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ABSTRACT

Abstract Word Count (Limit 300): 292

Introduction: HIV status awareness is important for household contacts of tuberculosis (TB) patients. Home 

HIV testing during TB contact investigation is one approach to increasing HIV status awareness. However, 

uptake of home HIV testing is low in this group. Social interactions during home visits may influence perceived 

stigma and uptake of HIV testing. We designed an intervention to normalize and facilitate uptake of home HIV 

testing with five components: (1) guided selection of the first tester; (2) a prosocial invitation script; (3) opt-out 

framing; (4) optional sharing of decisions to test; and (5) masking of decisions not to test.

Methods and analysis: We will evaluate the effect of this intervention in a household-randomized, controlled 

trial. The primary aim is to assess whether contacts offered HIV testing using the norming strategy will accept 

HIV testing more often than those offered testing using standard strategies. Approximately 198 index patients 

and their households will be enrolled at three public health facilities in Kampala, Uganda. Households will be 

randomized to receive the norming or standard strategy and visited by a trained community health worker 

(CHW) assigned to that strategy. Eligible contacts ≥15 years will be offered optional home HIV testing at no 

cost to the client. The primary outcome will be assessed by CHWs and analyzed using an intention-to-treat 

approach. We will examine secondary outcomes, including proportions of first-invited contacts who accept HIV 

testing, yield of HIV testing, proportion linked to care, and HIV-TB stigma score. Results will inform new, 

scalable strategies for delivering HIV counseling and testing.

Ethics and dissemination: This study was approved by the Yale Human Investigation Committee, Makerere 

University School of Public Health Institutional Review Board, and the Uganda National Council on Science 

and Technology. Trial results will be published using the outcome definition presented here.

Trial Registration: ClinicalTrials.gov Identifier: NCT05124665
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Strengths and limitations of this study
 This trial will be the first randomized, controlled evaluation of a novel intervention designed to increase 

uptake of HIV testing among household contacts of TB patients.

 The intervention is based on a strong foundation of longstanding research on social decision-making and 

could be widely scaled to improve HIV status awareness if effective.

 The cluster-randomized design will allow us to evaluate both individual- and household-level effects of 

the intervention.

 This study design is limited by the short follow-up period of the trial, which will evaluate uptake of HIV 

testing (primary outcome) and linkage to HIV care (secondary outcome), but not initiation of 

antiretroviral therapy.

KEYWORDS

HIV/AIDS, tuberculosis, HIV testing, randomized controlled trial, contact investigation, Uganda, 

implementation science
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INTRODUCTION

Background and Rationale

An estimated 37 million people worldwide are living with HIV, and more than 15%(1) do not know their status 

because they are unaware that they are at risk, unable to access counseling and testing, or unwilling to test 

because of stigma and fear. Layered on to the stigma of HIV is stigma for tuberculosis (TB)(2), the leading 

cause of death among persons living with HIV (PLWH). Approximately 40% of those with TB worldwide are 

unaware of their TB status(3). Like HIV-related stigma, TB-related stigma is common and reduces the 

willingness of at-risk individuals to test for TB and engage in care. 

Testing for HIV is particularly important for close contacts of TB patients. However, layered HIV-TB stigma 

introduces social and psychological barriers to testing for HIV and TB during TB contact investigation. 

Acceptance of home HIV test offers is lower among TB contacts compared to the general population(4, 5). 

There is a critical need for targeted interventions to address layered stigma, reduce the fear of HIV and TB 

testing, and increase uptake of testing for HIV and/or TB among individuals at high risk.

Offering testing at home is a promising approach to increase testing and linkage to care for HIV and TB. Home-

based HIV testing can reach individuals outside the health system, eliminate the costs of attending clinics for 

testing, and offer testing in a familiar environment. Nevertheless, many individuals offered home HIV testing 

in sub-Saharan Africa decline. We have previously shown that when HIV testing is offered during TB home 

visits, social interactions among household members influence perceived stigma and test uptake(6). 

Specifically, when household members discern that others have declined, they say that they fear that testing 

will be socially discrediting. In adjusted analyses, individuals were four times as likely to decline testing when 

the first member of their home declined testing as when that individual accepted(4, 6). 
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Objectives

Nearly a century of research demonstrates that observing the decision-making behaviors of peers profoundly 

influences perceptions, judgments, and subsequent behaviors(7-11). Moreover, status and social ties among 

group members modify their influences on one another. We designed an intervention using established 

principles from social and behavioral science to facilitate household interactions that reduce stigma and 

promote uptake of HIV testing. We plan to evaluate this strategy in a randomized, controlled trial, and 

hypothesize that offering and delivering HIV testing in this manner will increase the proportion of TB contacts 

completing HIV testing and linking to care.

METHODS

Trial design

We will carry out a prospective, household cluster-randomized, controlled implementation trial evaluating a 

multi-component, social and behavioral intervention to reduce household HIV stigma and promote uptake of 

HIV testing among household members undergoing TB contact investigation. We will recruit multiple-contact 

households undergoing routine contact investigation for TB, and randomize them to one of two study arms. 

Households in both arms will receive routine TB contact investigation services, with optional oral HIV testing at 

no cost to the patient. Offers in the control arm will be presented using a standard approach and offers in the 

intervention arm presented using a social-behavioral norming strategy. 

Intervention description

The intervention is designed to normalize the use of HIV testing in the household and increase detection of 

HIV. Community health workers (CHW) will employ acceptance-optimized sequencing of invitations and a 

prosocial invitation script to offer salivary testing for HIV to household members. We will measure HIV- and 
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TB-related stigma using standardized, locally validated instruments before invitation and after completion of 

post-test counseling. We will measure the proportion consenting to HIV testing, the yield of HIV diagnoses, 

and the proportion of new PLWH linked to HIV care. We will also reassess household HIV and TB stigma at 

three months in a subset of participating households. A subset of participants will be contacted at a later point 

for interviews, focus-group discussions, or surveys to better understand the implementation, mechanisms, 

and impact of the intervention.

Study setting

The study will take place in Kampala, Uganda. Uganda is a high HIV-TB-burden country, with estimated HIV 

prevalence of 5.4% and TB incidence of 200 per 100,000(12, 13). More than 25% of PLWH are unaware of their 

HIV status(14). Uptake of door-to-door home HIV testing ranges from 69%–95%(15-17), but uptake of home 

HIV testing among household contacts of TB patients is only 53%-61%(6, 18, 19). The Uganda PLWH Stigma 

Index Survey found that >30% of Ugandan PLWH had experienced malicious gossip in their family or 

community in the prior year(20). TB stigma may be even more common than HIV stigma; nearly 50% of survey 

respondents in Uganda held stigmatizing attitudes toward persons with TB, compared to only 26% of 

respondents who held stigmatizing attitudes toward PLWH(21). Participants will be recruited from public 

health facilities administered by the Kampala Capital City Authority (KCCA). Patients diagnosed with TB at 

KCCA health facilities are offered routine TB contact investigation services led by trained community health 

workers.

Eligibility criteria 

We will enroll index patients and their household contacts from three public-sector, primary care facilities: 

Kiswa, Kawaala, and Kisenyi Health Centers, all in Kampala, Uganda. For the purposes of this study, household 
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contacts are defined as those individuals “sleeping under the same roof” as the index patient for one or more 

days or nights within the past three months(22).

Index patient eligibility criteria include 1) being an adult or child recorded as a TB case in the site’s National TB 

and Leprosy Programme TB Treatment Register, 2) residing within the boundaries of the Kampala Capital City 

Authority, 3) not diagnosed with multi-drug resistant tuberculosis, 4) reporting ≥2 household contacts, age 15 

or above, and 5) agreeing to study procedures in addition to routine contact investigation. Eligibility criteria 

for household contacts include 1) being ≥15 years of age and 2) agreeing to study procedures in addition to 

routine contact investigation. 

Informed consent 

In accordance with National TB guidelines, community health workers will verbally invite eligible index 

patients and their household contacts to participate in contact investigation. Willing index patients and their 

household contacts will be asked to review the research study information sheet and verbal informed consent 

document outlining all study-related activities before providing formal verbal consent to participate in the 

study. Because the primary risk to trial participants is a breach of confidentiality, we will use verbal informed 

consent to minimize the risk of disclosure of tuberculosis or HIV status from signatures on consent forms. 

Community health workers trained in Human Subjects’ Protection, Good Clinical Practice, and informed 

consent procedures will carry out and document all verbal informed consent encounters. For participants 

under age 18 who are not emancipated minors, permission to participate will be obtained from a parent or 

legal guardian. Among index patients and contacts, children aged 15-17 must subsequently assent to 

participate. Among contacts, only household members 15 years of age or older will be eligible for HIV testing. 
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Additional Consent Provisions – collection and use of participant data

After de-identification, participant data (but no specimens) will be stored for at least 7 years. As outlined 

during informed consent, we will not require re-consenting of participants when data is used for a purpose 

beyond the originally proposed aims, provided the purpose is approved by relevant institutional review 

boards. 

Interventions 

Choice of comparators

We will compare a standard, provider-initiated approach to offering HIV counseling and testing during 

household TB contact investigation, as recommended in the Uganda National TB and Leprosy Programme 

(NTLP) guidelines, to our interventional approach, a novel, social-behavioral norming strategy. In both arms, 

CHWs screen contacts for TB symptoms and offer HIV testing to all individuals age ≥15 who do not report 

themselves to be already living with HIV. In the control arm, CHWs will use the standard, “opt-in” framing. 

Those who agree to test will then be taken to a private area within the home and provided HIV counseling and 

oral testing (OraQuick, OraSure Technologies, Bethlehem, PA USA), in accordance with Uganda Ministry of 

Health guidelines(23). The order in which household contacts are offered HIV testing will be at the discretion 

of the CHW, and household members will not be informed of each other’s decisions. Those testing positive will 

be referred to a nearby health facility for confirmatory testing and treatment initiation.

Intervention descriptions

The trial intervention is a socio-behavioral “norming” strategy with five components, each designed to 

influence household dynamics to promote acceptance of HIV counseling and testing. The components include 

(1) guided selection of the first tester; (2) use of a prosocial script; (3) opt-out framing of the test offer; (4) 

optional sharing of decisions to test, and (5) masking decisions not to test, as further outlined below.
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Selection of First Tester

CHWs are trained to make the first HIV testing invitation to the individual most likely to accept testing, as 

nominated by the index patient during the household intake interview. If this person is not present, CHWs are 

trained to invite whomever they deem most likely to accept testing. In all cases, the order of subsequent 

testers will be at the discretion of the CHW.

Prosocial invitation script

When inviting contacts to test, CHWs will employ a standardized script to encourage testing: “Knowing your 

status sets a good example for your household.” This script is labeled as “prosocial” – meaning “for the group” 

– because it features language that frames HIV testing as an activity that benefits the entire household by 

protecting it from the risks that undiagnosed HIV poses to any of its members.(24)

Opt-out framing of the test offer

CHWs will employ an “opt-out” framing for offering HIV testing rather than the standard “opt-in” framing: 

“This oral test kit is approved by the Ministry of Health and used in KCCA health facilities. I’m going to test you 

for HIV now. Is that ok?”

Sharing decision to test

If the household contact offered HIV testing agrees to test, the CHW will privately invite the contact to 

disclose his/her decision to test (although not the test results) with other household members. After delivering 

the HIV testing results, the CHW will use the following script: “Would you like to share your decision to test 

with the others? Sharing is completely optional. However, learning that someone else in their household 

decided to test sometimes gives people the strength to test themselves. Sharing your decision might help 
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another person find the strength to test. This does not mean sharing your test results, just that you were 

tested for HIV. Learning that someone else in their household decided to test sometimes gives people the 

strength to test themselves.” 

Masking household members decision not to test

To ensure that testing decisions cannot be inferred from the length of the private counseling session (e.g., <2 

minutes for those who decline testing, versus 20-30 minutes for those who accept and undergo testing), CHWs 

will standardize the length of time before an individual is returned to the group. For those declining testing, 

CHWs will administer a survey about their attitudes towards HIV testing for approximately 15 minutes. 

Criteria for discontinuing or modifying intervention 

Because this is a minimal-risk social and behavioral intervention, the primary risk to participants is a loss of 

privacy or confidentiality, as may occasionally occur in routine practice. While we do not anticipate the need 

to discontinue the intervention, we will notify the relevant institutional review boards (IRBs) about these 

events if they occur. 

Strategies to improve adherence to intervention 

To prevent cross-contamination between trial arms, three teams of CHWs will deliver services: a clinic-based 

team enrolling TB patients and randomly allocating interventions, a field-based team trained to deliver the 

intervention strategy, and a field-based team trained to deliver the standard strategy. To improve CHW 

adherence to the intervention, decision support, invitation scripts, and intervention components are 

integrated into the electronic case record forms (CommCare, Dimagi, Boston, MA, USA). CHWs will only have 

access to training, procedures, forms, and contact information related to their assigned allocation within the 

electronic case record forms.
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Relevant concomitant care permitted or prohibited during trial 

Concomitant care is permitted during the trial. 

Provisions for post-trial care

Any participant diagnosed with HIV will be referred to antiretroviral therapy (ART) clinics at the participating 

health centers, free of charge. 

Outcomes 

Our primary outcome is the uptake of HIV testing, defined as the number of eligible contacts who undergo HIV 

testing divided by the total number of contacts offered testing. We will also examine several secondary 

outcomes: proportions of first-invited contacts who accept HIV testing, yield of HIV testing, proportion linked 

to care, and HIV-TB stigma score. 

Participant measures

We will collect baseline clinical and demographic variables from cases and contacts. At enrollment, we will 

also ask cases to predict which household contacts are most likely to accept testing, and to share whom they 

and their household contacts go to within the household for health-specific advice, knowledge, and/or 

approval. We will also record if CHWs observe contacts openly sharing their testing decisions with household 

members.

