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VERSION 1 - REVIEW 

REVIEWER Yiyun Chen 
University of Connecticut 

REVIEW RETURNED 08-Jan-2016 

 

GENERAL COMMENTS This protocol describes a cluster randomized stepped wedge trial of 
behavioral intervention with a combination of conditional cash 
transfer and cognitive-behavioral group aftercare to reduce sexual 
risk behaviors and amphetamine use among female entertainment 
and sex workers ( FESW) in Cambodia. This protocol provides a 
clear blueprint of the trial and offers the readers informative insights 
of the intervention. I only have a few minor suggestions, which are 
listed below:  
Background:  
1) The background starts with two paragraphs describing how 
Cambodia has improved in controlling HIV epidemic. However this 
piece of information is in slight contradiction to the main message 
that certain populations like FESW were still under risk. The focus of 
the study is blurred to some extent by this first two paragraphs. The 
emphasis needs to be given to the particular population of interest, 
and to the particular risk factor of interests -- ATS use. The authors 
may also consider the possibility of switching the order of 
paragraphs to highlight the problem of focus first, and then to 
describe the current situation of HIV prevention in Cambodia more 
generally, including the progress made in recent years. In addition, 
the authors may consider adding more description about the HIV risk 
encountered by FESW, as well as the legitimacy for attributing HIV 
risk among FESW to ATS use.  
2) If the authors have prior or current data about the prevalence of 
ATS dependency, it is recommended that they provide them in the 
background to give readers a better idea of the extent of ATS use 
among FESW in Cambodia, and also to provide an empirical 
foundation for the calculation of sample size later on in the protocol.  
3) Although the micro-enterprise opportunity was optional, it is an 
interesting component. Therefore the authors may consider 
providing some more details regarding the rationale of having this 
component, how it was implemented, what were the eligibility of 
people who could apply, and what is the amount and duration of 
support, as well as what proportion of participants used this option.  
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Methods:  
1) When describing the incentive payment, it would be helpful to give 
readers a comparable standard, e.g. how much payment a typical 
client would pay a sex worker, or the average income level etc. so 
that the readers can have a better idea of how much this amount of 
payment actually means to FESW in Cambodia.  
2) The authors did a good job in describing sample size estimating 
procedure on page 23. But it is not quite clear how the authors 
decided upon the estimated pre-and post-change in behaviors. It 
would be better if the authors could provide readers with a rationale 
regarding where these prior estimation of behavioral change came 
from.  
3) On page 24 line 1, the authors mentioned that “The CCT arm of 
the intervention will enroll 300 women or 30 women per province.” It 
is slightly confusing here as all the previous description of sample 
size calculation were based on 600 participants with 60 people per 
cluster. The authors needs to provide some more clarifications here.  
4) On page 25 line 30 there is a typo. The authors wrote “which as 
frustrated community partners”. Yet the word “as” should be “has”. 

 

REVIEWER Wong Mee Lian 
Saw Swee School of Public Health  
National University of Singapore  
Singapore 

REVIEW RETURNED 15-Jan-2016 

 

GENERAL COMMENTS General comments:  
This is an important and novel study on behavioral interventions 
targeting amphetamine-type stimulant use (ATS) and sexual risk 
among female entertainment and sex workers in Cambodia. The 
current study builds on previous longitudinal studies by the authors 
which shows the risk of incident STIs to be independently associated 
with unprotected sex and ATS use. The study has important public 
health significance. If the intervention works, it will have a significant 
impact on risky sexual behaviors and ATS.  
 
There are some areas for improvement in the protocol.  
1.While challenges in conducting this difficult study were well 
reported, the ethical issues in studying a vulnerable population 
engaging in illegal behaviors such as drug use were not adequately 
described. The protocol could be improved if the authors give a 
more detailed description on how they address the ethical issues 
and overcome some of them.  
2. The authors should report the specific measures taken to monitor 
and ensure fidelity to the intervention given the many visits required 
from the sex workers (n=36) complexity, and long duration of the 
interventional study. The information would be useful should the 
study be replicated in similar settings.  
3. Strategies taken to increase retention and follow-up of the sex 
workers should be reported.  
4.The primary outcome and other secondary outcomes were not 
clearly defined. Given the potential impact of the intervention on ATS 
use and unprotected sex, the study would have greater public health 
significance if incident STI was used as one of the indicators. HIV 
incidence was not used as a primary outcome. As explained by the 
authors, it was not powered to detect this effect probably because of 
the low HIV incidence rates. The number of incident STIs such as 
gonorrhea or chlamydia may be higher, and may provide adequate 
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statistical power to assess the impact. The authors should explain 
why incident STIs was not considered especially when self-collected 
vaginal swabs are already done and can be used for testing for 
Chlamydia and gonorrhoea.  
5. The different sections starting from methods could be better 
organized.  
6. Finally, as this is a manuscript on a protocol, authors should use 
the SPIRIT( Standard Protocol Items for Randomized Trials) 
guidelines available at http://www.spirit-statement.org/spirit-
statement/ rather than the consort guidelines.  
 
