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VERSION 1 - REVIEW 

REVIEWER Cynthia D. Fair 
Elon University  
USA 

REVIEW RETURNED 21-Feb-2016 

 

GENERAL COMMENTS I am thrilled you are undertaking such a comprehensive look at the 
maturing population of AYA with PHIV. Your use of cell phone and 
other creative ways to engage this population is exciting. The 
methods are clearly described and your outcome variables are 
appropriate. I would encourage you to consider adding questions for 
those AYA with PHIV who are parents related to parenting challenge 
and opportunities. The intergenerational effects of HIV on a family 
system are not well understood. It would be particularly interesting to 
include questions that explored issues around the disclosure of 
parental HIV status to offspring. While much research has focused 
on disclosure to children, little to none has examined this within the 
context of perinatal HIV where parental disclosure also discloses the 
grandmother's HIV status.  
Best of luck with your work. 

 

REVIEWER Helena Rabie 
University of Stellenbosch  
Tygerberg Academic Hospital  
South Africa 

REVIEW RETURNED 03-Mar-2016 

 

GENERAL COMMENTS AMP UP is a very important project both form the perspective of 
science ie "adult long term" outcomes of perinatally infected children 
and design. 

 

REVIEWER Kanna Hayashi 
University of British Columbia, Canada 

REVIEW RETURNED 21-Apr-2016 
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GENERAL COMMENTS This is a well written study protocol with some feasibility data on 
online surveys that would be useful for investigators planning similar 
enquiries and/or study design. I only have a few comments:  
 
1. Online survey (page 13, line 43-50): The authors state that online 
surveys are designed to be completed at one or multiple sittings, 
and allow wide study visit windows. What was the widest possible 
study visit window, and how did the investigators consider 
addressing potential biases related to the data collection with a wide 
study visit window? Also, if multiple sittings are allowed, some 
participants may answer just part of the survey in one sitting and 
forget to re-login and complete the rest. Is there any strategy to 
avoid such circumstances?  
 
2. Sample size (page 16, line 8-13): The authors assume loss to 
follow up rates of 4% per year for the infected and 6% per year for 
the uninfected. These rates seem quite low/conservative, given that 
the authors state high follow up rates among young adults in the 
introduction section. The authors are encouraged to provide an 
explanation/justification for the assumed loss to follow up rates in the 
sample size calculation.  
 
3. Potential limitations of this study are not discussed in the main 
text. The authors should include the limitations.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name: Cynthia D. Fair  

Institution and Country: Elon University, USA  

Competing Interests: None declared  

 

Dear authors,  

I am thrilled you are undertaking such a comprehensive look at the maturing population of AYA with 

PHIV. Your use of cell phone and other creative ways to engage this population is exciting. The 

methods are clearly described and your outcome variables are appropriate. I would encourage you to 

consider adding questions for those AYA with PHIV who are parents related to parenting challenge 

and opportunities. The intergenerational effects of HIV on a family system are not well understood. It 

would be particularly interesting to include questions that explored issues around the disclosure of 

parental HIV status to offspring. While much research has focused on disclosure to children, little to 

none has examined this within the context of perinatal HIV where parental disclosure also discloses 

the grandmother's HIV status.  

Best of luck with your work.  

Regards,  

C. Fair  

 

Thank you very much for your encouraging comments. We have begun discussions about adding 

parenting questions for both our young female and male AMP Up participants; we plan to add these 

questions within the next year. We are also discussing the issue of disclosure to children perinatally-

exposed to but uninfected with HIV. This discussion has largely taken place in the context of 

SMARTT, another PHACS study that is enrolling and following perinatally-exposed, uninfected infants 

and children. The vast majority of children in the SMARTT cohort to-date were born to mothers 

behaviorally-infected with HIV. However, perinatally-infected young women in AMP Up who become 
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mothers are encouraged to enroll themselves and their newborns into the SMARTT study; your 

comment that disclosure in this context is further complicated due to the inherent disclosure of the 

grandmother’s HIV infection is a very important consideration that we will indeed discuss with the 

protocol team.  