Participant timeline

The schedule of participant procedures for both study arms can be found in Table 1. 
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Tables and Figures

Table 1. Participant Schedule of Procedures

Activity Participant 
Type

Study Arm Location Approximate 
Time to 

Complete

Pre-Study
Screening 
Consent

Study
Initial Clinic 

Visit

Study
Community 

Visit

Study Follow-
Up Clinic Visit

Study Follow-
Up 3-month 

Visit
Timing

-1 0 T1 T2 T3

Screening for contact 
investigation eligibility TB patient Both Clinic 3 min X

Consent to contact investigation 
and study participation TB patient Both Clinic 3-5 min X

TB patient interview TB patient Both Clinic 10 min X

Routine TB education TB patient Both Clinic 20 min X

Screening for study eligibility Contact Both Community 3 min X

Consent to study participation Contact Both Community 3-5 min X

Contact interview on TB 
symptoms, HIV test eligibility 
and HIV-TB Stigma scale 
administration

Contact Both Community 20 min X

      Invitation to HIV testing – 
      Standard* Contact Standard Community 2 min X

      Invitation to HIV testing –  
      Socio-Normative Script* Contact Intervention Community 2 min X

HIV testing+ Contact Both Community 20 min X

      Disclose decision to test to    
      other household members+ Contact Intervention Community 3 min X

Evaluation by clinician and 
initiation of ART Contact Both Clinic ~10-60 min X

HIV-TB Stigma Scale re-
administration Contact Both Community 15 min X

Legend: *Only for those age 15 or above who are not self-reported as living with HIV
+ Only for those who accept offer of HIV testing
 Only for those who test positive for HIV
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Sample Size

Approximately 152 households including about 304 household contacts are needed to power 

the primary analysis. For recruitment and randomization, we will inflate this number by 30% to 

198 households to account for non-completion of household visits (i.e., losses to follow-up). We 

analyzed power for a two-arm household-randomized, controlled trial using mixed model tests 

for two proportions in a two-level hierarchical design (household, contact). We assume an 

average of two household contacts will be eligible for HIV testing per household, the intraclass 

correlation coefficient (ICC) within households will be 0.59, the proportion consenting to testing 

in the control group will be 0.85, and proportion consenting to testing in the intervention group 

will be 0.98. With these assumptions, this sample size target will provide 90% power to detect 

an effect of +0.13 at alpha=0.05. 

Recruitment 

Clinic-based CHWs will approach consecutive TB patients presenting at the three participating 

health centers. Those identified as eligible for both contact investigation and this study will be 

offered a home visit by the CHW. During the home visit, CHWs will assess all encountered 

household contacts of the TB patient aged ≥15 for study eligibility and subsequently offer HIV 

testing. Those not eligible for the study will be offered routine TB contact investigation services 

per NTLP guidelines. 

Assignment of interventions: allocation 
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Sequence generation 

Households will be assigned to a study arm using variable block randomization, with block sizes 

of 2, 4, or 8 to mask the end of a block. We will utilize Study Randomizer(25), a web-based 

randomization service with concealed allocation, to generate the allocation sequence. 

Concealment mechanism

The allocation sequence will be pre-determined by Study Randomizer and accessible only to the 

study coordinators and only at the time of enrollment, with adherence to the release sequence 

verifiable by comparison of time-stamps in Study Randomizer and separate electronic case 

record forms. 

Implementation

Upon determining that a patient is eligible for the study and obtaining verbal informed consent, 

the clinic-based CHW will telephone the study coordinator, who will communicate the assigned 

allocation after enrolling the household using the Study Randomizer tool. The CHW will record 

the allocation and unique randomization identifier in the case record form and connect the 

index patient with the appropriate CHW team to arrange the household visit. 

Assignment of interventions: Blinding

Who will be blinded
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Although CHWs will be blinded to the allocation procedures, blinding them to the assigned 

strategy is not feasible because the two approaches to test offers are easily distinguishable. 

CHWs will record the outcome of test acceptance, but CHWs assigned to each arm will be 

blinded to the outcomes recorded in the other arm. Participants will not be informed about 

whether they are assigned to the intervention or the standard invitation strategy. Neither the 

investigators nor the onsite study coordinators managing randomization will be blinded to 

allocation, but all will remain blinded to study outcomes until data cleaning is completed after 

the trial and the database is locked.

Procedure for unblinding if needed 

Coordinators and investigators may be unblinded to the outcomes for a participant if needed to 

investigate a severe adverse event. 

Data Collection and Management

Plans for assessment and collection of outcomes 

All outcomes will be collected through direct interview of study participants and/or review of 

health center registers. 

Plans to promote participant retention and complete follow-up 

CHWs in both study arms will telephone the index patient or treatment supporter ahead of the 

household visit. If the visit does not take place within two weeks, CHWs will repeat the 
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invitation at the index patient’s two-week TB treatment follow-up visit at the clinic. If a 

community visit has not occurred within seven days of the two-week clinic visit, that TB patient 

will be considered lost to follow up. 

Data Management 

CHWs will enter all data into a customized CommCare application (Dimagi, Boston, MA) on 

password-protected Android tablets. Once submitted, data will be automatically uploaded to a 

secure server. Uploaded data are stored on a HIPAA-certified, password protected, encrypted 

server. In addition to built-in data checks for out-of-range or impossible values, a data manager 

will review all data weekly for missing or impossible values. All CHWs will receive data 

management reports at regular intervals with data queries, which will be resolved in 

consultation with the CHW who initially entered the data. 

Confidentiality

The CommCare application and server are password-protected and HIPAA-certified and use 

encryption to ensure patient confidentiality. Only those with study-approved logins can access 

participant data, with the data manager and principal investigators retaining centralized control 

over access. 

Plans for collection, laboratory evaluation and storage of biological specimens for 

genetic or molecular analysis in this trial/future use
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No biological specimens will be collected for purposes beyond routine TB and HIV evaluation, 

nor will any be stored for future use. 

Statistical methods 

Statistical methods for primary and secondary outcomes 

We will describe enrollment and report baseline characteristics by study arm using simple 

proportions for categorical variables and measures of central tendency for discrete variables. 

We will estimate primary and secondary outcomes using simple proportions or probabilities 

using mixed effects logistic models. We will assess the correlation of outcomes within 

households by calculating the ICC for test uptake by household. We will compare uptake among 

intervention households by fitting a multivariable mixed effects logistic regression model with 

two levels (household, contact), including covariates for characteristics of contacts (age, sex). 

First, we will compare proportions of first-invited contacts who accept HIV testing between 

study arms. Second, we will compare the yield of HIV testing across arms by calculating the 

difference in the proportion of all HIV tests offered that are positive between study arms. Third, 

to assess public health effectiveness, we will compare by study arm the proportion of all 

participants found to be living with HIV who are linked to care within three months. Fourth, we 

will estimate the reliability of the TB case’s nomination of the household contact most likely to 

test by calculating the proportion of nominated contacts who accept HIV testing offers in each 

study arm. Fifth, we will estimate the influence of the first-tester’s decision on subsequent 

testers’ decisions to test by study arm. For the intervention arm only, we will estimate the 

effect of the first testers’ disclosure of their decision to test on subsequent testers’ decisions to 
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test. Finally, we will assess the effect of the intervention on HIV and TB stigma by comparing 

stigma scores between study arms. We will construct models adjusted for imbalances in 

baseline confounders as needed.

Interim analyses 

After 100 unique household visits have occurred, we will conduct an interim analysis for the 

purposes of evaluating the sample size target. We will not examine trial outcomes during the 

interim analysis. Rather, we will calculate the household ICC and mean cluster size for contact 

HIV test uptake across study arms by fitting a null multilevel model. If the ICC is meaningfully 

different from our initial sample size calculations (>10% difference higher or lower than our 

initial estimate of 0.59), or mean cluster size differs by ≥1 participant, we will re-calculate 

sample size and adjust the final sample size accordingly. 

Methods for additional analyses (subgroup) 

Stratified analyses will be carried out by age group and gender of household contacts, and HIV 

status of the household index patient.

Methods in analysis to handle protocol non-adherence and missing data  

The primary analysis will consider the intent-to-treat population, which will include all contacts 

enrolled and eligible at all sites. Intervention contacts in the intent-to-treat population will be 

those enrolled and assigned to the intervention arm through Study Randomizer, regardless of 
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allocation listed in the electronic data record. Control contacts in the intent-to-treat population 

will be those enrolled and assigned to the control arm through Study Randomizer, regardless of 

allocation listed in the electronic data record. Participants with missing HIV testing decisions 

will be eliminated from the final study analysis. For secondary analyses, we will perform a per 

protocol analysis for participants for whom there is a randomization mismatch between data 

recorded in case record forms and Study Randomizer records. 

Plans for granting public access to full protocol, participant data, statistical code 

The full trial protocol is contained with the ClinicalTrials.gov registry (NCT05124665).

Oversight and monitoring

Composition of coordinating centre and trial steering committee 

Because this is a small, investigator-initiated trial of a minimal risk behavioral intervention, we 

did not appoint a steering committee.

Composition of data monitoring committee, role and reporting structure 

Because this is a small, investigator-initiated trial of a minimal risk behavioral intervention, we 

did not appoint a monitoring committee.

Adverse event reporting and harms 
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CHWs are responsible for reporting any adverse events occurring after enrollment to the study 

team within 24 hours, regardless of causality. The study team will immediately notify the 

principal investigators upon learning of an adverse event, and together they will investigate and 

prepare a formal report to the IRBs within 48 hours. The IRBs will determine if the trial needs to 

be paused or terminated based on these reports, and the principal investigators will take 

immediate action based on the IRBs’ determination. 

Frequency and plans for auditing trial conduct 

The principal investigators will conduct periodic audits of trial conduct. We will also adhere to 

all audit requirements of the IRBs and the funder, including monitoring visits.

Plans for communicating important protocol amendments to relevant parties 

(participants, ethical committees, etc) 

We will immediately notify the IRBs if an amendment is needed for safety or if we need to 

revise the target sample size, and we will notify all CHWs and all active participants upon 

approval of the amendment. 

Patient and public involvement statement

We first involved patients and the public in the research by interviewing participants from 56 

households undergoing TB contact investigation to obtain feedback on the proposed 

intervention components and the implementation strategy. We used these data on participant 
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experiences and preferences to modify CHW invitation scripts, improve CHW training and 

decision support, and optimize the client-centeredness of the intervention. We also used these 

data to inform the design of interview guides to assess implementation fidelity and context 

during the trial. 

Dissemination plans 

We will disseminate our findings to stakeholders, including local communities and 

policymakers, and the global research community, through public and private meetings, 

scientific presentations, and open-access publications in peer-reviewed journals.

DISCUSSION

This study will evaluate a novel approach to destigmatizing home HIV testing that optimizes the 

social opportunity to test and link to care for HIV. The results will inform new, scalable 

strategies for delivering HIV counseling and testing to key populations. These data will also 

inform a future factorial experiment and scale-up study to evaluate the effectiveness of each 

intervention component in increasing uptake of HIV testing and decreasing perceived stigma 

related to HIV testing in household settings.

TRIAL STATUS
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Recruitment of study participants began on October 25, 2021. We anticipate recruitment of 

participants to end in May 2023, or whenever the target sample size is reached.

ABBREVIATIONS

CHW Community Health Worker

HIV Human Immunodeficiency Virus

TB Tuberculosis
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All data analysis and data management team members, along with the principal investigators, 

in both the US and Uganda will be given access to a cleaned dataset upon completion of the 

trial. After publication of the primary outcomes, a de-identified dataset containing all variables 

necessary to conduct our primary analysis will be submitted to a data repository. 
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APPENDICES 
APPENDIX 1. Verbal Consent for TB patients 

 

MAKERERE UNIVERSITY COLLEGE OF HEALTH SCIENCES 

YALE UNIVERSITY 

VERBAL CONSENT TO PARTICIPATE IN A RESEARCH STUDY 

 

Study Title: Interrupting HIV and TB stigma in the household during TB contact investigation in 

Uganda  

Summary  

We are inviting you/your child to join a research study. The purpose of this research study is to 

evaluate an intervention to increase uptake of home HIV testing and linkage to HIV and TB care 

among household members undergoing TB investigation. Study activities will include a survey 

during a visit by community health workers. Your involvement will require about one hour. 

There may be some risks from participating in this study, such as disclosure of private 

information like place of residence, TB diagnosis, HIV status. The study may have no benefits to 

you. However, taking part in this study may improve your/your child’s knowledge about TB and 

HIV.  

Taking part in this study is your choice. You can choose to take part, or you can choose not to 

take part in this study. You also can change your mind at any time. Whatever choice you make 

will not have any effect on your relationship with this health center. Even if you don’t participate 

in the research, you can still receive free home contact investigation services.  

If you are interested in learning more about the study, please continue reading, or have someone 

read to you, the rest of this document. Ask the study staff questions about anything you do not 

understand. Once you understand the study, we will ask you if you wish to participate; if so, you 

will have to sign this form.  

Introduction: You/your child are being asked to participate in this study because you/your child 

have been diagnosed with TB, and there is a chance that people in your household may have TB 

and or HIV. You can choose whether or not you want to participate in this study. Take your time 

when making your decision about participating. You may discuss your decision with your family 

and friends, if you wish. If you have any questions, you may ask the health worker at any time.  

Sponsor: This study is sponsored by the National Institutes of Health.  

Purpose: The study seeks to develop and evaluate an intervention to increase uptake of home 

HIV testing and linkage to HIV and TB care among household members undergoing TB contact 

investigation.  
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Procedures: This study will be carried out during contact investigation activities initiated at 

Kiswa, Kisenyi and Kawaala Health Centres. About 152 TB patients identified at health clinics 

and about 304 household contacts 15 years and older will take part in one of the two study arms.  

If you/your child choose to take part in the study, the following procedures will occur:  

• Before visiting your household, the community health worker will ask you/your child to 

participate in this study.  

• After study enrolment a CHW will work with you/your child and, if available, treatment 

supporter to schedule a home visit.  

• Households will be randomly assigned to one of the two CHW teams to receive the 

intervention or the routine care.  

• After being notified by the clinic-based CHW, the assigned CHW team will then accompany 

the index patient to the household to conduct both routine household contact investigation 

and study procedures.  

• Upon arrival, the CHWs will enrol all eligible consenting household contacts in the study. 

But before doing this, at the start, CHWs will introduce themselves and ask for introduction 

of contacts.  

• They will introduce the reason for their visit and the services they will offer (TBCI, oral HIV 

testing) using the introductory script for either Intervention or routine care depending on 

household assignment.  

• For the intervention arm, one CHW will take the index case to a private area to ask the 

influence questions. The CHW will also collect patient demographic data and information 

about your household. After completing this exercise, the CHW will then embark on 

conducting household contact screening interviews followed by HIV testing and any other 

study related activities.  

• Meanwhile, the other CHW will be conducting routine TB contact investigation activities 

and any other clinical procedures in household TB contact investigation.  

• After 3 (three) months, the community health worker may contact your household to 

schedule a follow-up visit to ask each participating member about their attitudes about TB 

and HIV.  

Duration of study: If you/your child choose to take part in the study, a researcher will join the 

routine contact investigation visit to your home. The research procedures will take about one 

hour.  

Risks: There are minimal risks to participating in this study. The primary risks to you/your child 

is the psychological and social risks of disclosure of private information such as place of 

residence, or of disclosure of your/your child’s TB diagnosis and/or HIV status. As in routine 

practice, community health workers will make every effort to preserve the privacy and 

confidentiality of you/your child’s information (that is, keep it a secret.) No other adverse effects 

are expected. Furthermore, we will not publish any identifying information and we will only use 

personal information like your name and phone number to communicate with you.  

