
PEER REVIEW HISTORY 

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 
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protocol for the TAPS Demonstration Project 

AUTHORS Gomez, Gabriela; Eakle, Robyn; Mbogua, Judie; Akpomiemie, 
Godspower; Venter, WD Francois; Rees, Helen 

 

VERSION 1 - REVIEW 

REVIEWER Frances Cowan 
University College London, UK  
CeSHHAR Zimbabwe, Zimbabwe 

REVIEW RETURNED 04-Mar-2016 

 

GENERAL COMMENTS The paper describes the protocol for the TAPS demonstration 
project. It is well written and clear. It is quite long! 

 

REVIEWER Matt Price 
International AIDS Vaccine Initiative  
USA 

REVIEW RETURNED 07-Apr-2016 

 

GENERAL COMMENTS The protocol looks appropriate to address the research question. 
The protocol authors note the limitations of a small sample size, but 
anticipate being able to take first steps towards potentially larger 
studies. 

 

REVIEWER Steffanie Strathdee 
UC San Diego, USA 

REVIEW RETURNED 15-May-2016 

 

GENERAL COMMENTS This research study protocol is well described and relatively 
straightforward. The research questions are extremely important and 
the study is being conducted in a region where there is a desperate 
need for high quality data. Clarity on the following aspects would 
improve the manuscript, which is already excellent and well written.  
1) Abstract. In the final section, the word ‘testing’ seems to be a 
misnomer since this is not a study examining efficacy but an 
observational study of intervention implementation.  
2) Introduction. In the first para, details are lacking in places. For 
example, the authors refer to high HIV incidence among women in 
sub-Saharan Africa, but do not report any incidence rates. Several 
exist (e.g., HIV incidence was 4% per year in the control arm of a 
recent intervention study, Baeten et al, NEJM 2016). The authors 
refer to the HIV epidemic in South Africa being the ‘largest’ in the 
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world but it is unclear. Is this based on magnitude of HIV incidence 
or numbers of infected people?  
3) Second para. The abbreviation NSP should be avoided as it is 
typically used to infer Needle and Syringe Programs. In the sentence 
that cites reference 9, the authors refer to a study of HIV and syphilis 
and report 72% prevalence, but it is unclear if this is prevalence of 
HIV, syphilis or both.  
4) Methods. Justification for some exclusion criteria are not provided 
and would be helpful for readers unfamiliar with PrEP.  
5) A figure that depicts the two study arms and the types of data 
being collected would help clarify the design for the reader.  
6) Recruitment. The authors refer to ‘standard local algorithms’ for 
confirming HIV positive serostatus but this should be described and 
referenced given that this is a protocol.  
7) The authors report having women fill their treatment prescriptions 
once per month, which seems reasonable in this ‘real world setting’. 
However, it made me wonder if they are collecting data on diversion 
of medications (e.g., selling or giving ARVs to others), since illicit 
drug combinations in South Africa are known to sometimes include 
ARVs.  
8) Table 3 is presumably being supplemented with qualitative data 
so a column could be added to indicate which outcomes will be 
assessed using both quant and qual data.  
9) Will women in the PrEP arm who become HIV-infected be rolled 
into the ITx arm?  
10) Qualitative data analysis. How many coders? How will 
discrepancies be resolved?  
11) Modeling. Details on the modeling is scant (e.g., sensitivity 
analysis, sources of data for external inputs).  
12) The authors should commit to following STROBE guidelines for 
prospective study designs as it is a requirement for this and other 
high impact journals. In anticipation of this, potential sources of bias 
should be reported and how these are to be minimized. 

 

REVIEWER Peter Vickerman 
University of Bristol, Bristol, UK 
 
I am likely to be involved in the intervention at a later date, but was 
not involved in the design of the protocol. 