Specific comments:  
Abstract  
The abstract should be structured with the following sections. 
Introduction; Methods and analysis; Ethics and dissemination with 
registration details included as a final section. There is no results 
section because this is a protocol. The primary and secondary 
outcomes and the data analysis plan should be reported in the 
methods section. In the section on ethics, the dissemination plan 
should be reported.  
 
Introduction  
Well written with strong justification for study  
Line 49-replace ‘ambitious’ with objective term eg ‘large’ study.  
The hypothesis or more specific objectives should be stated.  
 
Structure and rationale for the interventions  
A figure to summarize the delivery of the interventions would make it 
easier for readers to follow.  
Line 51- Was needs assessment conducted among the female sex 
workers before planning the cognitive-behavioral after care 
intervention? Approaches that work in other countries may not be 
appropriate to the local socio-cultural context in Cambodia.  
 
METHODS  
Some background information of female sex workers in Cambodia 
should be provided.  
Line 57, page 13 states that the goal of the CIPI intervention is to 
reduce ATS use and HIV risk. However, HIV risk was later reported 
in the discussion that this was not one of the outcomes. This has to 
be explained more clearly.  
The use of biologically confirmed ATS users is a methodological 
strength  
 
Data collection  
This section could be better organized.  
The description of the CCT and AC intervention should come under 
the section on intervention and not in the data collection section. .  
 
The primary and secondary outcome indicators are not clearly 
described. They were mentioned in different sections under data 
collection and under analysis.  
What is the time frame for consistent condom use? Is it over the last 
month or last act of intercourse or at last sexual intercourse just prior 
to the regular assessments?  
Is condom use assessed for vaginal sex only or also for oral sex?  
 
2Ethical approval  
The dissemination policy of the trial results was not described. 
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VERSION 1 – AUTHOR RESPONSE 

Reviewer 1:  

 

1) The background starts with two paragraphs describing how Cambodia has improved in controlling 

HIV epidemic. However this piece of information is in slight contradiction to the main message that 

certain populations like FESW were still under risk. The focus of the study is blurred to some extent 

by these first two paragraphs. The emphasis needs to be given to the particular population of interest, 

and to the particular risk factor of interests -- ATS use. The authors may also consider the possibility 

of switching the order of paragraphs to highlight the problem of focus first, and then to describe the 

current situation of HIV prevention in Cambodia more generally, including the progress made in 

recent years. In addition, the authors may consider adding more description about the HIV risk 

encountered by FESW, as well as the legitimacy for attributing HIV risk among FESW to ATS use.  

 

The introduction has been edited to make the initial focus on FESW, the population of interest, and 

risk for HIV, including ATS. We have removed some information about the historical trajectory of HIV, 

and more focus on HIV risk among FESW as suggested, including more information on studies we 

have conducted that informed this study.  

 

2) If the authors have prior or current data about the prevalence of ATS dependency, it is 

recommended that they provide them in the background to give readers a better idea of the extent of 

ATS use among FESW in Cambodia, and also to provide an empirical foundation for the calculation of 

sample size later on in the protocol.  

 

Data on prevalence of ATS use is included (see Introduction, page 8). Dependency has not been 

measured in any study in Cambodia. We based our sample size estimates on results from on our 

previous studies showing 27% of FESW used ATS “recently”  

 

3) Although the micro-enterprise opportunity was optional, it is an interesting component. Therefore 

the authors may consider providing some more details regarding the rationale of having this 

component, how it was implemented, what were the eligibility of people who could apply, and what is 

the amount and duration of support, as well as what proportion of participants used this option.  

 

We have included additional details on the rationale, eligibility and implementation of the 

microenterprise opportunity (See Pages 13 and 16). Results for the proportion of participants 

engaged in this through September 30, 2015, are reported in with trial update data on page 26.  

 

Methods:  

 

4) When describing the incentive payment, it would be helpful to give readers a comparable standard, 

e.g. how much payment a typical client would pay a sex worker, or the average income level etc. so 

that the readers can have a better idea of how much this amount of payment actually means to FESW 

in Cambodia.  