Benefits: Taking part in this study could improve your/your child’s knowledge about TB and 

HIV.  
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Confidentiality: If you/your child agree to join this study, we will collect some personal 

information from you/your child, but only the people working on the study will see it. We will 

assign a code to your/your child’s information. The key to the code will be stored in a safe place. 

Your/your child’s name will not be used in any published reports from research using your 

health information. Research staff will have access to information about you/your child but they 

will not release any identifying information about you/your child to others. We will also share 

information about you with other researchers for future research, but we will not use your name 

or other identifiers. We will not ask you for any additional permission.  

To make sure the project follows good research practices, the Makerere University School of 

Public Health Higher Degree of Research and Ethics Committee, the Yale University Human 

Investigation Committee, the Uganda National Council for Science and Technology, or the U.S. 

National Institutes of Health may look at or copy records that show your/your child’s name or 

study number. We will comply with all laws that protect your/your child’s confidentiality.  

Voluntary participation: Participating in this study is voluntary. It is your/your child’s choice 

whether to participate or not. If you no longer wish to participate you may ask the study team to 

leave at any time. You/your child may refuse to answer any questions you/your child do not want 

to answer. If you/your child choose not to participate in the study, you/your child can still receive 

health care and TB treatment at this or any other clinic. You/your child may change your mind 

later and stop participating even if you/your child agreed earlier. Tell the LHW if you/your child 

are thinking about stopping or if you/your child decide to stop. If you/your child decide after the 

study that you do not wish to be in the study, you can contact the study staff and you/your child 

will be removed from the study. We will tell you/your child about any new information or 

changes in the study that may affect you/your child’s willingness to continue in the study.  

The study staff may also stop you/your child from taking part in this study at any time if the 

study is stopped, or if they believe that it is in you/your child’s best interest.  

Costs: You will not be charged for any of the study activities.  

Payment: You/your child will not be paid for taking part in the study.  

Questions: You/your child can talk to the study staff about any questions, concerns, or 

complaints you have about this study. You can also contact Dr. Achilles Katamba, the Principal 

Investigator on +256-414-530-021 or 0753-040-922.  

If you wish to ask questions about the study or you/your child’s rights as a research participant to 

someone other than the researchers, or if you wish to voice any problems or concerns you may 

have about the study, please call Dr Suzanne Kiwanuka, chairperson of Makerere University 

School of Public Health Higher Degree of Research and Ethics Committee at 0701-273-378.  

You can ask questions any time. You can ask now. You can ask later. You can talk to me or you 

can talk to someone else.  
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APPENDIX 2. Verbal consent for household contacts 

 

MAKERERE UNIVERSITY COLLEGE OF HEALTH SCIENCES 

YALE UNIVERSITY 

VERBAL CONSENT TO PARTICIPATE IN A RESEARCH STUDY 

Study Title: Interrupting HIV and TB stigma in the household during TB contact 

investigation in Uganda  

Summary  

We are inviting you/your child to join a research study to evaluate an intervention to increase 

uptake of home HIV testing and linkage to HIV and TB care among household members 

undergoing home-based TB contact investigation.  

The purpose of this research study is to evaluate an intervention to increase uptake of home HIV 

testing and linkage to HIV and TB care among household members undergoing TB investigation. 

Study activities will include a survey during a visit by community health workers. Your 

involvement will require about one hour. There may be some risks from participating in this 

study, such as disclosure of private information like place of residence, TB diagnosis, HIV 

status. The study may have no benefits to you. However, taking part in this study may improve 

your/your child’s knowledge about TB and HIV.  

Taking part in this study is your choice. You can choose to take part, or you can choose not to 

take part in this study. You also can change your mind at any time. Whatever choice you make 

will not have any effect on your relationship with this health center. Even if you don’t participate 

in the research, you can still receive free home contact investigation services.  

If you are interested in learning more about the study, please continue reading, or have someone 

read to you, the rest of this document. Ask the study staff questions about anything you do not 

understand. Once you understand the study, we will ask you if you wish to participate.  

Introduction: You/your child are being asked to participate in this study because you/your child 

is a household contact of TB and there is a chance that you/your child may have TB and or HIV. 

You can choose whether or not you/your child want to participate in this study. Take your time 

when making your decision about participating. If you have any questions, you may ask the 

community health worker at any time.  

Sponsor: This study is sponsored by the National Institutes of Health.  

Purpose: The study seeks to develop and evaluate an intervention to increase uptake of home 

HIV testing and linkage to HIV and TB care among household members undergoing home-based 

TB contact investigation.  
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Procedures: This study will be carried out during contact investigation activities initiated at 

Kiswa, Kisenyi, and Kawaala Health Centres. About 304 adult household contacts eligible for 

HIV testing will be enrolled into the study.  

If you/your child choose to take part in the study, the following procedures will occur:  

• Community health workers will provide household contact investigation services, 

including TB education, screening, sputum collection, and clinic referral, according to 

routine public heath protocols.  

• A community health worker will offer free, optional oral HIV testing.  

• For newly identified people living with HIV, they will be linked to care at the preferred 

facility. Engagement in care will be assessed at month one and month three by facility 

register review and phone follow-up.  

• After 3 (three) months, the community health worker might contact your household to 

schedule a follow-up visit to ask each participating member about their attitudes about 

TB and HIV.  

Duration of study: If you/your child choose to take part in the study, today’s visit will last about 

1 hour. There might be follow-up home visits which might last about 1 hour for each visit.  

Risks: There are minimal risks to participating in this study. The primary risks to you/your child 

is the psychological and social risks of disclosure of private information such as place of 

residence, or of disclosure of your/your child’s TB diagnosis and/or HIV status. As is done in 

routine practice, community health workers will make every effort to preserve the privacy and 

confidentiality of you/your child’s information (that is, keep it a secret.) No other adverse effects 

are expected. Furthermore, we will not publish any identifying information and we will only use 

personal information like your name and phone number to communicate with you.  

Benefits: Taking part in this study could improve your/your child’s knowledge about TB and 

HIV. In case you/your child has TB and or HIV, your/your child’s participation could help them 

be diagnosed with TB and or HIV earlier than if you/your child did not take part in the study. 

This means they would be able to start treatment sooner and be less likely to transmit the disease 

to others.  

Confidentiality: If you/your child agree to join this study, we will collect some personal 

information, possibly including a voice recording if we choose you/your child to participate in 

the follow-up household discussions. Only the people working on the study will see/hear these. 

We will assign a code to your/your child’s information. The key to the code will be stored in a 

safe place. We will not use your sputum for any purposes other than to test for TB. Your/your 

child’s name will not be used in any published reports from research using your health 

information. Research staff will have access to information about you/your child but they will 

not release any identifying information about you/your child to others. We will also share 

information about you with other researchers for future research, but we will not use your name 

or other identifiers. We will not ask you for any additional permission.  
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To make sure the project follows good research practices, the Makerere University School of 

Public Health Higher Degree of Research and Ethics Committee, the Yale University Human 

Investigation Committee, the Uganda National Council for Science and Technology, or the U.S. 

National Institutes of Health may look at or copy records that show your/your child’s name or 

study number. We will comply with all laws that protect your/your child’s confidentiality. Health 

workers in the clinic may be required to report information about your/your child’s TB and HIV 

evaluation to the National TB and Leprosy Programme (NTLP) using standard forms.  

Voluntary participation: Participating in this study is voluntary. It is your/your child’s choice 

whether to participate or not. If you are providing consent for your child to participate, and your 

child does not want to participate, we will not include your child in the study. If you no longer 

wish to participate you may ask the study team to leave at any time. You/your child may refuse 

to answer any questions you/your child do not want to answer. If you/your child choose not to 

participate in the study, you/your child can still receive health care and TB treatment at the 

clinic. You/your child may change your mind later and stop participating even if you agreed 

earlier. Tell the LHW if you are thinking about stopping or if you decide to stop. If you/your 

child decide after the study that you do not wish to be in the study, you/your child can contact the 

study staff and you will be removed from the study. We will tell you/your child about any new 

information or changes in the study that may affect your willingness to continue in the study.  

The study staff may also stop you/your child from taking part in this study at any time if the 

study is stopped, or if they believe that it is in your/your child’s best interest. Whether or not 

you/your child is in this study, it is important to follow the instructions of the health care workers 

regarding clinic visits and to take medication if needed.  

Costs: You will not be charged for any of the study activities, but there may be some costs 

associated with routine care, such as traveling to the health facility.  

Payment: You/your child will not be paid for taking part in this study.  

Questions: You/your child can talk to the study staff about any questions, concerns, or 

complaints you/your child have about this study. You can also contact Dr. Achilles Katamba, the 

Principal Investigator on +256-414-530-021 or 0753-040-922.  

If you wish to ask questions about the study or your/your child’s rights as a research participant 

to someone other than the researchers, or if you wish to voice any problems or concerns you may 

have about the study, please call Dr Suzanne Kiwanuka, chairperson of Makerere University 

School of Public Health Higher Degree of Research and Ethics Committee at 0701-273-378.  
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SPIRIT Checklist for Trials

Complete this checklist by entering the page and line numbers where each of the items listed below can be found in your manuscript.

Your manuscript may not currently address all the items on the checklist. Please modify your text to include the missing information. If you are certain that an 

item does not apply, please state "n/a" and provide a short explanation. Leaving an item blank or stating “n/a” without an explanation will lead to your 

manuscript being returned before review.

Upload your completed checklist as an additional file when you submit to Trials. You must reference this additional file in the main text of your protocol 

submission. The completed SPIRIT figure must be included within the main body of the protocol text and can be downloaded here: http://www.spirit-

statement.org/schedule-of-enrolment-interventions-and-assessments/ 

In your methods section, please state that you used the SPIRIT reporting guidelines, and cite them as:

Chan A-W, Tetzlaff JM, Gøtzsche PC, Altman DG, Mann H, Berlin J, Dickersin K, Hróbjartsson A, Schulz KF, Parulekar WR, Krleža-Jerić K, Laupacis A, Moher D. 

SPIRIT 2013 Explanation and Elaboration: Guidance for protocols of clinical trials. BMJ. 2013;346:e7586

Reporting Item Page and Line Number Reason if not applicable

Administrative information

Title #1 Descriptive title identifying the study design, 

population, interventions, and, if applicable, trial 

acronym

Page 1]

Trial registration #2a Trial identifier and registry name. If not yet 

registered, name of intended registry

Page 2]

Trial registration: data 

set

#2b All items from the World Health Organization 

Trial Registration Data Set

Not included} All information required by the WHO is 

included in the clinicaltrials.gov registry 

that we have used. Since we have 

provided the registry number, readers will 

be able to find the most up to date 
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information at any given time on the 

registry itself.]

Protocol version #3 Date and version identifier Not included The protocol publication date will serve as 

the protocol date. The clinical trial registry 

also has a protocol version and date 

associated with it that will continue to be 

updated over time as needed. 

Funding #4 Sources and types of financial, material, and 

other support

Page 20]

Roles and 

responsibilities: 

contributorship

#5a Names, affiliations, and roles of protocol 

contributors

Page 1]

Roles and 

responsibilities: sponsor 

contact information

#5b Name and contact information for the trial 

sponsor

Page 1]

Roles and 

responsibilities: sponsor 

and funder

#5c Role of study sponsor and funders, if any, in study 

design; collection, management, analysis, and 

interpretation of data; writing of the report; and 

the decision to submit the report for publication, 

including whether they will have ultimate 

authority over any of these activities

Page 20]

Roles and 

responsibilities: 

committees

#5d Composition, roles, and responsibilities of the 

coordinating centre, steering committee, 

endpoint adjudication committee, data 

management team, and other individuals or 

groups overseeing the trial, if applicable (see Item 

21a for data monitoring committee)

Page 17]
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Introduction

Background and 

rationale

#6a Description of research question and justification 

for undertaking the trial, including summary of 

relevant studies (published and unpublished) 

examining benefits and harms for each 

intervention

Page 4]

Background and 

rationale: choice of 

comparators

#6b Explanation for choice of comparators Page 8]

Objectives #7 Specific objectives or hypotheses Page 5]

Trial design #8 Description of trial design including type of trial 

(eg, parallel group, crossover, factorial, single 

group), allocation ratio, and framework (eg, 

superiority, equivalence, non-inferiority, 

exploratory)

Page 5]

Methods: Participants, interventions, and outcomes

Study setting #9 Description of study settings (eg, community 

clinic, academic hospital) and list of countries 

where data will be collected. Reference to where 

list of study sites can be obtained

Page 6]

Eligibility criteria #10 Inclusion and exclusion criteria for participants. If 

applicable, eligibility criteria for study centres and 

individuals who will perform the interventions 

(eg, surgeons, psychotherapists)

Page 6-7]

Page 37 of 44

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

BMJ Open

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60

 on A
pril 10, 2024 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2022-061508 on 25 M

ay 2022. D
ow

nloaded from
 

https://www.goodreports.org/reporting-checklists/spirit/info/#6a
https://www.goodreports.org/reporting-checklists/spirit/info/#6b
https://www.goodreports.org/reporting-checklists/spirit/info/#7
https://www.goodreports.org/reporting-checklists/spirit/info/#8
https://www.goodreports.org/reporting-checklists/spirit/info/#9
https://www.goodreports.org/reporting-checklists/spirit/info/#10
http://bmjopen.bmj.com/


For peer review only

Interventions: 

description

#11a Interventions for each group with sufficient detail 

to allow replication, including how and when they 

will be administered

Page 8-10]

Interventions: 

modifications

#11b Criteria for discontinuing or modifying allocated 

interventions for a given trial participant (eg, drug 

dose change in response to harms, participant 

request, or improving / worsening disease)

Page 10]

Interventions: adherance #11c Strategies to improve adherence to intervention 

protocols, and any procedures for monitoring 

adherence (eg, drug tablet return; laboratory 

tests)

Page 10]

Interventions: 

concomitant care

#11d Relevant concomitant care and interventions that 

are permitted or prohibited during the trial

Page 11]

Outcomes #12 Primary, secondary, and other outcomes, 

including the specific measurement variable (eg, 

systolic blood pressure), analysis metric (eg, 

change from baseline, final value, time to event), 

method of aggregation (eg, median, proportion), 

and time point for each outcome. Explanation of 

the clinical relevance of chosen efficacy and harm 

outcomes is strongly recommended

Page 11]

Participant timeline #13 Time schedule of enrolment, interventions 

(including any run-ins and washouts), 

assessments, and visits for participants. A 

schematic diagram is highly recommended (see 

Figure)