 

Reviewer: 2  

Reviewer Name: Helena Rabie  

Institution and Country: University of Stellenbosch, Tygerberg Academic Hospital, South Africa  

Competing Interests: None declared  

 

AMP UP is a very important project both form the perspective of science ie "adult long term" 

outcomes of perinatally infected children and design.  

 

Thank you very much for your review and positive comments.  

 

Reviewer: 3  

Reviewer Name: Kanna Hayashi  

Institution and Country: University of British Columbia, Canada  

Competing Interests: None declared.  

 

This is a well written study protocol with some feasibility data on online surveys that would be useful 

for investigators planning similar enquiries and/or study design. I only have a few comments:  

 

1. Online survey (page 13, line 43-50): The authors state that online surveys are designed to be 

completed at one or multiple sittings, and allow wide study visit windows. What was the widest 

possible study visit window, and how did the investigators consider addressing potential biases 

related to the data collection with a wide study visit window? Also, if multiple sittings are allowed, 

some participants may answer just part of the survey in one sitting and forget to re-login and complete 

the rest. Is there any strategy to avoid such circumstances?  

 

We appreciate your careful review of our manuscript. Since the submission of our paper we have 

decided to eliminate visit windows. While sites will initiate contact with participants on their targeted 

visit dates each year to encourage them to complete the surveys, participants will be given complete 

flexibility as to when the surveys can be completed. When a survey is completed within 6 months of 

the anniversary of their targeted visit date for a particular year, it is applied to that year. If it is 

complete more than 6 months after that year’s targeted date, it is applied to the following year’s visit.  

Information for endpoints for which we want complete enumeration (for example, pregnancies) is 

collected since the last survey completion, and participants are given the date of their last survey to 

assist them in recollecting events since this last visit. Furthermore, data collected via chart abstraction 

(diagnoses, laboratory test results) spans the entire study follow-up period.  

Because of the longitudinal nature of our study and the time-updated ascertainment of exposures and 

outcomes, we do not believe this will result in any bias. Indeed, we believe this strategy will enhance 

long-term retention while ensuring complete and valid data collection. In the manuscript we have 

removed mention of study windows from page 14 and have added the following sentence to the first 

full paragraph on page 15: “While study clinics contact participants each year on the anniversary of 

their entry visit to remind them to complete their surveys, participants are able to complete the 

surveys at any point prior to the next entry visit anniversary.”  

Regarding partial completion of surveys – if participants complete only a portion of the survey, their 

study clinic sends them reminders to log in and complete the survey. The clinic continues to follow up 

with the participant until it receives notification that the survey has been completed. Partial surveys 

that are not completed within 6 months of the anniversary of the target visit are submitted as is. To-

date, there have been no partially completed surveys.  
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2. Sample size (page 16, line 8-13): The authors assume loss to follow up rates of 4% per year for the 

infected and 6% per year for the uninfected. These rates seem quite low/conservative, given that the 

authors state high follow up rates among young adults in the introduction section. The authors are 

encouraged to provide an explanation/justification for the assumed loss to follow up rates in the 

sample size calculation.  

 

As you stated, we observed a relatively higher loss to follow-up for the older adolescents and young 

adults being followed in the AMP cohort of PHACS, and this was the impetus for developing a 

separate, more flexible protocol for young adults. With the AMP Up protocol we therefore anticipate a 

lower loss to follow-up than observed for the older participants in AMP; this 4% estimate reflects this 

projection and is based on the overall loss to follow-up observed AMP over the past 9 years.  

3. Potential limitations of this study are not discussed in the main text. The authors should include the 

limitations.  

As we mentioned in the Strengths and Limitations summary of the manuscript, an important limitation 

of AMP Up is that, since the study is enrolling young adults through the PHACS research clinical 

sites, participants may be more likely to be adherent to clinical care and supportive services; young 

adults who are non-adherent or lost to care may not be well-represented in our cohort. We have 

added the following to the discussion section of the manuscript (page 20): “The close connection our 

participants experience with their clinic sites also emphasizes an important limitation of our study. 

Since we are enrolling young adults through these clinical sites, our participants may be more likely to 

be adherent to clinical care and supportive services; young adults who are non-adherent or lost to 

care may not be well-represented in our cohort.” 
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