REVIEW RETURNED 06-Jun-2016 

 

GENERAL COMMENTS This is an important study considering the use of PrEP and 
immediate treatment amongst female sex workers in South Africa. I 
have some minor comments that could improve the article:  
1. Why do they outline two screening tasks, firstly to obtain PrEP 
FSW and then to obtain treatment FSWs. Wont the screening for 
both interventions be done at the same time with negatives going on 
PrEP and positives going on treatment – I assume this is how the 
intervention would be done in reality.  
2. I was surprised at the assumption of 25% LTFU from treatment 
after 12 months – is this all attrition after start ART or is it also 
attrition at other points in the treatment cascade?  
3. A HIV prevalence of 50% seems a little low for South Africa – 
have they found this prevalence in their screening and did it cause 
issues for getting enough FSWs on PrEP?  
4. I noticed the intervention is not being done in the existing Esselen 
clinic. Is this because there were insufficient space or resources to 
do it there? What implications does this have for scaling up the 
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intervention if it cannot be done at existing clinics?  
5. In the section on recruitment, they say that participants sign either 
the PrEP or treatment study informed consent after HIV status is 
established. I think it would be useful to add more detail on what is 
discussed before they do this – what information on the study was 
given.  
6. I think it would be good to include a table of the visits (visit 
schedule) for the FSW in the study, and what occurs at each visit. 
For instance, are PrEP drug levels tested at every 3 month visit?  
7. In the final visit section, can you say that this is after 12 months. 
Also, what happens if the FSW wants to continue PrEP – can they 
do this?  
8. I noticed that HIV sero-conversions were a secondary outcome. 
How many are expected over the 12 months of follow up?  
9. For the cost-effectiveness analyses, are they going to estimate 
the reduction in health costs of not getting infected if on PrEP, or 
having less 'other' HIV care if they are put on treatment early? Also, 
are they going to estimate the cost of the intervention as it is, OR 
how it would be done by the MOH? Are they going to include 
research costs in the costing, and how will the intervention differ 
from what they are doing if it was scaled up?  
10. I don’t understand the section on decision analytic modelling – 
will that look at the cost-effectiveness of PrEP and treatment and will 
it include a transmission or incidence factor? 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name: Frances Cowan  

Institution and Country: University College London, UK, CeSHHAR Zimbabwe, Zimbabwe Competing 

Interests: None declared  

 

The paper describes the protocol for the TAPS demonstration project. It is well written and clear. It is 

quite long!  

 

Reviewer: 2  

Reviewer Name: Matt Price  

Institution and Country: International AIDS Vaccine Initiative, USA Competing Interests: None 

declared  

 

The protocol looks appropriate to address the research question. The protocol authors note the 

limitations of a small sample size, but anticipate being able to take first steps towards potentially 

larger studies.  

 

Reviewer: 3  

Reviewer Name: Steffanie Strathdee  

Institution and Country: UC San Diego, USA Competing Interests: None  

 

This research study protocol is well described and relatively straightforward. The research questions 

are extremely important and the study is being conducted in a region where there is a desperate need 

for high quality data. Clarity on the following aspects would improve the manuscript, which is already 

excellent and well written.  

 

1) Abstract. In the final section, the word ‘testing’ seems to be a misnomer since this is not a study 

examining efficacy but an observational study of intervention implementation.  
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 We edited the final bullet point in the ‘Strengths and Limitations’ section. It now reads:  

“We are implementing new interventions for a stigmatised population where access to health services 

in general is limited; therefore our sample size is small and might not be representative of the national 

population of female sex workers.”  

 

2) Introduction. In the first para, details are lacking in places. For example, the authors refer to high 

HIV incidence among women in sub-Saharan Africa, but do not report any incidence rates. Several 

exist (e.g., HIV incidence was 4% per year in the control arm of a recent intervention study, Baeten et 

al, NEJM 2016). The authors refer to the HIV epidemic in South Africa being the ‘largest’ in the world 

but it is unclear. Is this based on magnitude of HIV incidence or numbers of infected people?  

 

 We added specific details (and references) with regards to the HIV epidemic in South Africa – both 

incidence estimates and absolute number of people living with HIV.  

 

3) Second para. The abbreviation NSP should be avoided as it is typically used to infer Needle and 

Syringe Programs. In the sentence that cites reference 9, the authors refer to a study of HIV and 

syphilis and report 72% prevalence, but it is unclear if this is prevalence of HIV, syphilis or both.  

 

 We edited the sentence to clarify that the 72% incidence is of HIV. We avoided the NSP 

abbreviation throughout the document.  

 

4) Methods. Justification for some exclusion criteria are not provided and would be helpful for readers 

unfamiliar with PrEP.  

