
PEER REVIEW HISTORY 

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

complete a checklist review form (see an example) and are provided with free text boxes to elaborate 

on their assessment. These free text comments are reproduced below.  Some articles will have been 

accepted based in part or entirely on reviews undertaken for other BMJ Group journals. These will be 

reproduced where possible. 

ARTICLE DETAILS 

TITLE (PROVISIONAL) A Cross-Sectional Survey of HIV-Associated Neurocognitive 
Disorders (HAND) In A South Asian Population - Contextual 
Application of the 2007 Updated Research Nosology for HAND 

AUTHORS Lai Gwen Chan, Nagaendran Kandiah and Arlene Chua 

 

VERSION 1 - REVIEW 
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REVIEW RETURNED 30/11/2011 

 

THE STUDY Regarding participants inclusion  
1. It is not clear why only 132 of 400 people screened were included 
in the study, as only 3 were cited as dropping out due to delirium.  
2. Was substance/alcohol use assessed as an exclusion?  
3. Why was a cut-off of 3 years of education chosen? Low education 
is a known strong predictor of poor neuropsychological performance, 
so not suprisingly, this came through in the analysis  
 
Regarding the methodology:  
1. I have concerns not about the tools used, as I think that the 
authors selected appropriate screening tools, but rather about the 
way in which they were applied. There are 3 main issues: first, the 
authors state that the MOCA has been validated in Asia, but as far 
as I can see from the Dong reference, it was validated against the 
MMSE- hardly a formal validation. This needs to be acknowledged 
as a major limitation, or ideally, the authors should include data on at 
least 50 HIV- controls. Second, the Antinori paper describing the 
updated Frascati criteria does indeed make mention of the possibility 
of using screening tools such as the MMSE or others in diagnosing 
HAND; this in the absence of a formal neuropsych battery; but as far 
as I can tell, they recommend using total scores for screeners, not 
individual cut-off scores. I would be very careful about using 
individual domain cut-off scores of brief screeners, where those 
domain-specific tests are really tiny bytes of what the more 
established domain-test measures (for example, one cannot really 
say that the trail-making test in the MOCA equates to the formal trail-
making test, and hence to psychomotor speed. I would recommend 
that the authors stick to a total score for the screeners used. 
Perhaps they might consider doing an analysis/comparison, of how 
the IHDS and MOCA perform in Asia? My third point is related, and 
goes to the use of cut-off scores for invidual domains on these 
screeners, used to diagnose impairment across domains. I cannot 
see where these have been obtained, as I cant find them in the 
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Nasreddine paper. Also, one runs the risk of multiple comparison 
errors by conducting all those t-tests.  
 
Other points:  
1. Where are the functional impairment data? How were these 
interpreted?  
2. I think that the duration of ART use, and probably CPE rank 
should be included in the analysis.  
 
Overall:  
I think that the paper would be stronger if it used total cut-off scores 
on the MOCA and IHDS to diagnose HAND. The absence of local 
normative data is a limitation, but perhaps the authors can make a 
case for this. 

RESULTS & CONCLUSIONS Please see my points above regarding the way in which the 
MOCA/IHDs are applied 

REPORTING & ETHICS The authors should explicity state (a) why 270 participants were 
screened but not included, and (b) that those included signed 
informed consent. 

 

REVIEWER Bruce James Brew MBBS MD FRACP  
Professor of Medicine (Neurology)  
University of New South Wales  
Head of Neurology  
Program Director (Medicine)  
Department of Neurology  
Level 4 Xavier Building  
St Vincent's Hospital  
Victoria St Darlinghurst  
Sydney  
Australia 2010  
Ph: +61 2 8382 4100  
Fax:+61 2 8382 4101  
Email: B.Brew@UNSW.edu.au  
 
There are no conflicts of interest pertinent to his paper 

REVIEW RETURNED 06/12/2011 

 

THE STUDY The methodology for ascertaining impairment requires further 
justification as the authors have used subtest results to define 
impairment. Further the validity of a subtest reflecting a unique 
cognitive domain requires supportive evidence - which parts of the 
tests were deemed to reflect which cognitive domains?  
 