 

Women earn a median of US$200 (IQR=$120 – $300) per month. Formative work with FESW was 

conducted in multiple provinces to determine the incentive amounts, and is described in detail in 

another publication (see below) and is referenced on page 17. As noted on page 15 in the description 

of CCT, women can earn a maximum of US$120 over the 12-week period. We added information 

regarding FESW reported income to the same section to provide readers with the contrasting 

information. The extra income could potentially be up to $10 week.  

 

Dixon TC, Stein E, Ngak S, et al. Qualitative research and implementation science: Assessing the 

acceptability and feasibility of a trial of conditional cash transfer intervention designed to reduce drug 
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use and HIV risk among female entertainment and sex workers in Cambodia Methodological 

Innovations Online. In press.  

 

5) The authors did a good job in describing sample size estimating procedure on page 23. But it is not 

quite clear how the authors decided upon the estimated pre-and post-change in behaviors. It would 

be better if the authors could provide readers with a rationale regarding where these prior estimation 

of behavioral change came from.  

 

We chose pre-intervention estimates in behavior based on estimates from our previous studies 

(YWHS1 and YWHS2) (Couture et al., 2011; 2012, and Page et al., 2013). Post-intervention 

estimates were the minimum reduction needed to have 80% power with a cluster randomized design 

and a design effect of 1.44 (to account for the decreased efficiency of the stepped-wedge design). 

This information is updated on page 25 (Sample-size estimates).  

 

6) On page 24 line 1, the authors mentioned that “The CCT arm of the intervention will enroll 300 

women or 30 women per province.” It is slightly confusing here as all the previous description of 

sample size calculation was based on 600 participants with 60 people per cluster. The authors need 

to provide some more clarifications here.  

 

The 600 participants is based on 300 CCT + 300 non-CCT. We estimated that 30 out of the 120 

screened would be eligible for CCT, and then that we would follow all 30 CCT + 30 of the non-CCT, 

thus totaling 60/province. We added this information on page 25 (Sample size estimates)  

 

7) On page 25 line 30 there is a typo. The authors wrote “which as frustrated community partners”. 

Yet the word “as” should be “has”.  

 

We have corrected this typographical error (now on page 27).  

 

Reviewer: 2  

 

This is an important and novel study on behavioral interventions targeting amphetamine-type 

stimulant use (ATS) and sexual risk among female entertainment and sex workers in Cambodia. The 

current study builds on previous longitudinal studies by the authors which shows the risk of incident 

STIs to be independently associated with unprotected sex and ATS use. The study has important 

public health significance. If the intervention works, it will have a significant impact on risky sexual 

behaviors and ATS.  

 

There are some areas for improvement in the protocol.  

 

1. While challenges in conducting this difficult study were well reported, the ethical issues in studying 

a vulnerable population engaging in illegal behaviors such as drug use were not adequately 

described. The protocol could be improved if the authors give a more detailed description on how they 

address the ethical issues and overcome some of them.  

 

The reviewer is correct that studies like this pose interesting ethical challenges. We provide further 

details on ethical issues and methods used to minimize risk in the section “Ethical Issues and 

Approvals” (Pages 22-23).  

 

2. The authors should report the specific measures taken to monitor and ensure fidelity to the 

intervention given the many visits required from the sex workers n=36) complexity, and long duration 

of the interventional study. The information would be useful should the study be replicated in similar 

settings.  
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Research staff from the lead in-country implementer, FHI360, conducts routine monitoring visits to 

each province to ensure fidelity of intervention activities and outcome evaluations. They review 

intervention activities, and record outcome evaluations systematically on clinical record forms that are 

used throughout the study. These visits take place prior to each outcome evaluation to train or refresh 

local staff on procedures, and during the 12-month CCT+AC implementation period in each province 

to monitor implementation and trouble-shoot any problematic issues (see page 22). We also recently 

published a separate paper describing the adaptation of CCT and cognitive-behavioral aftercare for 

this population, which includes a presentation of the training and fidelity monitoring procedures for this 

trial.  

 

Carrico, A. W., Nil, E., Sophal, C., Stein, E., Sokunny, M., Yuthea, N., ... & Page, K. Behavioral 

interventions for Cambodian female entertainment and sex workers who use amphetamine-type 

stimulants. Journal of behavioral medicine, 2016: January 18, e-pub ahead of print (pp1-9).  