Page 11, Table 1]
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Sample size #14 Estimated number of participants needed to 

achieve study objectives and how it was 

determined, including clinical and statistical 

assumptions supporting any sample size 

calculations

Page 12]

Recruitment #15 Strategies for achieving adequate participant 

enrolment to reach target sample size

Page 12]

Methods: Assignment of interventions (for controlled trials)

Allocation: sequence 

generation

#16a Method of generating the allocation sequence 

(eg, computer-generated random numbers), and 

list of any factors for stratification. To reduce 

predictability of a random sequence, details of 

any planned restriction (eg, blocking) should be 

provided in a separate document that is 

unavailable to those who enrol participants or 

assign interventions

Page 12-13]

Allocation concealment 

mechanism

#16b Mechanism of implementing the allocation 

sequence (eg, central telephone; sequentially 

numbered, opaque, sealed envelopes), describing 

any steps to conceal the sequence until 

interventions are assigned

Page 13]

Allocation: 

implementation

#16c Who will generate the allocation sequence, who 

will enrol participants, and who will assign 

participants to interventions

Page 13]

Blinding (masking) #17a Who will be blinded after assignment to 

interventions (eg, trial participants, care 

Page 13]
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providers, outcome assessors, data analysts), and 

how

Blinding (masking): 

emergency unblinding

#17b If blinded, circumstances under which unblinding 

is permissible, and procedure for revealing a 

participant’s allocated intervention during the 

trial

Page 14]

Methods: Data collection, management, and analysis

Data collection plan #18a Plans for assessment and collection of outcome, 

baseline, and other trial data, including any 

related processes to promote data quality (eg, 

duplicate measurements, training of assessors) 

and a description of study instruments (eg, 

questionnaires, laboratory tests) along with their 

reliability and validity, if known. Reference to 

where data collection forms can be found, if not 

in the protocol

Page 14]

Data collection plan: 

retention

#18b Plans to promote participant retention and 

complete follow-up, including list of any outcome 

data to be collected for participants who 

discontinue or deviate from intervention 

protocols

Page 14]

Data management #19 Plans for data entry, coding, security, and 

storage, including any related processes to 

promote data quality (eg, double data entry; 

range checks for data values). Reference to 

where details of data management procedures 

can be found, if not in the protocol

Page 14]
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Statistics: outcomes #20a Statistical methods for analysing primary and 

secondary outcomes. Reference to where other 

details of the statistical analysis plan can be 

found, if not in the protocol

Page 15-16]

Statistics: additional 

analyses

#20b Methods for any additional analyses (eg, 

subgroup and adjusted analyses)

Page 16]

Statistics: analysis 

population and missing 

data

#20c Definition of analysis population relating to 

protocol non-adherence (eg, as randomised 

analysis), and any statistical methods to handle 

missing data (eg, multiple imputation)

Page 16-17]

Methods: Monitoring

Data monitoring: formal 

committee

#21a Composition of data monitoring committee 

(DMC); summary of its role and reporting 

structure; statement of whether it is independent 

from the sponsor and competing interests; and 

reference to where further details about its 

charter can be found, if not in the protocol. 

Alternatively, an explanation of why a DMC is not 

needed

Page 17]

Data monitoring: interim 

analysis

#21b Description of any interim analyses and stopping 

guidelines, including who will have access to 

these interim results and make the final decision 

to terminate the trial

Page 16]

Harms #22 Plans for collecting, assessing, reporting, and 

managing solicited and spontaneously reported 

Page 17-18]
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adverse events and other unintended effects of 

trial interventions or trial conduct

Auditing #23 Frequency and procedures for auditing trial 

conduct, if any, and whether the process will be 

independent from investigators and the sponsor

Page 18]

Ethics and dissemination

Research ethics approval #24 Plans for seeking research ethics committee / 

institutional review board (REC / IRB) approval

Page 21]

Protocol amendments #25 Plans for communicating important protocol 

modifications (eg, changes to eligibility criteria, 

outcomes, analyses) to relevant parties (eg, 

investigators, REC / IRBs, trial participants, trial 

registries, journals, regulators)

Page 18]

Consent or assent #26a Who will obtain informed consent or assent from 

potential trial participants or authorised 

surrogates, and how (see Item 32)

Page 7]

Consent or assent: 

ancillary studies

#26b Additional consent provisions for collection and 

use of participant data and biological specimens 

in ancillary studies, if applicable

Page 8]

Confidentiality #27 How personal information about potential and 

enrolled participants will be collected, shared, 

and maintained in order to protect confidentiality 

before, during, and after the trial

Page 15]

Declaration of interests #28 Financial and other competing interests for 

principal investigators for the overall trial and 

each study site

Page 21]
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Data access #29 Statement of who will have access to the final 

trial dataset, and disclosure of contractual 

agreements that limit such access for 

investigators

Page 20]

Ancillary and post trial 

care

#30 Provisions, if any, for ancillary and post-trial care, 

and for compensation to those who suffer harm 

from trial participation

Page 11]

Dissemination policy: 

trial results

#31a Plans for investigators and sponsor to 

communicate trial results to participants, 

healthcare professionals, the public, and other 

relevant groups (eg, via publication, reporting in 

results databases, or other data sharing 

arrangements), including any publication 

restrictions

Page 18-19]

Dissemination policy: 

authorship

#31b Authorship eligibility guidelines and any intended 

use of professional writers

Page 20]

Dissemination policy: 

reproducible research

#31c Plans, if any, for granting public access to the full 

protocol, participant-level dataset, and statistical 

code

Page 17]

Appendices

Informed consent 

materials

#32 Model consent form and other related 

documentation given to participants and 

authorised surrogates

Page 26-31]

Biological specimens #33 Plans for collection, laboratory evaluation, and 

storage of biological specimens for genetic or 

Page 15]
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molecular analysis in the current trial and for 

future use in ancillary studies, if applicable

It is strongly recommended that this checklist be read in conjunction with the SPIRIT 2013 Explanation & Elaboration for important clarification on the items. 

Amendments to the protocol should be tracked and dated. The SPIRIT checklist is copyrighted by the SPIRIT Group under the Creative Commons “Attribution-

NonCommercial-NoDerivs 3.0 Unported” license. This checklist can be completed online using https://www.goodreports.org/, a tool made by the EQUATOR 

Network in collaboration with Penelope.ai
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ABSTRACT

Abstract Word Count (Limit 300): 297

Introduction: HIV status awareness is important for household contacts of tuberculosis(TB) patients. Home 

HIV testing during TB contact investigation increases HIV status awareness. Social interactions during home 

visits may influence perceived stigma and uptake of HIV testing. We designed an intervention to normalize and 

facilitate uptake of home HIV testing with five components: (1) guided selection of first tester; (2) prosocial 

invitation scripts; (3) opt-out framing; (4) optional sharing of decisions to test; and (5) masking of decisions not 

to test.

Methods and analysis: We will evaluate the intervention effect in a household-randomized, controlled trial. 

The primary aim is to assess whether contacts offered HIV testing using the norming strategy will accept HIV 

testing more often than those offered testing using standard strategies. Approximately 198 households will be 

enrolled through three public health facilities in Kampala, Uganda. Households will be randomized to receive 

the norming or standard strategy and visited by a community health worker (CHW) assigned to that strategy. 

Eligible contacts ≥15 years will be offered optional, free, home HIV testing. The primary outcome, proportion 

of contacts accepting HIV testing, will be assessed by CHWs and analyzed using an intention-to-treat approach. 

Secondary outcomes will include changes in perceived HIV stigma, changes in perceived TB stigma, effects of 

perceived HIV stigma on HIV test uptake, effects of perceived TB stigma on HIV test uptake, and proportions 

of first-invited contacts who accept HIV testing. Results will inform new, scalable strategies for delivering HIV 

testing.

Ethics and dissemination: This study was approved by the Yale Human Investigation 

Committee(2000024852), Makerere University School of Public Health Institutional Review Board(661), and 

Uganda National Council on Science and Technology(HS2567). Results will be submitted to a peer-reviewed 
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journal and disseminated to national stakeholders, including policymakers and representatives of affected 

communities. 

Trial Registration: ClinicalTrials.gov: NCT05124665

Strengths and limitations of this 
 This trial will be the first randomized, controlled evaluation of a novel intervention designed to increase 

uptake of HIV testing among household contacts of patients with TB.

 The intervention is based on a strong foundation of longstanding research on social decision-making and 

could be widely scaled to improve HIV status awareness if effective.

 The cluster-randomized design will allow us to evaluate both individual- and household-level effects of 

the intervention.

 The cluster-randomized design and use of separate teams of community health workers for each arm 

reduces the risk of contamination across arms.

 This study design is limited by the short follow-up period of the trial, which will evaluate uptake of HIV 

testing (primary outcome) and record linkage to HIV care, but not initiation of antiretroviral therapy.

KEYWORDS

HIV/AIDS, tuberculosis, HIV testing, randomized controlled trial, contact investigation, Uganda, 

implementation science
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INTRODUCTION

Background and Rationale

An estimated 37 million people worldwide are living with HIV, and more than 15%(1) do not know their status 

because they are unaware that they are at risk, unable to access counseling and testing, or unwilling to test 

because of stigma and fear. Layered on to the stigma of HIV is stigma for tuberculosis (TB)(2), the leading 

cause of death among persons living with HIV (PLWH). Approximately 40% of those with TB worldwide are 

unaware of their TB status(3). Like HIV-related stigma, TB-related stigma is common and reduces the 

willingness of at-risk individuals to test for TB and engage in care. 

Testing for HIV is particularly important for close contacts of patients with TB. However, layered HIV-TB stigma 

introduces social and psychological barriers to testing for HIV and TB during TB contact investigation. 

Acceptance of home HIV test offers is lower among TB contacts compared to the general population(4, 5). 

There is a critical need for targeted interventions to address layered stigma, reduce the fear of HIV and TB 

testing, and increase uptake of testing for HIV and/or TB among individuals at high risk.

Offering testing at home is a promising approach to increase testing and linkage to care for HIV and TB. Home-

based HIV testing can reach individuals outside the health system, eliminate the costs of attending clinics for 

testing, and offer testing in a familiar environment. Nevertheless, many individuals offered home HIV testing 

in sub-Saharan Africa decline. We have previously shown that when HIV testing is offered during TB home 

visits, social interactions among household members influence perceived stigma and test uptake(6). 

Specifically, when household members discern that others have declined, they say that they fear that testing 

will be socially discrediting. In adjusted analyses, individuals were four times as likely to decline testing when 

the first member of their home declined testing as when that individual accepted(4, 6). Others have shown 

that misperceived norms influence HIV-related health behaviors(7, 8).
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Objectives

Nearly a century of research demonstrates that observing the decision-making behaviors of peers profoundly 

influences perceptions, judgments, and subsequent behaviors(9-13). Moreover, status and social ties among 

group members modify their influences on one another. We designed an intervention using established 

principles from social and behavioral science to facilitate household interactions that reduce stigma and 

promote uptake of HIV testing. This study will evaluate a novel approach to destigmatizing home HIV testing 

that optimizes the social opportunity to test and link to care for HIV. We plan to evaluate this strategy in a 

randomized, controlled trial, and hypothesize that offering and delivering HIV testing in this manner will 

increase the proportion of TB contacts completing HIV testing and linking to care. The results will inform new, 

scalable strategies for delivering HIV counseling and testing to key populations. These data will also inform a 

future factorial experiment and scale-up study to evaluate the effectiveness of each intervention component 

in increasing uptake of HIV testing and decreasing perceived stigma related to HIV testing in household 

settings.

METHODS

Trial design

We will carry out a prospective, household cluster-randomized, controlled implementation trial evaluating a 

multi-component, social and behavioral intervention to reduce household HIV stigma and promote uptake of 

HIV testing among household members undergoing TB contact investigation. We will recruit multiple-contact 

households undergoing routine contact investigation for TB, and randomize them to one of two study arms. 

Households in both arms will receive routine TB contact investigation services, with optional oral HIV testing at 

no cost to the patient. Offers in the control arm will be presented using a standard approach and offers in the 

intervention arm presented using a social-behavioral norming strategy. 
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Intervention description

The intervention is designed to normalize the use of HIV testing in the household and increase detection of 

HIV. Community health workers (CHW) will employ acceptance-optimized sequencing of invitations and a 

prosocial invitation script to offer salivary testing for HIV to household members. We will measure HIV- and 

TB-related stigma using standardized, locally validated instruments before invitation and after completion of 

post-test counseling. We will measure the proportion consenting to HIV testing, the yield of HIV diagnoses, 

and the proportion of new PLWH linked to HIV care. We will also reassess household HIV and TB stigma at 

three months in a subset of participating households. A subset of participants will be contacted at a later point 

for interviews, focus-group discussions, or surveys to better understand the implementation, mechanisms, 

and impact of the intervention.

Study setting

The study will take place in Kampala, Uganda. Uganda is a high HIV-TB-burden country, with estimated HIV 

prevalence of 5.4% and TB incidence of 200 per 100,000(14, 15). More than 25% of PLWH are unaware of their 

HIV status(16). Uptake of door-to-door home HIV testing ranges from 69%–95%(17-19), but uptake of home 

HIV testing among household contacts of patients with TB is only 53%-61%(6, 20, 21). The Uganda PLWH 

Stigma Index Survey found that >30% of Ugandan PLWH had experienced malicious gossip in their family or 

community in the prior year(22). TB stigma may be even more common than HIV stigma; nearly 50% of survey 

respondents in Uganda held stigmatizing attitudes toward persons with TB, compared to only 26% of 

respondents who held stigmatizing attitudes toward PLWH(23). Participants will be recruited from public 

health facilities administered by the Kampala Capital City Authority (KCCA). Patients diagnosed with TB at 

KCCA health facilities are offered routine TB contact investigation services led by trained community health 

workers.
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Eligibility criteria 

We will enroll index patients and their household contacts from three public-sector, primary care facilities: 

Kiswa, Kawaala, and Kisenyi Health Centers, all in Kampala, Uganda. For the purposes of this study, household 

contacts are defined as those individuals “sleeping under the same roof” as the index patient for one or more 

days or nights within the past three months(24).

Index patient eligibility criteria include 1) being an adult or child recorded as a TB case in the site’s National TB 

and Leprosy Programme TB Treatment Register, 2) residing within the boundaries of the Kampala Capital City 

Authority, 3) not diagnosed with multi-drug resistant tuberculosis, 4) reporting ≥2 household contacts, age 15 

or above, and 5) agreeing to study procedures in addition to routine contact investigation. Eligibility criteria 

for household contacts include 1) being ≥15 years of age and 2) agreeing to study procedures in addition to 

routine contact investigation. 