There are other data on HAND in the Asian population that should 
be referenced particularly from India. 

RESULTS & CONCLUSIONS I have the same comments as described above. Additionally, the 
results would be better presented if they included the percentage of 
patients with the subtypes of HAND where the denominator is the 
total group not just those with HAND. 

REPORTING & ETHICS How were patients chosen? By invitation?  
What were the details of the patients who refused to participate?  

 

VERSION 1 – AUTHOR RESPONSE 
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Response to comments by Dr John A. Joska  

 

Regarding participants inclusion:  

1) Out of 400 patients screened for eligiblity, 265 either did not meet the inclusion criteria of age and 

education or did not consent to participate in the study. Manuscript is revised accordingly.  

 

2) The authors acknowledge this lack of exclusion as a limitation of the study. However, we chose not 

to use this exclusion criteria because by the local demographics of HIV transmission, intravenous 

drug use accounts for only 2% of the total HIV cases. As a result of the strict drug laws in the country, 

abuse of other substances is also rare. For a similar reason that alcohol abuse and dependence is 

relatively uncommon in the local HIV population, it was not used as an exclusion. Manuscript revised 

accordingly.  

 

3) This is also based on local experience that subjects with less than 3 years of education have 

difficulty completing cognitive assessments, especially the tools used in the study. This cut-off was 

chosen also because of the demographics of the local HIV population.  

 

Regarding the methodology:  

1) The authors thank the reviewer for raising this important issue of gathering local data on cognitive 

tests, which remains a work in progress. We are glad to report that subsequent to the Dong paper, Ng 

et al have validated the use of the MoCA against clinical diagnostic criteria of Mild Cognitive 

Impairment and mild Alzheimer's disease. This unpublished data is currently under peer review.  

 

2) The authors agree that the Antinori paper recommends using demographically appropriate 

normative cutoffs on standardized mental status examinations (MSEs). The Antinori paper also 

recommends that ideally, in considering impairment, that there should also be evidence of 

involvement of at least 2 different aspects of cognition in the MSEs, and then proceeds to give some 

examples of items on the Mini-Mental State Examination that may demonstrate performance in the 

cognitive domains to be assessed in HAND.  

 

3) Related to the second point, the authors used domain-specific performance as a marker of 

impairment, but agree with the reviewer in that we do not advocate specific individual subtest cutoffs 

to quantify domain-specific impairment. Furthermore, based on Table 3 of our paper, total cutoff 

scores appeared useful, in combination with evidence of impairment in at least two cognitive domains. 

This will be explained in the revised manuscript.  

 

Regarding other points:  

1) Functional impairment was detected based on information obtained from administering the 

Lawton's Instrumental Activities of Daily Living scale on the patient or the caregiver. This data was not 

interpreted quantitatively.  

 

2) The authors are in the midst of collecting more data on the duration of ART use and analysis of 

CPE rank, which will be the subject of another paper.  

 

Response to comments by reviewer Professor Bruce James Brew:  

 

The MoCA and IHDS were chosen because they were designed to test pre-specified domains. 

Clinical judgment of subtest performance was suggestive of impairment but impairment was ultimately 

ascertained in combination with appropriate cut-off scores. This will be explained in the revised 

manuscript.  

 

The authors thank the reviewer for pointing out data from India on HAND. This is included in the 
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revised manuscript.  

 

This information will be presented in the revised manuscript.  

 

All eligible patients within the study period were given information about the study and invited to 

participate.  

The authors do not have details of the patients who refused to participate in the study. 

VERSION 2 – REVIEW 

REVIEWER John A. Joska  
Associate Professor  
Division of Neuropsychiatry  
University of Cape Town  
South Africa  
 
I have no competing interests 

REVIEW RETURNED 11/01/2012 

 

GENERAL COMMENTS I am satisfied that the authors have addressed my concerns. Minor 
points, for which I do not need to see this manuscript again- my own 
preference is to see the number of participants included in the 
abstract; and to report the prevalence of the individual HAND 
categories as percentages of the total study sample, not the sub-
sample of HAND people. 
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