 

 We added a paragraph explaining the eligibility criteria presented in table 2. It reads as follows: “We 

exclude patients at risk of documented serious side effects of the regimes used. This includes 

patients with abnormal kidney function (e.g. a creatinine clearance rate above 60.0 mL/min), taking 

medication for multi-drug resistant tuberculosis, testing positive for hepatitis B (PrEP only), or being 

prescribed any other drugs contraindicated for taking with any of the drug regimens prescribed in the 

study. Patients are also excluded at clinician’s discretion according to their assessment of the 

patient’s safety. We also exclude FSWs pregnant at enrolment. All pregnant women are referred to 

ante-natal care, where HIV-positive FSWs are started on ART as per guidelines and HIV-negative 

FSWs counselled.”  

 

5) A figure that depicts the two study arms and the types of data being collected would help clarify the 

design for the reader.  

 

 As suggested in comment 8, we expanded table 3 and added a column specifying the type of data 

collected and analysed by outcome.  

 

6) Recruitment. The authors refer to ‘standard local algorithms’ for confirming HIV positive serostatus 

but this should be described and referenced given that this is a protocol.  

 

 We added the description of the testing algorithm and the reference for the policy document.  

 

7) The authors report having women fill their treatment prescriptions once per month, which seems 

reasonable in this ‘real world setting’. However, it made me wonder if they are collecting data on 

diversion of medications (e.g., selling or giving ARVs to others), since illicit drug combinations in 

South Africa are known to sometimes include ARVs.  

 

 Diversion of medication is not part of the quantitative information collected but it is a theme explored 
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in the qualitative research. We added a sentence clarifying this point to the section: Follow up visits 

and loss to follow up: “We are not collecting quantititave information on diversion of medications (e.g., 

selling or giving ARVs to others), but we are both collecting qualitative information on this important 

issue as part of the in-depth interviews and providing intensive adherence counselling.”  

 

8) Table 3 is presumably being supplemented with qualitative data so a column could be added to 

indicate which outcomes will be assessed using both quant and qual data.  

 

 We expanded table 3 and added a column specifying the type of data collected and analysed by 

outcome.  

 

9) Will women in the PrEP arm who become HIV-infected be rolled into the ITx arm?  

 

 These women will not be rolled into the ITx arm but will be referred for treatment initiation. We 

added the following sentence to the protocol (Final visit and withdrawal from the project): “If a 

participant in the PrEP arm sero-converts, we will offer a full resistance testing. The participant will not 

be rolled on to the ITx arm but will be offered a choice to remain at the same clinic for continued care 

and treatment, or be transferred to another clinic of their choice.”  

 

10) Qualitative data analysis. How many coders? How will discrepancies be resolved?  

 

 We added these methods specifications to the qualitative analysis section: “We will aim to have at 

least two coders per transcript. Any discrepancies in coding will be discussed between the coders 

with input from the senior investigator to gain consensus.”  

 

11) Modeling. Details on the modeling is scant (e.g., sensitivity analysis, sources of data for external 

inputs).  

 

 We expanded the section as follows: “All modelling exercises will be informed by the data collected 

during the TAPS study on behaviour, uptake, linkage, retention, and medication adherence as well as 

the costing data. A decision analytic economic modelling approach will be used to look at issues of 

health system capacity (staff constraints) and equity (poverty analysis using patient-related costs 

within the cohort). The direct impact on costs and health gains that the introduction of PrEP and ITx 

might have had on the study cohorts and the service provided in the clinics will be explored.  

A population-level transmission model fitted to the South African epidemic will be used, with a special 

emphasis on transmission within FSW groups with high mobility model focusing on the estimated 

impact that the introduction of PrEP and ITx might have, should the intervention be scaled up 

nationally. Population-level data will be gathered from the literature. Outputs of the transmission 

model will include cost-effectiveness and budget impact measures. A series of scenario analyses 

might be needed to reflect the different strategies for scale up that policy makers might consider. We 

will consult stakeholders (both users and policy makers) during the process of defining the scenarios 

for scale up to ensure the most realistic scenarios are tested. We will aim to estimate the reduction in 

health costs of implementing both interventions. Therefore, we expect savings from infections averted 

while on PrEP and from less ‘other’ HIV care if treatment is started early.”  

 

12) The authors should commit to following STROBE guidelines for prospective study designs as it is 

a requirement for this and other high impact journals. In anticipation of this, potential sources of bias 

should be reported and how these are to be minimized.  