Informed consent 

In accordance with National TB guidelines, community health workers will verbally invite eligible index 

patients and their household contacts to participate in contact investigation. Willing index patients and their 

household contacts will be asked to review the research study information sheet and verbal informed consent 

document outlining all study-related activities before providing formal verbal consent to participate in the 

study. Because the primary risk to trial participants is a breach of confidentiality, we will use verbal informed 

consent to minimize the risk of disclosure of tuberculosis or HIV status from signatures on consent forms. 

Community health workers trained in Human Subjects’ Protection, Good Clinical Practice, and informed 

consent procedures will carry out and document all verbal informed consent encounters. For participants 
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under age 18 who are not emancipated minors, permission to participate will be obtained from a parent or 

legal guardian. Among index patients and contacts, children aged 15-17 must subsequently assent to 

participate. Among contacts, only household members 15 years of age or older will be eligible for HIV testing. 

Additional Consent Provisions – collection and use of participant data

After de-identification, participant data (but no specimens) will be stored for at least 7 years. As outlined 

during informed consent, we will not require re-consenting of participants when data is used for a purpose 

beyond the originally proposed aims, provided the purpose is approved by relevant institutional review 

boards. 

Interventions 

Choice of comparators

We will compare a standard, provider-initiated approach to offering HIV counseling and testing during 

household TB contact investigation, as recommended in the Uganda National TB and Leprosy Programme 

(NTLP) guidelines, to our interventional approach, a novel, social-behavioral norming strategy. In both arms, 

CHWs screen contacts for TB symptoms and offer HIV testing to all individuals age ≥15 who do not report 

themselves to be already living with HIV. In the control arm, CHWs will use the standard, “opt-in” framing. 

Those who agree to test will then be taken to a private area within the home and provided HIV counseling and 

oral testing (OraQuick, OraSure Technologies, Bethlehem, PA USA), in accordance with Uganda Ministry of 

Health guidelines(25). The order in which household contacts are offered HIV testing will be at the discretion 

of the CHW, and household members will not be informed of each other’s decisions. Those testing positive will 

be referred to a nearby health facility for confirmatory testing and treatment initiation.

Intervention descriptions
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The trial intervention is a socio-behavioral “norming” strategy to address misperceived norms related to HIV 

testing in the household. It consists of five components, each designed to influence household dynamics to 

promote acceptance of HIV counseling and testing. The components include (1) guided selection of the first 

tester; (2) use of a prosocial script; (3) opt-out framing of the test offer; (4) optional sharing of decisions to 

test, and (5) masking decisions not to test, as further outlined below. Each of these components is delivered 

by a community health worker during a single home visit, guided by decision support prompts and scripts 

integrated into an electronic case record application.

Selection of First Tester

CHWs are trained to make the first HIV testing invitation to the individual most likely to accept testing, as 

nominated by the index patient during the household intake interview. If this person is not present, CHWs are 

trained to invite whomever they deem most likely to accept testing. In all cases, the order of subsequent 

testers will be at the discretion of the CHW.

Prosocial invitation script

When inviting contacts to test, CHWs will employ a standardized script to encourage testing: “Knowing your 

status sets a good example for your household.” This script is labeled as “prosocial” – meaning “for the group” 

– because it features language that frames HIV testing as an activity that benefits the entire household by 

protecting it from the risks that undiagnosed HIV poses to any of its members.(26)

Opt-out framing of the test offer

CHWs will employ an “opt-out” framing for offering HIV testing rather than the standard “opt-in” framing: 

“This oral test kit is approved by the Ministry of Health and used in KCCA health facilities. I’m going to test you 

for HIV now. Is that ok?”
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Sharing decision to test

If the household contact offered HIV testing agrees to test, the CHW will privately invite the contact to 

disclose his/her decision to test (although not the test results) with other household members. After delivering 

the HIV testing results, the CHW will use the following script: “Would you like to share your decision to test 

with the others? Sharing is completely optional. However, learning that someone else in their household 

decided to test sometimes gives people the strength to test themselves. Sharing your decision might help 

another person find the strength to test. This does not mean sharing your test results, just that you were 

tested for HIV. Learning that someone else in their household decided to test sometimes gives people the 

strength to test themselves.” 

Masking household members decision not to test

To ensure that testing decisions cannot be inferred from the length of the private counseling session (e.g., <2 

minutes for those who decline testing, versus 20-30 minutes for those who accept and undergo testing), CHWs 

will standardize the length of time before an individual is returned to the group. For those declining testing, 

CHWs will administer a survey about their attitudes towards HIV testing for approximately 15 minutes. 

Criteria for discontinuing or modifying intervention 

Because this is a minimal-risk social and behavioral intervention, the primary risk to participants is a loss of 

privacy or confidentiality, as may occasionally occur in routine practice. While we do not anticipate the need 

to discontinue the intervention, we will notify the relevant institutional review boards (IRBs) about these 

events if they occur. 

Strategies to improve adherence to intervention 
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To prevent cross-contamination between trial arms, three separate teams of CHWs will deliver services: a 

clinic-based team enrolling patients with TB and randomly allocating interventions, a field-based team trained 

to deliver the intervention strategy, and a field-based team trained to deliver the standard strategy. The two 

field-based teams will not share training materials or have access to electronic case records or forms for the 

arm to which they are not assigned. To improve CHW adherence to the intervention, decision support, 

invitation scripts, and intervention components are integrated into the electronic case record forms 

(CommCare, Dimagi, Boston, MA, USA). CHWs will only have access to training, procedures, forms, and contact 

information related to their assigned allocation within the electronic case record forms. All CHWs participated 

in training emphasizing the design and purpose of randomized, controlled trials.

Relevant concomitant care permitted or prohibited during trial 

Concomitant care is permitted during the trial. 

Provisions for post-trial care

Any participant diagnosed with HIV will be referred to antiretroviral therapy (ART) clinics at the participating 

health centers, free of charge. 

Outcomes 

Our primary outcome is the uptake of HIV testing, defined as the number of eligible contacts who undergo HIV 

testing divided by the total number of contacts offered testing. We will also examine several secondary 

outcomes: change in perceived stigma for HIV, change in perceived stigma for TB, effect of perceived stigma 

for HIV on HIV test uptake, effect of perceived stigma for TB on HIV test uptake, and proportions of first-

invited contacts who accept HIV testing.
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Participant measures

We will collect baseline clinical and demographic variables from cases and contacts. At enrollment, we will 

also ask cases to predict which household contacts are most likely to accept testing, and to share whom they 

and their household contacts go to within the household for health-specific advice, knowledge, and/or 

approval. We will also record if CHWs observe contacts openly sharing their testing decisions with household 

members.

Participant timeline

The schedule of participant procedures for both study arms can be found in Table 1. 
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Tables and Figures

Table 1. Participant Schedule of Procedures

Activity Participant 
Type

Study Arm Location Approximate 
Time to 

Complete

Pre-Study
Screening 
Consent

Study
Initial Clinic 

Visit

Study
Community 

Visit

Study Follow-
Up Clinic Visit

Study Follow-
Up 3-month 

Visit
Timing

-1 0 T1 T2 T3

Screening for contact 
investigation eligibility

Patient with 
TB Both Clinic 3 min X

Consent to contact investigation 
and study participation

Patient with 
TB Both Clinic 3-5 min X

Index patient interview Patient with 
TB Both Clinic 10 min X

Routine TB education Patient with 
TB Both Clinic 20 min X

Screening for study eligibility Contact Both Community 3 min X

Consent to study participation Contact Both Community 3-5 min X

Contact interview on TB 
symptoms, HIV test eligibility 
and HIV-TB Stigma scale 
administration

Contact Both Community 20 min X

      Invitation to HIV testing – 
      Standard* Contact Standard Community 2 min X

      Invitation to HIV testing –  
      Socio-Normative Script* Contact Intervention Community 2 min X

HIV testing+ Contact Both Community 20 min X

      Disclose decision to test to    
      other household members+ Contact Intervention Community 3 min X

Evaluation by clinician and 
initiation of ART Contact Both Clinic ~10-60 min X

HIV-TB Stigma Scale re-
administration Contact Both Community 15 min X

Legend: *Only for those age 15 or above who are not self-reported as living with HIV
+ Only for those who accept offer of HIV testing
 Only for those who test positive for HIV
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Sample Size

Approximately 152 households including about 304 household contacts are needed to power 

the primary analysis. For recruitment and randomization, we will inflate this number by 30% to 

198 households to account for non-completion of household visits (i.e., losses to follow-up). We 

analyzed power for a two-arm household-randomized, controlled trial using mixed model tests 

for two proportions in a two-level hierarchical design (household, contact). Based on our 

previous randomized, controlled trial of household contact investigation for TB, we assume an 

average of two household contacts will be eligible for HIV testing per household, the intraclass 

correlation coefficient (ICC) within households will be 0.59, the proportion consenting to testing 

in the control group will be 0.85, and proportion consenting to testing in the intervention group 

will be 0.98.(20) With these assumptions, this sample size target will provide 90% power to 

detect an effect of +0.13 at alpha=0.05. 

Recruitment 

Clinic-based CHWs will approach consecutive patients presenting with TB at the three 

participating health centers. Those identified as eligible for both contact investigation and this 

study will be offered a home visit by the CHW. During the home visit, CHWs will assess all 

encountered household contacts aged ≥15 for study eligibility and subsequently offer HIV 

testing. Those not eligible for the study will be offered routine TB contact investigation services 

per NTLP guidelines. 
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Assignment of interventions: allocation 

Sequence generation 

Households will be assigned to a study arm using variable block randomization, with block sizes 

of 2, 4, or 8 to mask the end of a block. We will utilize Study Randomizer(27), a web-based 

randomization service with concealed allocation, to generate the allocation sequence. 

Concealment mechanism

The allocation sequence will be pre-determined by Study Randomizer and accessible only to the 

study coordinators and only at the time of enrollment, with adherence to the release sequence 

verifiable by comparison of time-stamps in Study Randomizer and separate electronic case 

record forms. 

Implementation

Upon determining that a patient is eligible for the study and obtaining verbal informed consent, 

the clinic-based CHW will telephone the study coordinator, who will communicate the assigned 

allocation after enrolling the household using the Study Randomizer tool. The CHW will record 

the allocation and unique randomization identifier in the case record form and connect the 

index patient with the appropriate CHW team to arrange the household visit. 

Assignment of interventions: Blinding
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Who will be blinded

Although CHWs will be blinded to the allocation procedures, blinding them to the assigned 

strategy is not feasible because the two approaches to test offers are easily distinguishable. 

CHWs will record the outcome of test acceptance, but CHWs assigned to each arm will be 

blinded to the outcomes recorded in the other arm. Participants will not be informed about 

whether they are assigned to the intervention or the standard invitation strategy. Neither the 

investigators nor the onsite study coordinators managing randomization will be blinded to 

allocation, but all will remain blinded to study outcomes until data cleaning is completed after 

the trial and the database is locked.

Procedure for unblinding if needed 

Coordinators and investigators may be unblinded to the outcomes for a participant if needed to 

investigate a severe adverse event. 

Data Collection and Management

Plans for assessment and collection of outcomes 

All outcomes will be collected through direct interview of study participants and/or review of 

health center registers. 

Plans to promote participant retention and complete follow-up 
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CHWs in both study arms will telephone the index patient or treatment supporter ahead of the 

household visit. If the visit does not take place within two weeks, CHWs will repeat the 

invitation at the index patient’s two-week TB treatment follow-up visit at the clinic. If a 

community visit has not occurred within seven days of the two-week clinic visit, that patient 

will be considered lost to follow up. 

Data Management 

CHWs will enter all data into a customized CommCare application (Dimagi, Boston, MA) on 

password-protected Android tablets. Once submitted, data will be automatically uploaded to a 

secure server. Uploaded data are stored on a HIPAA-certified, password protected, encrypted 

server. In addition to built-in data checks for out-of-range or impossible values, a data manager 

will review all data weekly for missing or impossible values. All CHWs will receive data 

management reports at regular intervals with data queries, which will be resolved in 

consultation with the CHW who initially entered the data. 

Confidentiality

The CommCare application and server are password-protected and HIPAA-certified and use 

encryption to ensure patient confidentiality. Only those with study-approved logins can access 

participant data, with the data manager and principal investigators retaining centralized control 

over access. 
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Plans for collection, laboratory evaluation and storage of biological specimens for 

genetic or molecular analysis in this trial/future use

No biological specimens will be collected for purposes beyond routine TB and HIV evaluation, 

nor will any be stored for future use. 

Statistical methods 

Statistical methods for primary and secondary outcomes 

We will describe enrollment and report baseline characteristics by study arm using simple 

proportions for categorical variables and measures of central tendency for discrete variables. 

We will estimate primary and secondary outcomes using simple proportions or probabilities 

using mixed effects logistic models. We will assess the correlation of outcomes within 

households by calculating the ICC for test uptake by household. We will compare uptake among 

intervention households by fitting a multivariable mixed effects logistic regression model with 

two levels (household, contact), including covariates for characteristics of contacts (age, sex). 

First, we will compare proportions of first-invited contacts who accept HIV testing between 

study arms. We will estimate the reliability of the TB case’s nomination of the household 

contact most likely to test by calculating the proportion of nominated contacts who accept HIV 

testing offers in each study arm. We will estimate the influence of the first-tester’s decision on 

subsequent testers’ decisions to test by study arm. For the intervention arm only, we will 

estimate the effect of the first testers’ disclosure of their decision to test on subsequent testers’ 

decisions to test. Finally, we will assess the effect of the intervention on HIV and TB stigma by 
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comparing stigma scores between study arms. We will carry out secondary analyses of the 

association between HIV and TB stigma scores and decision to test for HIV. We will construct 

models adjusted for imbalances in baseline confounders as needed.

Interim analyses 

After 100 unique household visits have occurred, we will conduct an interim analysis for the 

purposes of evaluating the sample size target. We will not examine trial outcomes during the 

interim analysis. Rather, we will calculate the household ICC and mean cluster size for contact 

HIV test uptake across study arms by fitting a null multilevel model. If the ICC is meaningfully 

different from our initial sample size calculations (>10% difference higher or lower than our 

initial estimate of 0.59), or mean cluster size differs by ≥1 participant, we will re-calculate 

sample size and adjust the final sample size accordingly. 

Methods for additional analyses (subgroup) 

Stratified analyses will be carried out by age group and gender of household contacts, and HIV 

status of the household index patient.

