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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) A randomised controlled pilot study to assess the feasibility of a 
Mediterranean Portfolio dietary intervention for cardiovascular risk 
reduction in HIV dyslipidaemia: a study protocol 

AUTHORS Stradling, Clare; Thomas, G Neil; Hemming, Karla; Frost, Gary; 
Garcia-Perez, Isabel; Redwood, Sabi; Taheri, Shahrad 

 

VERSION 1 - REVIEW 

REVIEWER Stephen T McGarvey 
Brown University, USA 

REVIEW RETURNED 04-Jan-2016 

 

GENERAL COMMENTS p. 5 bottom and p. 6 top: it is best to briefly describe the degree of 
reduction in saturated fat intake in these trials so readers can 
understand the 'dose-response' nature of the lock of adequate 
change in dyslipidaemia.  
p. 9, your line 19: make clear in your aim statement that you mean 
HIV infected individuals who are 'stable'. (I assume that means on 
ART and with very low viral loads). 

 

REVIEWER Dr. David Jenkins 
University of Toronto / St. Michael's Hospital  
Canada 
 
We have received funding from Unilever, Solae, International Tree 
Nut Council, Quaker Oats & Loblaw, all of which have an 
commercial interest in the components of the dietary portfolio 

REVIEW RETURNED 05-Jan-2016 

 

GENERAL COMMENTS This trial is well designed and carefully thought through. It addresses 
a clearly defined and important question. I have a few suggestions 
the authors might find helpful. I note the trial has been recruiting 
since the end of 2013. Some of my comments may be too late to be 
of use for this study but may be helpful for the large trial.  
1. Pg 5 line 5: It might be worth adding “….is problematic for two 
reasons. First, because the precise…..”  
Page 5 line 8: “Secondly, there is debate over the focus on saturated 
fat reduction in the absence of consideration of the source of the 
saturated fat (vegetable or animal fats) and the nature of the 
carbohydrates it displaces.”  
2. Pg 11 #1: Can your pilot assess additional recruitment strategies 
including newspaper advertisements (and their cost). Or has 
recruitment not been a problem?  
3. Pg11 # 6: Will you advise smoking cessation for CVD risk 
reduction. If so could this be another “diet related” outcome (Diet 1 
versus 2)  
4. Pg 14 line 8: Do you know the ethnic mix of your HIV population. 

 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-2015-010821 on 8 F

ebruary 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/site/about/resources/checklist.pdf
http://bmjopen.bmj.com/


Is it worth finding out if they are 1st or 2nd generation to get some 
idea of “culture” that might also influence dietary change.  
5. Pg14 line 16: You exclude diabetes and hypothyroidism. If 
recruitment is a problem you may wish to retain them if treated. 
Looking at them as a subgroup specifically may give useful 
information  
On the other hand do you want to exclude other sources of 
inflammation (autoimmune diseases and chronic viral or bacterial 
infections)?  
6. Pg 15 line 19: Do you wish to notify the potential responsible 
physicians of the study to determine that no change in treatment is 
anticipated and if so can meds changes be made now rather than 
after the baseline sample and randomization.  
7. Pg 17 line 15: Is the arterial pulse wave velocity (by the Skidmore 
medical device) a predictor of CVD in trials?  
8. Pg 17 line 21: Will you include HOMA IR etc as an outcome?  
9. Pg 18 line 11: We have published a quick tool to assess the 
DASH & Portfolio dietary compliance you might find helpful (Jenkins 
DJ et al NMCD 2015 Dec;25(12):1132-9)  
10. Pg 22 line 5: Intervention Design: if your drop out rate is higher 
than you want you may care to add a 1-2 months “run-in” period to 
your study to collect diet history and blood samples. The drop out 
from this exercise will then be before your official baseline sample 
and randomization and will reduce early study drop out from the 
actual study.  
11. Pg24 line 4 we find that provision of food is a major driver of 
retention. PREDIMED used food provision well in their trial to reduce 
CVD events, your comment that you will provide functional foods is 
key. Can you do it regularly throughout the study? It involves 
significant cost or committed donors!  
12. Pg 26 line 7 statistical Analysis plan: Is LDL-C your primary 
outcome? Or do you prefer Framingham Risk Score (FRS) or some 
variant of a compound outcome?  
 
