for restriction of range (e.g. Chan 
and Chan, 2004) but you need to know the variance of one of the 
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variables in the unrestricted range. This approach would also 
assume that there were Germans with baselines comparable to the 
Dutch which may be questionable given the authors‟ unsuccessful 
attempt to find Germans with higher baselines (page 17).  
 
Page 10. The authors do correctly (following e.g. Senn, 2006) 
remove baseline PRPP and IDDD as covariates, as well as mood, in 
the ANCOVAs mentioned on page 10 to compare change between 
the COTiD and control groups. I assume, as Senn and others 
advocate, the dependent variables in the ANCOVAs described are 
the follow-up scores at week 6 – this could be stated on page 10. 
This analysis does, it seems to me, address the additional point that 
there are no differences in change scores when mood scores are 
taken into consideration.  
 
Page 10. I wonder about the magnitude of the (COTiD minus control 
group) difference between the average IDDD and PRPP 6 week 
follow-up scores, adjusted for baseline, as tested by the ANCOVAs 
on page 10 in the German sample. A sentence or two could be 
added to reassure that these baseline adjusted average IDDD and 
COTiD group differences are small given they are not statistically 
significant. These covariate adjusted group means can be outputted 
from ANCOVA software e.g. by asking for estimated marginal 
means in the ANCOVA option in SPSS.  
 
Pages 13 and 14. Are the results described relating to the 
association between COTiD and primary outcome for the German 
sample only? I suspect they are but this should be stated in the 
section heading.  
 
Page 16. I think, to be precise, we could say in the footnote to Table 
6 that T0 represents IDDD score on entry to the study and T1 is the 
score at a point 5 weeks after entry time (T0). This emphasises the 
fact that T0 and T1 are points in time rather than periods of time.  
 
References  
 
Chan W, Chan DW-L (2004). Bootstrap standard error and 
confidence intervals for the correlation corrected for range 
restriction: a simulation study. Psychological methods 9(3) 369-385.  
 
Senn, S. (2006). Change from baseline and analysis of covariance 
revisited. Statistics in Medicine 25(24) 4334-44. 

 

VERSION 2 – AUTHOR RESPONSE 

Pages 9, 10, 13 and 14. Given the low baseline scores in the German sample, as given in Table 6, it 

follows that the low correlations described on page 9 and in Table 1 and pages 13 and 14 are not 

informative. Low correlations would be expected due to the limited, low baseline range of PRPP and 

IDDD scores which leads to a restriction of range where correlations tend to be underestimated. The 

changes to baseline are so small due to low baseline (Table 6) as to not have a clinical relevance 

(see Table 6) in IDDD, at least. A larger range of baseline scores would be needed to assess 

correlations with change to baseline score which are sadly unavailable (page 17). As I mentioned in 

my previous review the two largest correlations (between PRPP/IDDD baseline and their baseline 

change) could, in any case, be artifactual caused by measurement error indicating regression to the 

mean. There are methods for adjusting correlations for restriction of range (e.g. Chan and Chan, 

2004) but you need to know the variance of one of the variables in the unrestricted range. This 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2011-000094 on 9 A

ugust 2011. D
ow

nloaded from
 

http://bmjopen.bmj.com/


approach would also assume that there were Germans with baselines comparable to the Dutch which 

may be questionable given the authors‟ unsuccessful attempt to find Germans with higher baselines 

(page 17).  

 

Response  

The reviewer rightly points to the well known problem of underestimated correlations in data with 

restricted range. Considering this we added some parts in the discussion and formulated the key 

message more carefully. However, we kept reporting the results of this analysis because in the 

German sample the variance of the IDDD data at baseline was not more restricted than in the Dutch 

sample. We added these data from Graff et al. 2006 and our first paper at the discussion part.  

 

----  

 

Page 10. The authors do correctly (following e.g. Senn, 2006) remove baseline PRPP and IDDD as 

covariates, as well as mood, in the ANCOVAs mentioned on page 10 to compare change between the 

COTiD and control groups. I assume, as Senn and others advocate, the dependent variables in the 

ANCOVAs described are the follow-up scores at week 6 – this could be stated on page 10. This 

analysis does, it seems to me, address the additional point that there are no differences in change 

scores when mood scores are taken into consideration.  

Page 10. I wonder about the magnitude of the (COTiD minus control group) difference between the 

average IDDD and PRPP 6 week follow-up scores, adjusted for baseline, as tested by the ANCOVAs 

on page 10 in the German sample. A sentence or two could be added to reassure that these baseline 

adjusted average IDDD and COTiD group differences are small given they are not statistically 

significant. These covariate adjusted group means can be outputted from ANCOVA software e.g. by 

asking for estimated marginal means in the ANCOVA option in SPSS.  

 

Response  

We re-phrased the paragraph on page 10 in order to clarify that we did not use the IDDD and PRPP 

follow-up scores at week 6 (t1) as dependent variable in the reported analysis. We argued in our first 

response to the reviewer that the question what to use in such analyses, the t1 score or the change to 

baseline (t1 minus t0), is still discussed in statistics and not yet finally decided.  