 

 We consulted and checked the STROBE guidelines. All reporting items are explained in the 

protocol. We also commit to following the STROBE guidelines for the presentation of results and 

added the following text in the dissemination paragraph: “We will aim to follow STROBE guidelines in 
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the presentation of results; these guidelines were followed in developing the protocol.”  

 We added language with regards to the expected bias at the end of the quantitative analysis 

section: “We can expect three types of bias in cohort studies: selection bias, information bias, and 

misclassification bias. It is possible that participants ‘auto-select’ (ie a selection bias), meaning that 

those FSWs feeling most vulnerable will be most likely to enrol and continue participation. Because 

this is a demonstration project, we expect participants to decide whether to participate based on their 

risk perception and we will aim to document these motivations and perceptions as much as possible 

through qualitative research. We do not expect an information bias to be present as we are collecting 

the same information for all participants. Finally, misclassification could arise from a participant being 

considered not retained in care as per her participation in our study, however she might be in care at 

another clinic. We will aim to ascertain if this is a potential bias while contacting by phone participants 

missing two consecutive visits in either the PrEP or the ITx arm to understand reasons for missed 

visits.”  

 

Reviewer: 4  

Reviewer Name: Peter Vickerman  

Institution and Country: University of Bristol, Bristol, UK Competing Interests: I am likely to be involved 

in the intervention at a later date, but was not involved in the design of the protocol.  

 

This is an important study considering the use of PrEP and immediate treatment amongst female sex 

workers in South Africa. I have some minor comments that could improve the article:  

 

1. Why do they outline two screening tasks, firstly to obtain PrEP FSW and then to obtain treatment 

FSWs. Wont the screening for both interventions be done at the same time with negatives going on 

PrEP and positives going on treatment – I assume this is how the intervention would be done in 

reality.  

 

 Yes, in practice there is a joint entry point for both intervention arms. We added a sentence 

clarifying this to the sample size calculation paragraph: “In practice, the screening process is a joint 

step in the recruitment of both the PrEP and the ITx arms. As such, we will aim to screen 3,600 FSWs 

to be able to achieve the required sample sizes. PrEP enrolment will stop as soon as the required 

sample size is achieved.”  

 

2. I was surprised at the assumption of 25% LTFU from treatment after 12 months – is this all attrition 

after start ART or is it also attrition at other points in the treatment cascade?  

 

 25% refers to attrition after start of ART at 12 months follow up. It is based on a systematic review of 

studies in sub-Saharan Africa where the median attrition at 12 months was 22.6% (range 7%–45%) 

(Fox and Rosen. Trop Med Int Health. 2010 Jun;15 Suppl 1:1-15). The reference in the text has been 

corrected.  

 

3. A HIV prevalence of 50% seems a little low for South Africa – have they found this prevalence in 

their screening and did it cause issues for getting enough FSWs on PrEP?  

 

 At time of calculations, the available estimate for prevalence was from the 2013 South African Key 

Populations Report. This report estimates that HIV prevalence among FSWs is between 44 and 69%. 

Since then, a new report has estimated the prevalence in our population at 72%. As the reviewer 

pointed out in point 1, we have only one screening task for both PrEP and Immediate Treatment 

arms, with 3600 FSWs needed to be screened in the immediate treatment arm (as opposed to 1600 

in the calculation for PrEP). This means that the total number of FSWs screened will be sufficient to 

achieve our PrEP sample size, even if the prevalence ends up being higher than expected.  
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4. I noticed the intervention is not being done in the existing Esselen clinic. Is this because there were 

insufficient space or resources to do it there? What implications does this have for scaling up the 

intervention if it cannot be done at existing clinics?  

 

 The reason for the project to be housed at a different location was that the Esselen Clinic is being 

renovated. We negotiated the space and resources to do it in this Clinic but due to timing we needed 

to find another space. This does not have any implications for scaling up – as the project would have 

been housed there, should the NDoH had decided to delay the renovation. We added a sentence 

explaining this to the text for clarity: “At the time we initiated the study, renovations at the Esselen 

Clinic had begun and the building was closed which is the reason for housing the TAPS Project in the 

Research Centre.”  

 

5. In the section on recruitment, they say that participants sign either the PrEP or treatment study 

informed consent after HIV status is established. I think it would be useful to add more detail on what 

is discussed before they do this – what information on the study was given.  