Methods in analysis to handle protocol non-adherence and missing data  

The primary analysis will consider the intent-to-treat population, which will include all contacts 

enrolled and eligible at all sites. Intervention contacts in the intent-to-treat population will be 

those enrolled and assigned to the intervention arm through Study Randomizer, regardless of 
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allocation listed in the electronic data record. Control contacts in the intent-to-treat population 

will be those enrolled and assigned to the control arm through Study Randomizer, regardless of 

allocation listed in the electronic data record. Participants with missing HIV testing decisions 

will be eliminated from the final study analysis. In secondary analyses, we will perform a per 

protocol analysis for participants for whom there is a randomization mismatch between data 

recorded in case record forms and Study Randomizer records. 

Plans for granting public access to full protocol, participant data, statistical code 

The full trial protocol is contained with the ClinicalTrials.gov registry (NCT05124665).

Oversight and monitoring

Composition of coordinating centre and trial steering committee 

Because this is a small, investigator-initiated trial of a minimal risk behavioral intervention, we 

did not appoint a steering committee.

Composition of data monitoring committee, role and reporting structure 

Because this is a small, investigator-initiated trial of a minimal risk behavioral intervention, we 

did not appoint a monitoring committee.

Adverse event reporting and harms 

Page 20 of 45

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

BMJ Open

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60

 on A
pril 10, 2024 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2022-061508 on 25 M

ay 2022. D
ow

nloaded from
 

http://bmjopen.bmj.com/


For peer review only

CHWs are responsible for reporting any adverse events occurring after enrollment to the study 

team within 24 hours, regardless of causality. The study team will immediately notify the 

principal investigators upon learning of an adverse event, and together they will investigate and 

prepare a formal report to the IRBs within 48 hours. The IRBs will determine if the trial needs to 

be paused or terminated based on these reports, and the principal investigators will take 

immediate action based on the IRBs’ determination. 

Frequency and plans for auditing trial conduct 

The principal investigators will conduct periodic audits of trial conduct. We will also adhere to 

all audit requirements of the IRBs and the funder, including monitoring visits.

Plans for communicating important protocol amendments to relevant parties 

(participants, ethical committees, etc) 

We will immediately notify the IRBs if an amendment is needed for safety or if we need to 

revise the target sample size, and we will notify all CHWs and all active participants upon 

approval of the amendment. 

Patient and public involvement statement

We first involved patients and the public in the research by interviewing participants from 56 

households undergoing TB contact investigation to obtain feedback on the proposed 

intervention components and the implementation strategy. We used these data on participant 

Page 21 of 45

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

BMJ Open

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60

 on A
pril 10, 2024 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2022-061508 on 25 M

ay 2022. D
ow

nloaded from
 

http://bmjopen.bmj.com/


For peer review only

experiences and preferences to modify CHW invitation scripts, improve CHW training and 

decision support, and optimize the client-centeredness of the intervention. We also used these 

data to inform the design of interview guides to assess implementation fidelity and context 

during the trial. 

Ethics and dissemination

All participants, including patients and their household contacts, will provide written informed 

consent. The study protocol and consent forms (Appendices 1, 2) have been approved by the 

Yale Human Investigation Committee(2000024852), the Makerere University School of Public 

Health Institutional Review Board (IRB)(661) and the Uganda National Council for Science and 

Technology(HS2567). Study progress will be reviewed annually by the Makerere University 

School of Public Health IRB.

Trial results will be published using the outcome definition presented here. We will disseminate 

our findings to stakeholders, including local communities and policymakers, and the global 

research community, through public and private meetings, scientific presentations, and open-

access publications in peer-reviewed journals.

TRIAL STATUS

Recruitment of study participants began on October 25, 2021. We anticipate recruitment of 

participants to end in May 2023, or whenever the target sample size is reached.
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ABBREVIATIONS

CHW Community Health Worker

HIV Human Immunodeficiency Virus

TB Tuberculosis
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APPENDICES 
APPENDIX 1. Verbal Consent for TB patients 

 

MAKERERE UNIVERSITY COLLEGE OF HEALTH SCIENCES 

YALE UNIVERSITY 

VERBAL CONSENT TO PARTICIPATE IN A RESEARCH STUDY 

 

Study Title: Interrupting HIV and TB stigma in the household during TB contact investigation in 

Uganda  

Summary  

We are inviting you/your child to join a research study. The purpose of this research study is to 

evaluate an intervention to increase uptake of home HIV testing and linkage to HIV and TB care 

among household members undergoing TB investigation. Study activities will include a survey 

during a visit by community health workers. Your involvement will require about one hour. 

There may be some risks from participating in this study, such as disclosure of private 

information like place of residence, TB diagnosis, HIV status. The study may have no benefits to 

you. However, taking part in this study may improve your/your child’s knowledge about TB and 

HIV.  

Taking part in this study is your choice. You can choose to take part, or you can choose not to 

take part in this study. You also can change your mind at any time. Whatever choice you make 

will not have any effect on your relationship with this health center. Even if you don’t participate 

in the research, you can still receive free home contact investigation services.  

If you are interested in learning more about the study, please continue reading, or have someone 

read to you, the rest of this document. Ask the study staff questions about anything you do not 

understand. Once you understand the study, we will ask you if you wish to participate; if so, you 

will have to sign this form.  

Introduction: You/your child are being asked to participate in this study because you/your child 

have been diagnosed with TB, and there is a chance that people in your household may have TB 

and or HIV. You can choose whether or not you want to participate in this study. Take your time 

when making your decision about participating. You may discuss your decision with your family 

and friends, if you wish. If you have any questions, you may ask the health worker at any time.  

Sponsor: This study is sponsored by the National Institutes of Health.  

Purpose: The study seeks to develop and evaluate an intervention to increase uptake of home 

HIV testing and linkage to HIV and TB care among household members undergoing TB contact 

investigation.  
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Procedures: This study will be carried out during contact investigation activities initiated at 

Kiswa, Kisenyi and Kawaala Health Centres. About 152 TB patients identified at health clinics 

and about 304 household contacts 15 years and older will take part in one of the two study arms.  

If you/your child choose to take part in the study, the following procedures will occur:  

• Before visiting your household, the community health worker will ask you/your child to 

participate in this study.  

• After study enrolment a CHW will work with you/your child and, if available, treatment 

supporter to schedule a home visit.  

• Households will be randomly assigned to one of the two CHW teams to receive the 

intervention or the routine care.  

• After being notified by the clinic-based CHW, the assigned CHW team will then accompany 

the index patient to the household to conduct both routine household contact investigation 

and study procedures.  

• Upon arrival, the CHWs will enrol all eligible consenting household contacts in the study. 

But before doing this, at the start, CHWs will introduce themselves and ask for introduction 

of contacts.  

• They will introduce the reason for their visit and the services they will offer (TBCI, oral HIV 

testing) using the introductory script for either Intervention or routine care depending on 

household assignment.  

• For the intervention arm, one CHW will take the index case to a private area to ask the 

influence questions. The CHW will also collect patient demographic data and information 

about your household. After completing this exercise, the CHW will then embark on 

conducting household contact screening interviews followed by HIV testing and any other 

study related activities.  

• Meanwhile, the other CHW will be conducting routine TB contact investigation activities 

and any other clinical procedures in household TB contact investigation.  

• After 3 (three) months, the community health worker may contact your household to 

schedule a follow-up visit to ask each participating member about their attitudes about TB 

and HIV.  

Duration of study: If you/your child choose to take part in the study, a researcher will join the 

routine contact investigation visit to your home. The research procedures will take about one 

hour.  

Risks: There are minimal risks to participating in this study. The primary risks to you/your child 

is the psychological and social risks of disclosure of private information such as place of 

residence, or of disclosure of your/your child’s TB diagnosis and/or HIV status. As in routine 

practice, community health workers will make every effort to preserve the privacy and 

confidentiality of you/your child’s information (that is, keep it a secret.) No other adverse effects 

are expected. Furthermore, we will not publish any identifying information and we will only use 

personal information like your name and phone number to communicate with you.  

Benefits: Taking part in this study could improve your/your child’s knowledge about TB and 

HIV.  
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Confidentiality: If you/your child agree to join this study, we will collect some personal 

information from you/your child, but only the people working on the study will see it. We will 

assign a code to your/your child’s information. The key to the code will be stored in a safe place. 

Your/your child’s name will not be used in any published reports from research using your 

health information. Research staff will have access to information about you/your child but they 

will not release any identifying information about you/your child to others. We will also share 

information about you with other researchers for future research, but we will not use your name 

or other identifiers. We will not ask you for any additional permission.  

To make sure the project follows good research practices, the Makerere University School of 

Public Health Higher Degree of Research and Ethics Committee, the Yale University Human 

Investigation Committee, the Uganda National Council for Science and Technology, or the U.S. 

National Institutes of Health may look at or copy records that show your/your child’s name or 

study number. We will comply with all laws that protect your/your child’s confidentiality.  

Voluntary participation: Participating in this study is voluntary. It is your/your child’s choice 

whether to participate or not. If you no longer wish to participate you may ask the study team to 

leave at any time. You/your child may refuse to answer any questions you/your child do not want 

to answer. If you/your child choose not to participate in the study, you/your child can still receive 

health care and TB treatment at this or any other clinic. You/your child may change your mind 

later and stop participating even if you/your child agreed earlier. Tell the LHW if you/your child 

are thinking about stopping or if you/your child decide to stop. If you/your child decide after the 

study that you do not wish to be in the study, you can contact the study staff and you/your child 

will be removed from the study. We will tell you/your child about any new information or 

changes in the study that may affect you/your child’s willingness to continue in the study.  

The study staff may also stop you/your child from taking part in this study at any time if the 

study is stopped, or if they believe that it is in you/your child’s best interest.  

Costs: You will not be charged for any of the study activities.  

Payment: You/your child will not be paid for taking part in the study.  

Questions: You/your child can talk to the study staff about any questions, concerns, or 

complaints you have about this study. You can also contact Dr. Achilles Katamba, the Principal 

Investigator on +256-414-530-021 or 0753-040-922.  

If you wish to ask questions about the study or you/your child’s rights as a research participant to 

someone other than the researchers, or if you wish to voice any problems or concerns you may 

have about the study, please call Dr Suzanne Kiwanuka, chairperson of Makerere University 

School of Public Health Higher Degree of Research and Ethics Committee at 0701-273-378.  

You can ask questions any time. You can ask now. You can ask later. You can talk to me or you 

can talk to someone else.  
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APPENDIX 2. Verbal consent for household contacts 

 

MAKERERE UNIVERSITY COLLEGE OF HEALTH SCIENCES 

YALE UNIVERSITY 

VERBAL CONSENT TO PARTICIPATE IN A RESEARCH STUDY 

Study Title: Interrupting HIV and TB stigma in the household during TB contact 

investigation in Uganda  

Summary  

We are inviting you/your child to join a research study to evaluate an intervention to increase 

uptake of home HIV testing and linkage to HIV and TB care among household members 

undergoing home-based TB contact investigation.  

The purpose of this research study is to evaluate an intervention to increase uptake of home HIV 

testing and linkage to HIV and TB care among household members undergoing TB investigation. 

Study activities will include a survey during a visit by community health workers. Your 

involvement will require about one hour. There may be some risks from participating in this 

study, such as disclosure of private information like place of residence, TB diagnosis, HIV 

status. The study may have no benefits to you. However, taking part in this study may improve 

your/your child’s knowledge about TB and HIV.  

Taking part in this study is your choice. You can choose to take part, or you can choose not to 

take part in this study. You also can change your mind at any time. Whatever choice you make 

will not have any effect on your relationship with this health center. Even if you don’t participate 

in the research, you can still receive free home contact investigation services.  

If you are interested in learning more about the study, please continue reading, or have someone 

read to you, the rest of this document. Ask the study staff questions about anything you do not 

understand. Once you understand the study, we will ask you if you wish to participate.  

Introduction: You/your child are being asked to participate in this study because you/your child 

is a household contact of TB and there is a chance that you/your child may have TB and or HIV. 

You can choose whether or not you/your child want to participate in this study. Take your time 

when making your decision about participating. If you have any questions, you may ask the 

community health worker at any time.  

Sponsor: This study is sponsored by the National Institutes of Health.  

Purpose: The study seeks to develop and evaluate an intervention to increase uptake of home 

HIV testing and linkage to HIV and TB care among household members undergoing home-based 

TB contact investigation.  
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Procedures: This study will be carried out during contact investigation activities initiated at 

Kiswa, Kisenyi, and Kawaala Health Centres. About 304 adult household contacts eligible for 

HIV testing will be enrolled into the study.  

If you/your child choose to take part in the study, the following procedures will occur:  

• Community health workers will provide household contact investigation services, 

including TB education, screening, sputum collection, and clinic referral, according to 

routine public heath protocols.  

• A community health worker will offer free, optional oral HIV testing.  

• For newly identified people living with HIV, they will be linked to care at the preferred 

facility. Engagement in care will be assessed at month one and month three by facility 

register review and phone follow-up.  

• After 3 (three) months, the community health worker might contact your household to 

schedule a follow-up visit to ask each participating member about their attitudes about 

TB and HIV.  

Duration of study: If you/your child choose to take part in the study, today’s visit will last about 

1 hour. There might be follow-up home visits which might last about 1 hour for each visit.  

Risks: There are minimal risks to participating in this study. The primary risks to you/your child 

is the psychological and social risks of disclosure of private information such as place of 

residence, or of disclosure of your/your child’s TB diagnosis and/or HIV status. As is done in 

routine practice, community health workers will make every effort to preserve the privacy and 

confidentiality of you/your child’s information (that is, keep it a secret.) No other adverse effects 

are expected. Furthermore, we will not publish any identifying information and we will only use 

personal information like your name and phone number to communicate with you.  

Benefits: Taking part in this study could improve your/your child’s knowledge about TB and 

HIV. In case you/your child has TB and or HIV, your/your child’s participation could help them 

be diagnosed with TB and or HIV earlier than if you/your child did not take part in the study. 

This means they would be able to start treatment sooner and be less likely to transmit the disease 

to others.  

Confidentiality: If you/your child agree to join this study, we will collect some personal 

information, possibly including a voice recording if we choose you/your child to participate in 

the follow-up household discussions. Only the people working on the study will see/hear these. 

We will assign a code to your/your child’s information. The key to the code will be stored in a 

safe place. We will not use your sputum for any purposes other than to test for TB. Your/your 

child’s name will not be used in any published reports from research using your health 

information. Research staff will have access to information about you/your child but they will 

not release any identifying information about you/your child to others. We will also share 

information about you with other researchers for future research, but we will not use your name 

or other identifiers. We will not ask you for any additional permission.  
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To make sure the project follows good research practices, the Makerere University School of 

Public Health Higher Degree of Research and Ethics Committee, the Yale University Human 

Investigation Committee, the Uganda National Council for Science and Technology, or the U.S. 