Actually, we also did analyses using the t1 score and found no divergent results. We do not present 

the results of this additional analysis, because it was not more informative and we did not want to 

make the report even more complex than it already is. As we were interested in explaining possible 

mediating influences on the patient‟s change in daily functioning we decided to stay with the change 

to baseline as dependent variable.  

----  

 

Pages 13 and 14. Are the results described relating to the association between COTiD and primary 

outcome for the German sample only? I suspect they are but this should be stated in the section 

heading.  

 

Response  

This is now re-phrased to “COTiD performance in the German experimental group” in both sections 

“methods” and “results”.  

 

----  

 

Page 16. I think, to be precise, we could say in the footnote to Table 6 that T0 represents IDDD score 

on entry to the study and T1 is the score at a point 5 weeks after entry time (T0). This emphasises the 

fact that T0 and T1 are points in time rather than periods of time.  
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Response  

This is now re-phrased in the footnote to table 6 

 

VERSION 3 - REVIEW 

REVIEWER Peter Watson 

REVIEW RETURNED 27-Apr-2011 

 

THE STUDY I would not suggest correlating a baseline score with change from 
baseline in that same score for reasons I mention later. 

GENERAL COMMENTS The authors have further improved this paper, in particular, by 
acknowledging the restriction of range in the German sample in the 
discussion (page 18) and indicating that baseline score was used as 
a covariate in the ANCOVAs (page 9). It is good that the discussion 
emphasises the differences in German and Dutch baseline 
measures and there is more of a mention of differences in variance.  
 
I make an additional couple of points below based upon the relative 
sizes of the IDDD item variances at baseline and after treatment. 
The authors may, consequently, wish to comment upon these in 
their paper.  
 
The authors refer to variances on page 18. In this spirit the 
variances of the IDDD high responsiveness items at T0 and T1 in 
Table 6 (page 16) appear similar in most cases in both the Dutch 
and German samples. This is particularly interesting looking at the 
Dutch COTiD sample in that we have a change (improvement) in the 
means of highly responsive daily living items but, apart from the 
possible exception of „Making tea or coffee‟, not in their variances. I 
would have thought that if high scorers were improving (downwards) 
more than lower scorers the variance of scores would reduce at T1 
compared to T0. In other words there is no evidence of a floor effect 
where people with low baseline item scores stay low and are at least 
partly caught up at T1 by higher scorers responding to the treatment 
thus reducing the overall item variance at T1 compared to T0. A 
difference in T0 and T1 variance would be expected if the rate of 
change in an item between T0 and T1 was related to T0 score 
(baseline) (Myrtek and Foerster, 1986). Myrtek and Foerster and 
others do mention that it is misleading to make inferences from 
correlating the baseline with change from baseline as is done in 
Table 1 (page 10) for PRPP and IDDD items.  
 
This misleading nature of the baseline, change from baseline 
correlation is also supported by similar variances in IDDD items at 
T0 and T1 in the German sample (Table 6 Page 16) which suggest 
the high correlation between IDDD baseline and change from 
baseline found in Table 1 (page 10), in the German combined 
sample, is artifactual as I mentioned in previous reviews because a 
relationship between baseline and change from baseline should 
result in different T0 and T1 variances. In any case, the means in 
Table 6 for the German samples suggest there is little change 
between T0 and T1 in any item so one would not expect to see a 
relationship between change score and baseline as there is so little 
change observed.  
 
I would, therefore, prefer to see the relationship between T0 and T1-
T0 change described in terms of differences in variance rather than 
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the two IDDD and PRPP baseline, difference correlations given in 
Table 1 (page 10). The suggestion, from the similar T0 and T1 
variances in Table 6, is that there is an improvement with treatment 
in IDDD items which had high responses in the Dutch COTiD 
sample but that this is not related to baseline.  
 
To illustrate how correlating baseline with change from baseline can 
be misleading I generated two sets of 10 standard Normal random 
variables (ie with the same mean of zero and variance of one) and 
correlated one of these columns with the difference between these 
columns and obtained a Pearson correlation of -0.38 (similar to the 
correlations obtained in Table 1 for PRPP and IDDD baseline with 
change from baseline).  
 
As I mentioned previously the key point is the difference in the 
nationality baseline scores rather than the relationship between 
baseline and change scores so the above does not effect the 
discussion.  
 
Reference  
Myrtek, M. and Foerster, F. (1986). The law of initial value: a rare 
exception. Biological Psychology 22 227-237.  
 

 

VERSION 3 – AUTHOR RESPONSE 

Dear Dr. Watson,  
 
Thank you very much for your response. As we understood your comments, your main critique is that 
we calculated and reported the correlation between the baseline and change from baseline scores in 
the IDDD and PRPP.  
 
In our first response we argued that the appropriateness of such an analysis is under debate. 
However, we think a detailed continuation of this discussion will neither contribute to the reader‟s 
better understanding of our results nor affect the main conclusion. Therefore we followed your 
recommendation and eliminated these correlation values in table 1 and in the text on page 9.  
 
Yours sincerely  
 
Prof. Dr. Michael Hüll  
Principal Investigator  
 
Sebastian Voigt-Radloff  
Study Manager  
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