Minor Points  
 
1. You use gender throughout I don’t know if you allow all HIV 
positive individuals to join your study eg. transgendered individuals 
with and without surgical intervention etc). Will you note their sex 
also (biological) or only their gender (social construct)?  
2. Any reason for selecting 60 as your participant number  
3. Pg4 lines 25 suggest adding “these guidelines are based …..etc”  
4. Pg6 line 1 suggest adding “…………………..disease risk), as a 
secondary outcome….etc”  
5. Pg 8 line 17 suggest “ These recommendations apply to 
motivational interviewing etc”  
6. Pg9 line 22 suggest “but to assess the combined impact…..etc”  
7. Pg 10 line 13 suggest “ and the preferred outcomes of the 
potential participants”  
8. Pg 11 #6 will smoking cessation be an outcome? 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1: Dr Stephen McGarvey,  

 

Thank you for your valuable comments.  

We have made changes to page 6 to address the first point on degree of saturated fat reduction, and 

pages 2, 9 and 14 to address the second point on stable HIV infection.  
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Reviewer 2: Dr David Jenkins,  

 

We are grateful for input from Dr Jenkins who has pioneered the portfolio diet.  

Thank you for your extensive comments; they are extremely helpful, and we are most grateful.  

All the suggestions have been duly added to the revised draft. The other comments have been 

addressed as below:  

 

Pg 11 #1: Can your pilot assess additional recruitment strategies including newspaper advertisements 

(and their cost). Or has recruitment not been a problem?  

 

Newspaper recruitment was not considered feasible due to the geographical limitations of the single 

researcher, and the requirement for participants to attend one of the three host research sites.  

 

Pg11 # 6: Will you advise smoking cessation for CVD risk reduction. If so could this be another “diet 

related” outcome (Diet 1 versus 2)  

 

Smoking cessation is not included in the intervention.  

 

Pg 11 #6 will smoking cessation be an outcome?  

 

No. Randomisation is stratified according to smoking status so as to control for the potential influence 

of smoking as a confounding variable. There is no plan to change the state of an individual’s smoking 

status during the trial.  

 

Pg 14 line 8: Do you know the ethnic mix of your HIV population. Is it worth finding out if they are 1st 

or 2nd generation to get some idea of “culture” that might also influence dietary change.  

 

Yes, we plan to report the ethnicity proportions of the participants against those of the clinic to 

demonstrate that it is a representative sample. Most are first generation African, but this will be an 

interesting perspective to consider.  

 

Pg14 line 16: You exclude diabetes and hypothyroidism. If recruitment is a problem you may wish to 

retain them if treated. Looking at them as a subgroup specifically may give useful information  

On the other hand do you want to exclude other sources of inflammation (autoimmune diseases and 

chronic viral or bacterial infections)?  

 

Other sources of inflammation are excluded indirectly by targeting a population of HIV infected 

individuals who are ‘stable’. The specific wording in the full protocol is  

Inclusion criteria: ≥18 years of age with stable HIV infection,  

Exclusion criteria: Current opportunistic infection or recent weight loss in last 3 months.  

 

Pg 15 line 19: Do you wish to notify the potential responsible physicians of the study to determine that 

no change in treatment is anticipated and if so can meds changes be made now rather than after the 

baseline sample and randomization.  

 

In practice that is what happens, but it is not explicitly mentioned in the protocol. Some patients made 

ARV changes, and returned 6 months later to enroll in the study. For others, physicians knew that 

patients were in the trial and discussed whether it was appropriate to delay the change until the end of 

the trial.  

 

Pg 17 line 15: Is the arterial pulse wave velocity (by the Skidmore medical device) a predictor of CVD 
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in trials?  