National Institutes of Health may look at or copy records that show your/your child’s name or 

study number. We will comply with all laws that protect your/your child’s confidentiality. Health 

workers in the clinic may be required to report information about your/your child’s TB and HIV 

evaluation to the National TB and Leprosy Programme (NTLP) using standard forms.  

Voluntary participation: Participating in this study is voluntary. It is your/your child’s choice 

whether to participate or not. If you are providing consent for your child to participate, and your 

child does not want to participate, we will not include your child in the study. If you no longer 

wish to participate you may ask the study team to leave at any time. You/your child may refuse 

to answer any questions you/your child do not want to answer. If you/your child choose not to 

participate in the study, you/your child can still receive health care and TB treatment at the 

clinic. You/your child may change your mind later and stop participating even if you agreed 

earlier. Tell the LHW if you are thinking about stopping or if you decide to stop. If you/your 

child decide after the study that you do not wish to be in the study, you/your child can contact the 

study staff and you will be removed from the study. We will tell you/your child about any new 

information or changes in the study that may affect your willingness to continue in the study.  

The study staff may also stop you/your child from taking part in this study at any time if the 

study is stopped, or if they believe that it is in your/your child’s best interest. Whether or not 

you/your child is in this study, it is important to follow the instructions of the health care workers 

regarding clinic visits and to take medication if needed.  

Costs: You will not be charged for any of the study activities, but there may be some costs 

associated with routine care, such as traveling to the health facility.  

Payment: You/your child will not be paid for taking part in this study.  

Questions: You/your child can talk to the study staff about any questions, concerns, or 

complaints you/your child have about this study. You can also contact Dr. Achilles Katamba, the 

Principal Investigator on +256-414-530-021 or 0753-040-922.  

If you wish to ask questions about the study or your/your child’s rights as a research participant 

to someone other than the researchers, or if you wish to voice any problems or concerns you may 

have about the study, please call Dr Suzanne Kiwanuka, chairperson of Makerere University 

School of Public Health Higher Degree of Research and Ethics Committee at 0701-273-378.  
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SPIRIT Checklist for Trials

Complete this checklist by entering the page and line numbers where each of the items listed below can be found in your manuscript.

Your manuscript may not currently address all the items on the checklist. Please modify your text to include the missing information. If you are certain that an 

item does not apply, please state "n/a" and provide a short explanation. Leaving an item blank or stating “n/a” without an explanation will lead to your 

manuscript being returned before review.

Upload your completed checklist as an additional file when you submit to Trials. You must reference this additional file in the main text of your protocol 

submission. The completed SPIRIT figure must be included within the main body of the protocol text and can be downloaded here: http://www.spirit-

statement.org/schedule-of-enrolment-interventions-and-assessments/ 

In your methods section, please state that you used the SPIRIT reporting guidelines, and cite them as:

Chan A-W, Tetzlaff JM, Gøtzsche PC, Altman DG, Mann H, Berlin J, Dickersin K, Hróbjartsson A, Schulz KF, Parulekar WR, Krleža-Jerić K, Laupacis A, Moher D. 

SPIRIT 2013 Explanation and Elaboration: Guidance for protocols of clinical trials. BMJ. 2013;346:e7586

Reporting Item Page and Line Number Reason if not applicable

Administrative information

Title #1 Descriptive title identifying the study design, 

population, interventions, and, if applicable, trial 

acronym

Page 1]

Trial registration #2a Trial identifier and registry name. If not yet 

registered, name of intended registry

Page 2]

Trial registration: data 

set

#2b All items from the World Health Organization 

Trial Registration Data Set

Not included} All information required by the WHO is 

included in the clinicaltrials.gov registry 

that we have used. Since we have 

provided the registry number, readers will 

be able to find the most up to date 
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information at any given time on the 

registry itself.]

Protocol version #3 Date and version identifier Not included The protocol publication date will serve as 

the protocol date. The clinical trial registry 

also has a protocol version and date 

associated with it that will continue to be 

updated over time as needed. 

Funding #4 Sources and types of financial, material, and 

other support

Page 20]

Roles and 

responsibilities: 

contributorship

#5a Names, affiliations, and roles of protocol 

contributors

Page 1]

Roles and 

responsibilities: sponsor 

contact information

#5b Name and contact information for the trial 

sponsor

Page 1]

Roles and 

responsibilities: sponsor 

and funder

#5c Role of study sponsor and funders, if any, in study 

design; collection, management, analysis, and 

interpretation of data; writing of the report; and 

the decision to submit the report for publication, 

including whether they will have ultimate 

authority over any of these activities

Page 20]

Roles and 

responsibilities: 

committees

#5d Composition, roles, and responsibilities of the 

coordinating centre, steering committee, 

endpoint adjudication committee, data 

management team, and other individuals or 

groups overseeing the trial, if applicable (see Item 

21a for data monitoring committee)

Page 17]
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Introduction

Background and 

rationale

#6a Description of research question and justification 

for undertaking the trial, including summary of 

relevant studies (published and unpublished) 

examining benefits and harms for each 

intervention

Page 4]

Background and 

rationale: choice of 

comparators

#6b Explanation for choice of comparators Page 8]

Objectives #7 Specific objectives or hypotheses Page 5]

Trial design #8 Description of trial design including type of trial 

(eg, parallel group, crossover, factorial, single 

group), allocation ratio, and framework (eg, 

superiority, equivalence, non-inferiority, 

exploratory)

Page 5]

Methods: Participants, interventions, and outcomes

Study setting #9 Description of study settings (eg, community 

clinic, academic hospital) and list of countries 

where data will be collected. Reference to where 

list of study sites can be obtained

Page 6]

Eligibility criteria #10 Inclusion and exclusion criteria for participants. If 

applicable, eligibility criteria for study centres and 

individuals who will perform the interventions 

(eg, surgeons, psychotherapists)

Page 6-7]
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Interventions: 

description

#11a Interventions for each group with sufficient detail 

to allow replication, including how and when they 

will be administered

Page 8-10]

Interventions: 

modifications

#11b Criteria for discontinuing or modifying allocated 

interventions for a given trial participant (eg, drug 

dose change in response to harms, participant 

request, or improving / worsening disease)

Page 10]

Interventions: adherance #11c Strategies to improve adherence to intervention 

protocols, and any procedures for monitoring 

adherence (eg, drug tablet return; laboratory 

tests)

Page 10]

Interventions: 

concomitant care

#11d Relevant concomitant care and interventions that 

are permitted or prohibited during the trial

Page 11]

Outcomes #12 Primary, secondary, and other outcomes, 

including the specific measurement variable (eg, 

systolic blood pressure), analysis metric (eg, 

change from baseline, final value, time to event), 

method of aggregation (eg, median, proportion), 

and time point for each outcome. Explanation of 

the clinical relevance of chosen efficacy and harm 

outcomes is strongly recommended

Page 11]

Participant timeline #13 Time schedule of enrolment, interventions 

(including any run-ins and washouts), 

assessments, and visits for participants. A 

schematic diagram is highly recommended (see 

Figure)

Page 11, Table 1]
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Sample size #14 Estimated number of participants needed to 

achieve study objectives and how it was 

determined, including clinical and statistical 

assumptions supporting any sample size 

calculations

Page 12]

Recruitment #15 Strategies for achieving adequate participant 

enrolment to reach target sample size

Page 12]

Methods: Assignment of interventions (for controlled trials)

Allocation: sequence 

generation

#16a Method of generating the allocation sequence 

(eg, computer-generated random numbers), and 

list of any factors for stratification. To reduce 

predictability of a random sequence, details of 

any planned restriction (eg, blocking) should be 

provided in a separate document that is 

unavailable to those who enrol participants or 

assign interventions

Page 12-13]

Allocation concealment 

mechanism

#16b Mechanism of implementing the allocation 

sequence (eg, central telephone; sequentially 

numbered, opaque, sealed envelopes), describing 

any steps to conceal the sequence until 

interventions are assigned

Page 13]

Allocation: 

implementation

#16c Who will generate the allocation sequence, who 

will enrol participants, and who will assign 

participants to interventions

Page 13]

Blinding (masking) #17a Who will be blinded after assignment to 

interventions (eg, trial participants, care 
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providers, outcome assessors, data analysts), and 

how

Blinding (masking): 

emergency unblinding

#17b If blinded, circumstances under which unblinding 

is permissible, and procedure for revealing a 

participant’s allocated intervention during the 

trial

Page 14]

Methods: Data collection, management, and analysis

Data collection plan #18a Plans for assessment and collection of outcome, 

baseline, and other trial data, including any 

related processes to promote data quality (eg, 

duplicate measurements, training of assessors) 

and a description of study instruments (eg, 

questionnaires, laboratory tests) along with their 

reliability and validity, if known. Reference to 

where data collection forms can be found, if not 

in the protocol

Page 14]

Data collection plan: 

retention

#18b Plans to promote participant retention and 

complete follow-up, including list of any outcome 

data to be collected for participants who 

discontinue or deviate from intervention 

protocols

Page 14]

Data management #19 Plans for data entry, coding, security, and 

storage, including any related processes to 

promote data quality (eg, double data entry; 

range checks for data values). Reference to 

where details of data management procedures 

can be found, if not in the protocol
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Statistics: outcomes #20a Statistical methods for analysing primary and 

secondary outcomes. Reference to where other 

details of the statistical analysis plan can be 

found, if not in the protocol

Page 15-16]

Statistics: additional 

analyses

#20b Methods for any additional analyses (eg, 

subgroup and adjusted analyses)

Page 16]

Statistics: analysis 

population and missing 

data

#20c Definition of analysis population relating to 

protocol non-adherence (eg, as randomised 

analysis), and any statistical methods to handle 

missing data (eg, multiple imputation)

Page 16-17]

Methods: Monitoring

Data monitoring: formal 

committee

#21a Composition of data monitoring committee 

(DMC); summary of its role and reporting 

structure; statement of whether it is independent 

from the sponsor and competing interests; and 

reference to where further details about its 

charter can be found, if not in the protocol. 

Alternatively, an explanation of why a DMC is not 

needed

Page 17]

Data monitoring: interim 

analysis

#21b Description of any interim analyses and stopping 

guidelines, including who will have access to 

these interim results and make the final decision 

to terminate the trial

Page 16]

Harms #22 Plans for collecting, assessing, reporting, and 

managing solicited and spontaneously reported 

Page 17-18]

Page 42 of 45

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

BMJ Open

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60

 on A
pril 10, 2024 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2022-061508 on 25 M

ay 2022. D
ow

nloaded from
 

https://www.goodreports.org/reporting-checklists/spirit/info/#20a
https://www.goodreports.org/reporting-checklists/spirit/info/#20b
https://www.goodreports.org/reporting-checklists/spirit/info/#20c
https://www.goodreports.org/reporting-checklists/spirit/info/#21a
https://www.goodreports.org/reporting-checklists/spirit/info/#21b
https://www.goodreports.org/reporting-checklists/spirit/info/#22
http://bmjopen.bmj.com/


For peer review only

adverse events and other unintended effects of 

trial interventions or trial conduct

Auditing #23 Frequency and procedures for auditing trial 

conduct, if any, and whether the process will be 

independent from investigators and the sponsor

Page 18]

Ethics and dissemination

Research ethics approval #24 Plans for seeking research ethics committee / 

institutional review board (REC / IRB) approval

Page 21]

Protocol amendments #25 Plans for communicating important protocol 

modifications (eg, changes to eligibility criteria, 

outcomes, analyses) to relevant parties (eg, 

investigators, REC / IRBs, trial participants, trial 

registries, journals, regulators)

Page 18]

Consent or assent #26a Who will obtain informed consent or assent from 

potential trial participants or authorised 

surrogates, and how (see Item 32)

Page 7]

Consent or assent: 

ancillary studies

#26b Additional consent provisions for collection and 

use of participant data and biological specimens 

in ancillary studies, if applicable

Page 8]

Confidentiality #27 How personal information about potential and 

enrolled participants will be collected, shared, 

and maintained in order to protect confidentiality 

before, during, and after the trial

Page 15]

Declaration of interests #28 Financial and other competing interests for 

principal investigators for the overall trial and 

each study site
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Data access #29 Statement of who will have access to the final 

trial dataset, and disclosure of contractual 

agreements that limit such access for 

investigators

Page 20]

Ancillary and post trial 

care

#30 Provisions, if any, for ancillary and post-trial care, 

and for compensation to those who suffer harm 

from trial participation

Page 11]

Dissemination policy: 

trial results

#31a Plans for investigators and sponsor to 

communicate trial results to participants, 

healthcare professionals, the public, and other 

relevant groups (eg, via publication, reporting in 

results databases, or other data sharing 

arrangements), including any publication 

restrictions

Page 18-19]

Dissemination policy: 

authorship

#31b Authorship eligibility guidelines and any intended 

use of professional writers

Page 20]

Dissemination policy: 

reproducible research

#31c Plans, if any, for granting public access to the full 

protocol, participant-level dataset, and statistical 

code

Page 17]

Appendices

Informed consent 

materials

#32 Model consent form and other related 

documentation given to participants and 

authorised surrogates

Page 26-31]

Biological specimens #33 Plans for collection, laboratory evaluation, and 

storage of biological specimens for genetic or 
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molecular analysis in the current trial and for 

future use in ancillary studies, if applicable

It is strongly recommended that this checklist be read in conjunction with the SPIRIT 2013 Explanation & Elaboration for important clarification on the items. 

Amendments to the protocol should be tracked and dated. The SPIRIT checklist is copyrighted by the SPIRIT Group under the Creative Commons “Attribution-

NonCommercial-NoDerivs 3.0 Unported” license. This checklist can be completed online using https://www.goodreports.org/, a tool made by the EQUATOR 

Network in collaboration with Penelope.ai
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ABSTRACT

Abstract Word Count (Limit 300): 297

Introduction: HIV status awareness is important for household contacts of tuberculosis(TB) patients. Home 

HIV testing during TB contact investigation increases HIV status awareness. Social interactions during home 

visits may influence perceived stigma and uptake of HIV testing. We designed an intervention to normalize and 

facilitate uptake of home HIV testing with five components: (1) guided selection of first tester; (2) prosocial 

invitation scripts; (3) opt-out framing; (4) optional sharing of decisions to test; and (5) masking of decisions not 

to test.

Methods and analysis: We will evaluate the intervention effect in a household-randomized, controlled trial. 

The primary aim is to assess whether contacts offered HIV testing using the norming strategy will accept HIV 

testing more often than those offered testing using standard strategies. Approximately 198 households will be 

enrolled through three public health facilities in Kampala, Uganda. Households will be randomized to receive 

the norming or standard strategy and visited by a community health worker (CHW) assigned to that strategy. 