 

3. Strategies taken to increase retention and follow-up of the sex workers should be reported.  

 

Local provincial staff employ several strategies to achieve the highest retention possible in OE’s, the 

CCT-AC intervention, and the ME program. These primarily consist of telephone visit reminders and 

calls to reschedule missed visits for those who have an active phone line, and repeated visits to 

participants home or work locations for visit reminders and in cases of missed visits. This information 

was added to page 22 (Quality Assurance)  

 

4.The primary outcome and other secondary outcomes were not clearly defined. Given the potential 

impact of the intervention on ATS use and unprotected sex, the study would have greater public 

health significance if incident STI was used as one of the indicators. HIV incidence was not used as a 

primary outcome. As explained by the authors, it was not powered to detect this effect probably 

because of the low HIV incidence rates. The number of incident STIs such as gonorrhea or chlamydia 

may be higher, and may provide adequate statistical power to assess the impact. The authors should 

explain why incident STIs was not considered especially when self-collected vaginal swabs are 

already done and can be used for testing for Chlamydia and gonorrhoea.  

 

The primary and secondary outcomes are described with additional detail in the Analysis section 

(Page 23). To our knowledge, HIV incidence in FESW has not been measured contemporaneously 

outside of the studies we conducted in Phnom Penh, wherein incidence was documented at an 

annualized rate of 1.2% and 3.5%. Relative to other populations in Cambodia, this population has the 

highest incidence of HIV. To impact HIV incidence, this study aims to decrease ATS use as a 

mediator of HIV risk, and thus these outcomes (ATS use, unprotected sex and number and types of 

sexual partners) do reflect this. The reviewer is correct that STI incidence would be another good 

indicator of HIV risk as incidence is high (21.2/100 PYO) (Couture et al, STI 2011)), and is associated 

with ATS use. We chose to not measure STIs for several reasons. Adding STI as an outcome would 

necessarily involve another level of biological intervention that we were not resourced to provide in a 

clinically meaningful or ethical manner, including clinical diagnostic assessment and treatment. As per 

the SMARTgirl program, all women who report symptoms of STIs are referred to local providers for 

assessment and treatment. Syndromic assessment which is standard of care would not have provide 

the level of accuracy needed, and many women access treatments including antibiotics as 

pharmacies without going to providers, further challenging accurate measurement of STIs.  

 

5. The different sections starting from methods could be better organized.  

 

The Methods section is organized with the following headings in this order: Trial Design; Setting; 

Training: Inclusion Criteria; Exclusion Criteria; Recruitment and Enrollment; Data collection; Quality 
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Assurance, Ethical Issues and Approval; and DSMB. We moved the CCT and AC intervention 

delivery section to the section describing the Structure and Rationale (See pages 14-16) as 

suggested in Comment#12 below. We also moved the section on Ethical issues above the DSMB 

heading in this section.  

 

6. Finally, as this is a manuscript on a protocol, authors should use the SPIRIT (Standard Protocol 

Items for Randomized Trials) guidelines available at http://www.spirit-statement.org/spirit-statement/ 

rather than the consort guidelines.  

 

The SPIRIT guidelines are included.  

 

6. The abstract should be structured with the following sections. Introduction; Methods and analysis; 

Ethics and dissemination with registration details included as a final section. There is no results 

section because this is a protocol. The primary and secondary outcomes and the data analysis plan 

should be reported in the methods section. In the section on ethics, the dissemination plan should be 

reported.  

 

We have reorganized the abstract in this format. As suggested we include information on the 

dissemination plan in the Ethical issues section (page 23).  

 

7. Well written with strong justification for study. Line 49-replace ‘ambitious’ with objective term eg 

‘large’ study. The hypothesis or more specific objectives should be stated.  

 

We have changed the wording as suggested. The hypothesis, rationale and objectives are stated in 

‘Structure and rationale for the interventions’, (pages 12-13). The CCT+AC intervention is “aims to 

assist individuals with achieving clinically meaningful reductions in their ATS use that will result in 

lower HIV risk”. We also refer to the paper published on the development of the intervention (Carrico 

et al., 2016 [see comment #2; Reviewer #2]) mentioned above (comment #2, Reviewer 2)  

 

8. Structure and rationale for the interventions: A figure to summarize the delivery of the interventions 

would make it easier for readers to follow.  

 

The flow diagram describing the sequential delivery of the CCT and cognitive-behavioral aftercare 

interventions was recently published in a paper by our team (Carrico et al, 2016 [see comment #2; 

Reviewer #2]). We provide the citation for the interested reader.  

 

9. Line 51: Was needs assessment conducted among the female sex workers before planning the 

cognitive-behavioral after care intervention? Approaches that work in other countries may not be 

appropriate to the local socio-cultural context in Cambodia.  