 

 We had added details on the information made available to participants during the informed consent 

procedure further down in the text: “Participants in the PrEP arm are counselled and informed about 

adherence and effectiveness of PrEP, the need to use condoms with PrEP in order to ensure a high 

level of protection against HIV infection as well as to prevent STIs and unwanted pregnancies. 

Participants in the ITx arm are also counselled about adhering to their treatment regimens and using 

condoms.” We now have moved this section up for clarity.  

 

6. I think it would be good to include a table of the visits (visit schedule) for the FSW in the study, and 

what occurs at each visit. For instance, are PrEP drug levels tested at every 3 month visit?  

 

 We added a detailed table in appendix for readers wanting more information on the schedule of 

events for the PrEP arm and the ITx arm.  

 

7. In the final visit section, can you say that this is after 12 months. Also, what happens if the FSW 

wants to continue PrEP – can they do this?  

 

 FSWs wanting to continue PrEP or treatment having been initiated as part of the study can be 

transitioned to standard services as per June 1st. we added the following language to the final visit 

section: “As of June 1st 2016, PrEP and the test and treat approach has been prioritized for sex 

workers. As a result, we are now able to transition all of the women in our study to PrEP and HIV 

treatment services in our Sex Worker Programme or to other clinics of their choosing offering these 

services, either at the end of the study or should they choose to leave the study early for any reason.”  

 

8. I noticed that HIV sero-conversions were a secondary outcome. How many are expected over the 

12 months of follow up?  

 

 Our aim is to recruit a cohort of 400 FSWs and follow them up for a year with a retention rate of 

65%. If we assume an estimated incidence of 7.2% and a PrEP effectiveness (overall) of 67% as in 

Partners PrEP study (Baeten et al. N Engl J Med. 2012 Aug 2; 367(5): 399–410), we would potentially 

expect between 12 and 13 new infections. However, adherence is expected to vary in this setting 

compared to a clinical trial setting and we argue that in a setting with no incentives, FSWs deciding to 

enrol in PrEP will be adherent. In that case, we could potentially observe no sero-conversions as 

observed in the open label extension of iPrEx (iPrEx-OLE: Grant et al. Lancet Infect Dis. 2014 

Sep;14(9):820-9).  

 

9. For the cost-effectiveness analyses, are they going to estimate the reduction in health costs of not 
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getting infected if on PrEP, or having less 'other' HIV care if they are put on treatment early? Also, are 

they going to estimate the cost of the intervention as it is, OR how it would be done by the MOH? Are 

they going to include research costs in the costing, and how will the intervention differ from what they 

are doing if it was scaled up?  

 

 The costing exercise includes observations of practice. This micro costing approach allows us to 

record in detail all processes happening at each visit – and their purpose (for research or service 

delivery). The unit cost will then be estimated following an ingredient approach reporting separately 

research-related costs. The unit cost as estimated in the demonstration project will inform the main 

analysis in the modelling, ie we will model the CE of what we are doing if it was scaled up (and 

assuming no change in unit costs with scale). Scenario analyses will then aim to explore how will this 

vary should the services were to be delivered differently (as per MOH design) – and we will aim to 

build unit cost estimates for the different scenarios based on our measurements of resources and 

time. We will aim to estimate using a transmission model the reduction in health costs of 

implementing both interventions. Therefore, we expect savings from infections averted while on PrEP 

(no subsequent ART…) and from less ‘other’ HIV care if treatment is started early. We edited the 

modelling section for clarity.  

 

10. I don’t understand the section on decision analytic modelling – will that look at the cost-

effectiveness of PrEP and treatment and will it include a transmission or incidence factor?  

 

 We will use a decision analytic modelling approach to look at equity issues within our cohort – using 

patient costs. And to answer questions on health system constraints – ie what would be change in 

cost and benefit to the cohort, in the presence of health system constraints (for example if staff time 

was limited and no extra staff was available). We edited the modelling section for clarity. 

 

VERSION 2 – REVIEW 

REVIEWER Steffanie Strathdee 
UCSD, USA 

REVIEW RETURNED 29-Jul-2016 

 

GENERAL COMMENTS Thank you for a very thorough response.  

 

REVIEWER Peter Vickerman 
University of Bristol, UK 

REVIEW RETURNED 21-Jul-2016 

 

GENERAL COMMENTS The authors have responded well to all my queries - I have nothing 
else to add.  
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