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THE STUDY This is a description of an upcoming study. Power calculations have 
been made, but no mentioning of which stastistics are to be used 
when the study is finished. Thus, I do not know if the statistics are 
appropriate. The study is on middle aged people but the results will 
be applicable for a disorders mainly occurring in old age. This 
approach is however appropriate for this study. 

RESULTS & CONCLUSIONS This is a desription of a planned study and no results are yet 
available 

GENERAL COMMENTS This paper describes the outline and methods of a planned 
prospective study (PREVENT) examining AD biomarker change 
over two years in 150 individuals genetically at high, medium or low 
risk of AD. Genetic risk is determined according to parental status 
and ApoE genotype. The study will include most biological markers 
for AD pathology. The study will be of interest as little is known 
about changes in biological markers for AD in middle age. The paper 
is very easy to read, and a nice review of biomarkers of AD. I have 
only one questions  
 
1) Separate consent will be taken for CSF sampling as the authors 
think there will be larger refusal rates for this examination. It would 
be nice if they could give expected response rates for this 
examination, and to what regard the sample will be large enough for 
the analyses planned. It would be nice if the authors provided power 
calculations also for these analyses. 
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VERSION 1 – AUTHOR RESPONSE 

I have asked the head of our statisitics platform to review the statistics section. We believe that the 

analyses we are undertaking to be quite appropriate for the study. Modifications are highlighted in the 

revised manuscript. The other question concerns the potential loss of power due to refusal rates for 

CSF sampling and what our estimates are of this potential loss. Firstly from our contact with this high 

risk cohort we feel there will be very few if any refusals except due to health reasons. A simlilar study 

of older persons at AD risk (Sunderland et al. Biol Psychiatry 2004) reported no refusals in an at risk 

cohort of 113 persons). We have allowed for the fact, however, that an at risk child may want to 

participate in other parts of the study without the CSF sample. In this case they will still be recruited 

into the PROGENY cohort for subsequent studies but will not take part in this biomarker validation 

study. We will continue recruiting for the present study until we have the 150 subjects with CSF so 

there will be no loss of power. We realize this was insufficiently explained in the protocole and have 

now rectified this. This addition is also underlined in the manuscript. 
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