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

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) THREE DECADES NEUROLOGICAL AND NEUROCOGNITIVE 
FOLLOW-UP OF HIV-1 INFECTED PATIENTS ON BEST 
AVAILABLE ANTIRETROVIRAL THERAPY IN FINLAND 

AUTHORS Heikinheimo, Terttu; Poutiainen, Erja; Salonen, Oili; Elovaara, Irina; 
Ristola, Matti 

 

VERSION 1 - REVIEW 

REVIEWER Christopher Power 
University of Alberta  
Canada 

REVIEW RETURNED 10-Apr-2015 

 

GENERAL COMMENTS The above manuscript describes 17 patients that were initially seen 
in the mid-1980s and followed thereafter in a single clinic until 2013. 
During this time, patients were assessed at least three times 
neurologically in conjunction with neuropsychological testing. These 
studies suggest fatigue and neuropathy are frequently encountered 
and evidence of brain atrophy were present in these patients 
together with mild depressive symptoms. Of interest is the 
neuropsychological testing suggested no deficits beyond what would 
be expected from normal aging  
Critique  
This is an intriguing paper with a unique cohort. Nonetheless there 
are some serious issues.  
1. The cohort is very small (only 17 patients) and therefore it is 
difficult to draw any conclusions.  
2. The neuropsychological testing, while adequate, is not sufficiently 
analyzed. Importantly, providing the reader with merely means and 
standard deviations is insufficient analysis and requires comparison 
with age-, sex-, education-matched controls to give readers a sense 
of the deficits with respect to their performance relative to uninfected 
controls. This is imperative as raw scores do not convey the full 
extent of patient performance. This is in part driven by the fact that 
this cohort is one of the more unique cohorts in the literature 
because it is so remarkably untainted by illicit drugs and other 
confounders.  
3. The paper would also be improved with a better understanding of 
whether there are any elite controllers or repeat progressors in the 
group and how these groups performed as a subgroup, together with 
other common neurological complications of HIV infection including 
the risk of seizures and other disorders. 
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REVIEWER Lopardo Gustavo 
FUNCEI, Buenos Aires, Argentina 

REVIEW RETURNED 11-Jul-2015 

 

GENERAL COMMENTS One of the main findings of the study is that neuropathy was quite 
prevalent. It would be interesting to show information related to 
previous ART associated to neuropathy such as stavudine or 
didanosine  
 
It would be also interesting to show information regarding different 
antiretroviral regimens and their concentrations in CNS  

 

REVIEWER Dr Mark Lawton 
Royal Liverpool Hospital  
UK 

REVIEW RETURNED 17-Jul-2015 

 

GENERAL COMMENTS An interesting paper and great to see long term follow-up like this.  
The paper describes as an interventional study but does not 
describe an intervention. Wouldn't this be an observational study?  
Page 15 line 50 refers to increase incidence of stroke but when n=3 
can this be said to be a true increase?  
Were lumbar punctures performed in these patients. You refer (page 
14 line 56) to MRI findings did not support viral escape. How 
sensitive is MRI to identify virus in CSF?  
May benefit from a review by a English first language speaker. 
Typos eg Page 4 line 46 "19865-1990"  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name Christopher Power  

Institution and Country University of Alberta, Canada  

Critique  

This is an intriguing paper with a unique cohort. Nonetheless there are some serious issues.  

1. The cohort is very small (only 17 patients) and therefore it is difficult to draw any conclusions.  

- We agree, that the cohort is very small, however, this is due to very high mortality of the HIV-

patients during the 1980s and first half of 1990s The only conclusion one can make is that it is 

possible to live with HIV over three decades and preserve the cognition level. We have not found any 

other this long term cohorts of HIV patients with longitudinal follow up of neurocognition elsewhere.  

 

2. The neuropsychological testing, while adequate, is not sufficiently analyzed. Importantly, providing 

the reader with merely means and standard deviations is insufficient analysis and requires 

comparison with age-, sex-, education-matched controls to give readers a sense of the deficits with 

respect to their performance relative to uninfected controls. This is imperative as raw scores do not 

convey the full extent of patient performance. This is in part driven by the fact that this cohort is one of 

the more unique cohorts in the literature because it is so remarkably untainted by illicit drugs and 

other confounders.  