 

We provide a reference to the results of the qualitative needs assessment that informed the 

development of the behavioral interventions (Dixon et al. 2016 in press [See Comment #4; Reviewer 

1]). We also provide a reference to a newly published paper describing how CCT and cognitive-

behavioral aftercare were systematically adapted for this population (Carrico et al., 2016 [see 

comment #2; Reviewer #2])  

 

 

10: METHODS: Some background information of female sex workers in Cambodia should be 

provided.  

 

We have revised the introduction to include more background on female entertainment and sex 

workers in Cambodia. (See Comment #1, Reviewer 1).  
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11. Line 57, page 13 states that the goal of the CIPI intervention is to reduce ATS use and HIV risk. 

However, HIV risk was later reported in the discussion that this was not one of the outcomes. This 

has to be explained more clearly. The use of biologically confirmed ATS users is a methodological 

strength.  

 

The study outcomes include HIV risk related outcomes, as measured by the PSA biomarker and self-

reported measures of condom use and number of partners. To clarify, we state on page 27 that the 

“trial is not powered to detect differences in HIV incidence outcomes.  

 

12: Data collection: This section could be better organized. The description of the CCT and AC 

intervention should come under the section on intervention and not in the data collection section.  

 

As suggested we moved the details on the delivery of the CCT+AC interventions and the 

microenterprise intervention under the section describing the Structure and Rationale (See pages 14-

16)  

 

13. The primary and secondary outcome indicators are not clearly described. They were mentioned in 

different sections under data collection and under analysis. What is the time frame for consistent 

condom use? Is it over the last month or last act of intercourse or at last sexual intercourse just prior 

to the regular assessments? Is condom use assessed for vaginal sex only or also for oral sex?  

 

Additional details on the outcomes are described, including measures and time frames (recent = last 3 

months). See Analysis, page 23. We only assessed vaginal or anal sexual behavior.  

 

14. Ethical approval: The dissemination policy of the trial results was not described.  

 

As suggested we include information on the dissemination plan in the Ethical issues section (page 

23).  

 

VERSION 2 – REVIEW 

REVIEWER Wong Mee Lian 
Saw Swee Hock School of Public Health, National University of 
Singapore  
Tahir Foundation Building, 12 Science Drive 2, 10-01T, Singapore 
117549 

REVIEW RETURNED 23-Feb-2016 

 

GENERAL COMMENTS All the issues hav eben addressed  
Some minor comments for editing  
Abstract  
– The abbreviation “CIPI” is sued for the first time should be spelt in 
full -Cambodia Integrated HIV and Drug Prevention Implementation  
-Dissemination should not only benefit the research community. 
There should also be knowledge transfer to those who will benefit 
most from it , that is, government and the wider community though 
dialogues sessions with the community, policy briefs, 
workshops/seminars and media releases where appropriate. 
Although this mentioned in the manuscript, it wilbe useful for the 
authors to summarize this in the abstract  
 
Please correct some typo errors:  
line 8, page 23  
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Principles, not principals  
Remove ‘of’ in line 8 below  
With ethical principals for human subjects research of promoted by 
the  
.......  
 
Page 1  
Please correct grammar in the sentence below on page 1,  
‘Provinces’ and not ‘provides’?  
The stepped-wedge design makes implementing this intervention in 
10  
randomized provides feasible and acceptable in the context of 
extensive 

 

 

VERSION 2 – AUTHOR RESPONSE 

1. Abstract: The abbreviation “CIPI” is sued for the first time should be spelled in full -Cambodia 

Integrated HIV and Drug Prevention Implementation.  

 

We have edited the abstract as suggested, inserting the name of the study and introducing the 

abbreviation in the Introduction (Page 5)  

 

2. Dissemination should not only benefit the research community. There should also be knowledge 

transfer to those who will benefit most from it , that is, government and the wider community though 

dialogues sessions with the community, policy briefs, workshops/seminars and media releases where 

appropriate. Although this mentioned in the manuscript, it will be useful for the authors to summarize 

this in the abstract.  

 

As suggested, we have included additional reference to the disseminination at the community level in 

the abstract in the subsection Ethics and Dissemination (page 6). For consistency and clarity we also 

added edits to the subsection Ethical Issues and Approvals in the paper main body (See page 23).  

 

3. Typographical errors:  

a. line 8, page 23 - Principles, not principals  

-Corrected  

b. Remove ‘of’ in line 8 below [With ethical principals for human subjects research of promoted by the 

......].  

-Corrected  

c. Page 1: Please correct grammar in the sentence below on page 1, “Provinces’ and not ‘provides”  

-Corrected  

 

4. Additional changes: We updated two references that have been published (previously listed as in-

press). See page 35.  

 

Best regards, Kimberly Page 
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