 

Yes. This has now been included with a reference to support that on page 17.  

 

Pg 17 line 21: Will you include HOMA IR etc as an outcome?  

 

The baseline and month 6 results for HOMA IR (along with adiponectin, highly sensitive C-reactive 

protein, Apolipoprotein A & B) will be examined to assess their appropriateness for use as secondary 

outcomes in the definitive trial.  

 

Pg 18 line 11: We have published a quick tool to assess the DASH & Portfolio dietary compliance you 

might find helpful (Jenkins DJ et al NMCD 2015 Dec;25(12):1132-9)  

 

Thank you for bringing this to my attention. We are using an earlier version described in Jenkins 2006 

with further detail supplied to me by Dr Cyril Kendall via email correspondence back in 2008.  

 

Pg 22 line 5: Intervention Design: if your drop out rate is higher than you want you may care to add a 

1-2 months “run-in” period to your study to collect diet history and blood samples. The drop out from 

this exercise will then be before your official baseline sample and randomization and will reduce early 

study drop out from the actual study.  

 

Our ‘run in’ period exists between the recruitment visit, when patients consent and provide blood 

samples, and the randomisation visit, when they return with completed food diaries, as shown in the 

flowchart in Figure 1. Apologies that this was not clear, we have added timescales on page 15 to 

clarify this.  

 

Pg24 line 4 we find that provision of food is a major driver of retention. PREDIMED used food 

provision well in their trial to reduce CVD events, your comment that you will provide functional foods 

is key. Can you do it regularly throughout the study? It involves significant cost or committed donors!  

 

Funding was sought and provided by the NIHR for provision of key portfolio food items throughout the 

first 6 months of the trial.  

 

Pg 26 line 7 statistical Analysis plan: Is LDL-C your primary outcome? Or do you prefer Framingham 

Risk Score (FRS) or some variant of a compound outcome?  

 

Originally the study was powered for LDL-cholesterol as the primary outcome, but as it is a feasibility 

study, the statistician advised against including a power calculation. One of the feasibility aspects of 

this study is to assess options for the most appropriate primary outcome measure for the definitive 

trial, hence exploring LDL, PWV, WC, and CVR, as in point 6) on page 11.  

 

Any reason for selecting 60 as your participant number  

 

60 participants were chosen for three reasons. Firstly, it was the number estimated using the 

confidence interval approach (Thabane 2010) to establish feasibility of retention rates. (described on 

page 14-15). Secondly, for a pilot trial, 30 participants per arm is cited as a general rule of thumb to 

estimate a parameter (Browne 1995), which in this case will be mean and SD of measurements for 

those in the control group for a continuous outcome: LDL-cholesterol, PWV, WC, CVR. This 

parameter data will be used to perform a sample size calculation for the definitive trial (described on 

page 14-15). Thirdly, early calculations indicated that a sample size of 30 per arm provides 80% 

power to detect 0.5mmol/l (or 10%) difference in LDL-cholesterol between groups at 6 months at 5% 

significance assuming standard deviation of 0.6 (or 10%). This calculation is conservative and has not 
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allowed for the adjustment for baseline values in the analysis, which will increase the power. For this 

calculation, standard deviation was assumed from previous papers: baseline values was 10% Jenkins 

2011, 0.6 Lazzaretti 2012, 0.6 Gardner 2005. This is implied on page 27. Interestingly, an audit of the 

UKCRN database found that the median sample size per arm for pilot/feasibility trials with continuous 

endpoints was 30 participants (Billingham et al, 2013).  

 

You use gender throughout I don’t know if you allow all HIV positive individuals to join your study eg. 

transgendered individuals with and without surgical intervention etc). Will you note their sex also 

(biological) or only their gender (social construct)?  

 

Gender is used to mean the person’s biological sex, in preference to the term ‘sex’ which can be 

misconstrued as sexual behaviour/orientation. Transgender individuals will have access to the study, 

with randomisation stratified according to their biological (and genetic) sex prior to surgical 

intervention. 
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