- This is a relevant comment. We added more information (GLM statistics) in the table 3(see page 

14). For example the age during this last time period (2013) has been used as a covariate (Mancova). 

To ensure the comparability of patients’ cognitive results between the three time points, same test 

versions were used in all three time points. Since the time range is about 30 years the normative data 
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for these test versions has been gathered more than 30 years ago and is not valid for current (year 

2013) normative comparisons. Thus we controlled the effect of age at within subject analyses of 

cognitive data.  

We added a paragraph to the discussion about neuropsychological findings. We are hoping that in the 

near future we are able to analyze the neuropsychological findings more carefully. This will be a topic 

to another article. In this article we also wanted to underline the other neurological findings and results 

of other investigations, like brain imaging. I hope this answered your concern! See page 17 last 

paragraph –p18.  

 

3. The paper would also be improved with a better understanding of whether there are any elite 

controllers or repeat progressors in the group and how these groups performed as a subgroup, 

together with other common neurological complications of HIV infection including the risk of seizures 

and other disorders.  

-There were no elite controllers of HIV-1 viremia among our patients. We added information about 

neurological complications of patients. We added data about the maximal HIV-1 viral loads of our 

patients, see p 10 last paragraph.  

 

Reviewer: 2  

Reviewer Name Lopardo Gustavo  

Institution and Country FUNCEI, Buenos Aires, Argentina  

Please state any competing interests or state ‘None declared’: None declared  

Please leave your comments for the authors below  

 

One of the main findings of the study is that neuropathy was quite prevalent. It would be interesting to 

show information related to previous ART associated to neuropathy such as stavudine or didanosine  

- We agree with this: The history of intake of deoxynucleosides (stavudine, didanosine and 

zalcitabine) of patients with neuropathy is now added to the article. See p 13 top paragraph.  

 

It would be also interesting to show information regarding different antiretroviral regimens and their 

concentrations in CNS  

-Unfortunately we do not have CSF concentrations of antiretrovirals available.  

We did add the different antiretroviral regimens to the article, see table 2, p 12. The histories of 

various ART regimes are very diverse and include several combinations and some of them are non-

HAART regimens. Therefore, due to the size of our cohort it is impossible to make any conclusions 

about the influence of different antiretrovirals to the neurological or neurocognitive function of the 

patients. Neuropathy is an exception here.  

 

Reviewer: 3  

Reviewer Name Dr Mark Lawton  

Institution and Country Royal Liverpool Hospital, UK  

Please state any competing interests or state ‘None declared’: None declared  

Please leave your comments for the authors below  

 

An interesting paper and great to see long term follow-up like this.  

- Thank you!  

 

The paper describes as an interventional study but does not describe an intervention. Wouldn't this be 

an observational study?  

- This is a valid comment. Observational study describes this study better. The intervention here is the 

set of investigations made: Neurological and neuropsychological examinations, laboratory tests and 

MRI. But, as you rightly corrected, these did not modify the outcome. See the abstract (p. 2) and 

methods (p. 5 first sentence).  
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Page 15 line 50 refers to increase incidence of stroke but when n=3 can this be said to be a true 

increase?  

- This is true. It is a known fact that HIV is a risk factor for especially ischemic stroke. It is not a 

conclusion in this article. We feel that, when sample is 17 men only, even three having stroke is 

remarkable.  

Were lumbar punctures performed in these patients. You refer (page 14 line 56) to MRI findings did 

not support viral escape. How sensitive is MRI to identify virus in CSF?  

We have CSF samples of nine cohort patients and added them to the article (table 4, p. 15). MRI can 

show secondary changes caused by the virus, but the virus cannot be detected with MRI. As you 

rightly pointed, brain MRI alone cannot show signs of viral escape but all the results together can 

suggest it. We completed the sentence you mentioned (p. 16 last sentence-p.17).  

 

May benefit from a review by a English first language speaker. Typos eg Page 4 line 46 "19865-1990"  

- A relevant comment. The text is now reviewed by a native English speaker. I tried to correct all the 

typos, too, my apologies about having quite a few still in the paper! 
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