Eligible contacts ≥15 years will be offered optional, free, home HIV testing. The primary outcome, proportion 

of contacts accepting HIV testing, will be assessed by CHWs and analyzed using an intention-to-treat approach. 

Secondary outcomes will be changes in perceived HIV stigma, changes in perceived TB stigma, effects of 

perceived HIV stigma on HIV test uptake, effects of perceived TB stigma on HIV test uptake, and proportions 

of first-invited contacts who accept HIV testing. Results will inform new, scalable strategies for delivering HIV 

testing.

Ethics and dissemination: This study was approved by the Yale Human Investigation Committee 

(2000024852), Makerere University School of Public Health Institutional Review Board (661), and Uganda 

National Council on Science and Technology (HS2567). All participants, including patients and their household 
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contacts, will provide written informed consent. Results will be submitted to a peer-reviewed journal and 

disseminated to national stakeholders, including policymakers and representatives of affected communities. 

Trial registration: ClinicalTrials.gov, NCT05124665.

Strengths and limitations of this study
 This trial will evaluate an intervention designed to increase uptake of HIV testing among household 

contacts of patients with TB using a household-randomized, controlled design.

 The intervention is based on a strong foundation of longstanding research on social decision-making and 

could be widely scaled to improve HIV status awareness if effective.

 The cluster-randomized design will allow us to evaluate both individual- and household-level effects of 

the intervention.

 The cluster-randomized design and use of separate teams of community health workers for each arm 

reduces the risk of contamination across arms.

 This study design is limited by the short follow-up period of the trial, which will evaluate uptake of HIV 

testing (primary outcome) and record linkage to HIV care, but not initiation of antiretroviral therapy.

KEYWORDS

HIV/AIDS, tuberculosis, HIV testing, randomized controlled trial, contact investigation, Uganda, 

implementation science
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INTRODUCTION

Background and rationale

An estimated 37 million people worldwide are living with HIV, and more than 15%(1) do not know their status 

because they are unaware that they are at risk, unable to access counseling and testing, or unwilling to test 

because of stigma and fear. Layered on to the stigma of HIV is stigma for tuberculosis (TB)(2), the leading 

cause of death among persons living with HIV (PLWH). Approximately 40% of those with TB worldwide are 

unaware of their TB status(3). Like HIV-related stigma, TB-related stigma is common and reduces the 

willingness of at-risk individuals to test for TB and engage in care. 

Testing for HIV is particularly important for close contacts of patients with TB. However, layered HIV-TB stigma 

introduces social and psychological barriers to testing for HIV and TB during TB contact investigation. 

Acceptance of home HIV test offers is lower among TB contacts compared to the general population(4, 5). 

There is a critical need for targeted interventions to address layered stigma, reduce the fear of HIV and TB 

testing, and increase uptake of testing for HIV and/or TB among individuals at high risk.

Offering testing at home is a promising approach to increase testing and linkage to care for HIV and TB. Home-

based HIV testing can reach individuals outside the health system, eliminate the costs of attending clinics for 

testing, and offer testing in a familiar environment. Nevertheless, many individuals offered home HIV testing 

in sub-Saharan Africa decline. We have previously shown that when HIV testing is offered during TB home 

visits, social interactions among household members influence perceived stigma and test uptake(6). 

Specifically, when household members discern that others have declined, they say that they fear that testing 

will be socially discrediting. In adjusted analyses, individuals were four times as likely to decline testing when 

the first member of their home declined testing as when that individual accepted(4, 6). Others have shown 

that misperceived norms influence HIV-related health behaviors(7, 8). A “norming” intervention(9) to facilitate 

Page 4 of 45

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

BMJ Open

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60

 on A
pril 10, 2024 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2022-061508 on 25 M

ay 2022. D
ow

nloaded from
 

http://bmjopen.bmj.com/


For peer review only

re-evaluation of norms related to HIV testing may increase uptake of testing by exposing individuals to the 

attitudes, values, and behaviors of household members who support HIV testing.

Objectives

Nearly a century of research demonstrates that observing the decision-making behaviors of peers profoundly 

influences perceptions, judgments, and subsequent behaviors(10-14). Moreover, status and social ties among 

group members modify their influences on one another. We designed an intervention using established 

principles from social and behavioral science to facilitate household interactions that reduce stigma and 

promote uptake of HIV testing. This study will evaluate a novel approach to destigmatizing home HIV testing 

that optimizes the social opportunity to test and link to care for HIV. We plan to evaluate this strategy in a 

randomized, controlled trial, and hypothesize that offering and delivering HIV testing in this manner will 

increase the proportion of TB contacts completing HIV testing and linking to care. The results will inform new, 

scalable strategies for delivering HIV counseling and testing to key populations. These data will also inform a 

future factorial experiment and scale-up study to evaluate the effectiveness of each intervention component 

in increasing uptake of HIV testing and decreasing perceived stigma related to HIV testing in household 

settings.

METHODS AND ANALYSIS

Trial design

We will carry out a prospective, household cluster-randomized, controlled implementation trial evaluating a 

multi-component, social and behavioral intervention to reduce household HIV stigma and promote uptake of 

HIV testing among household members undergoing TB contact investigation. We will recruit multiple-contact 

households undergoing routine contact investigation for TB, and randomize them to one of two study arms. 

Page 5 of 45

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

BMJ Open

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60

 on A
pril 10, 2024 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2022-061508 on 25 M

ay 2022. D
ow

nloaded from
 

http://bmjopen.bmj.com/


For peer review only

Households in both arms will receive routine TB contact investigation services, with optional oral HIV testing at 

no cost to the patient. Offers in the control arm will be presented using a standard approach and offers in the 

intervention arm presented using a social-behavioral norming strategy. 

Intervention description

The intervention is designed to normalize the use of HIV testing in the household and increase detection of 

HIV. Community health workers (CHW) will employ acceptance-optimized sequencing of invitations and a 

prosocial invitation script to offer salivary testing for HIV to household members. We will measure HIV- and 

TB-related stigma using standardized, locally validated instruments before invitation and after completion of 

post-test counseling. We will measure the proportion consenting to HIV testing, the yield of HIV diagnoses, 

and the proportion of new PLWH linked to HIV care. We will also reassess household HIV and TB stigma at 

three months in a subset of participating households. A subset of participants will be contacted at a later point 

for interviews, focus-group discussions, or surveys to better understand the implementation, mechanisms, 

and impact of the intervention.

Study setting

The study will take place in Kampala, Uganda. Uganda is a high HIV-TB-burden country, with estimated HIV 

prevalence of 5.4% and TB incidence of 200 per 100,000(15, 16). More than 25% of PLWH are unaware of their 

HIV status(17). Uptake of door-to-door home HIV testing ranges from 69%–95%(18-20), but uptake of home 

HIV testing among household contacts of patients with TB is only 53%-61%(6, 21, 22). The Uganda PLWH 

Stigma Index Survey found that >30% of Ugandan PLWH had experienced malicious gossip in their family or 

community in the prior year(23). TB stigma may be even more common than HIV stigma; nearly 50% of survey 

respondents in Uganda held stigmatizing attitudes toward persons with TB, compared to only 26% of 

respondents who held stigmatizing attitudes toward PLWH(24). Participants will be recruited from public 
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health facilities administered by the Kampala Capital City Authority (KCCA). Patients diagnosed with TB at 

KCCA health facilities are offered routine TB contact investigation services led by trained community health 

workers.

Eligibility criteria 

We will enroll index patients and their household contacts from three public-sector, primary care facilities: 

Kiswa, Kawaala, and Kisenyi Health Centers, all in Kampala, Uganda. For the purposes of this study, household 

contacts are defined as those individuals “sleeping under the same roof” as the index patient for one or more 

days or nights within the past three months(25).

Index patient eligibility criteria include 1) being an adult or child recorded as a TB case in the site’s National TB 

and Leprosy Programme TB Treatment Register, 2) residing within the boundaries of the Kampala Capital City 

Authority, 3) not diagnosed with multi-drug resistant tuberculosis, 4) reporting ≥2 household contacts, age 15 

or above, and 5) agreeing to study procedures in addition to routine contact investigation. Eligibility criteria 

for household contacts include 1) being ≥15 years of age and 2) agreeing to study procedures in addition to 

routine contact investigation. 

Informed consent 

In accordance with National TB guidelines, community health workers will verbally invite eligible index 

patients and their household contacts to participate in contact investigation. Willing index patients and their 

household contacts will be asked to review the research study information sheet and verbal informed consent 

document outlining all study-related activities before providing formal verbal consent to participate in the 

study. Because the primary risk to trial participants is a breach of confidentiality, we will use verbal informed 

consent to minimize the risk of disclosure of tuberculosis or HIV status from signatures on consent forms. 
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Community health workers trained in Human Subjects’ Protection, Good Clinical Practice, and informed 

consent procedures will carry out and document all verbal informed consent encounters. For participants 

under age 18 who are not emancipated minors, permission to participate will be obtained from a parent or 

legal guardian. Among index patients and contacts, children aged 15-17 must subsequently assent to 

participate. Among contacts, only household members 15 years of age or older will be eligible for HIV testing. 

Additional consent provisions – collection and use of participant data

After de-identification, participant data (but no specimens) will be stored for at least 7 years. As outlined 

during informed consent, we will not require re-consenting of participants when data is used for a purpose 

beyond the originally proposed aims, provided the purpose is approved by relevant institutional review 

boards. 

Interventions 

Choice of comparators

We will compare a standard, provider-initiated approach to offering HIV counseling and testing during 

household TB contact investigation, as recommended in the Uganda National TB and Leprosy Programme 

(NTLP) guidelines, to our interventional approach, a novel, social-behavioral norming strategy. In both arms, 

CHWs screen contacts for TB symptoms and offer HIV testing to all individuals age ≥15 who do not report 

themselves to be already living with HIV. In the control arm, CHWs will use the standard, “opt-in” framing. 

Those who agree to test will then be taken to a private area within the home and provided HIV counseling and 

oral testing (OraQuick, OraSure Technologies, Bethlehem, PA USA), in accordance with Uganda Ministry of 

Health guidelines(26). The order in which household contacts are offered HIV testing will be at the discretion 
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of the CHW, and household members will not be informed of each other’s decisions. Those testing positive will 

be referred to a nearby health facility for confirmatory testing and treatment initiation.

Intervention descriptions

The trial intervention is a socio-behavioral “norming” strategy to address misperceived norms related to HIV 

testing in the household. It consists of five components, each designed to influence household dynamics to 

promote acceptance of HIV counseling and testing. The components include (1) guided selection of the first 

tester; (2) use of a prosocial script; (3) opt-out framing of the test offer; (4) optional sharing of decisions to 

test, and (5) masking decisions not to test, as further outlined below. Each of these components is delivered 

by a community health worker during a single home visit, guided by decision support prompts and scripts 

integrated into an electronic case record application.

Selection of first tester

CHWs are trained to make the first HIV testing invitation to the individual most likely to accept testing, as 

nominated by the index patient during the household intake interview. If this person is not present, CHWs are 

trained to invite whomever they deem most likely to accept testing. In all cases, the order of subsequent 

testers will be at the discretion of the CHW.

Prosocial invitation script

When inviting contacts to test, CHWs will employ a standardized script to encourage testing: “Knowing your 

status sets a good example for your household.” This script is labeled as “prosocial” – meaning “for the group” 

– because it features language that frames HIV testing as an activity that benefits the entire household by 

protecting it from the risks that undiagnosed HIV poses to any of its members.(27)

Page 9 of 45

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

BMJ Open

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60

 on A
pril 10, 2024 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2022-061508 on 25 M

ay 2022. D
ow

nloaded from
 

http://bmjopen.bmj.com/


For peer review only

Opt-out framing of the test offer

CHWs will employ an “opt-out” framing for offering HIV testing rather than the standard “opt-in” framing: 

“This oral test kit is approved by the Ministry of Health and used in KCCA health facilities. I’m going to test you 

for HIV now. Is that ok?”

Sharing decision to test

If the household contact offered HIV testing agrees to test, the CHW will privately invite the contact to 

disclose his/her decision to test (although not the test results) with other household members. After delivering 

the HIV testing results, the CHW will use the following script: “Would you like to share your decision to test 

with the others? Sharing is completely optional. However, learning that someone else in their household 

decided to test sometimes gives people the strength to test themselves. Sharing your decision might help 

another person find the strength to test. This does not mean sharing your test results, just that you were 

tested for HIV. Learning that someone else in their household decided to test sometimes gives people the 

strength to test themselves.” 

Masking household members decision not to test

To ensure that testing decisions cannot be inferred from the length of the private counseling session (e.g., <2 

minutes for those who decline testing, versus 20-30 minutes for those who accept and undergo testing), CHWs 

will standardize the length of time before an individual is returned to the group. For those declining testing, 

CHWs will administer a survey about their attitudes towards HIV testing for approximately 15 minutes. 

Criteria for discontinuing or modifying intervention 

Because this is a minimal-risk social and behavioral intervention, the primary risk to participants is a loss of 

privacy or confidentiality, as may occasionally occur in routine practice. While we do not anticipate the need 
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to discontinue the intervention, we will notify the relevant institutional review boards (IRBs) about these 

events if they occur. 

Strategies to improve adherence to intervention 

To prevent cross-contamination between trial arms, three separate teams of CHWs will deliver services: a 

clinic-based team enrolling patients with TB and randomly allocating interventions, a field-based team trained 

to deliver the intervention strategy, and a field-based team trained to deliver the standard strategy. The two 

field-based teams will not share training materials or have access to electronic case records or forms for the 

arm to which they are not assigned. To improve CHW adherence to the intervention, decision support, 

invitation scripts, and intervention components are integrated into the electronic case record forms 

(CommCare, Dimagi, Boston, MA, USA). CHWs will only have access to training, procedures, forms, and contact 

information related to their assigned allocation within the electronic case record forms. All CHWs participated 

in training emphasizing the design and purpose of randomized, controlled trials.

Relevant concomitant care permitted or prohibited during trial 

Concomitant care is permitted during the trial. 

Provisions for post-trial care

Any participant diagnosed with HIV will be referred to antiretroviral therapy (ART) clinics at the participating 

health centers, free of charge. 

Outcomes 

Our primary outcome is the uptake of HIV testing, defined as the number of eligible contacts who undergo HIV 

testing divided by the total number of contacts offered testing. We will also examine several secondary 
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outcomes: change in perceived stigma for HIV, change in perceived stigma for TB, effect of perceived stigma 

for HIV on HIV test uptake, effect of perceived stigma for TB on HIV test uptake, and proportions of first-

invited contacts who accept HIV testing.

Participant measures

We will collect baseline clinical and demographic variables from cases and contacts. At enrollment, we will 

also ask cases to predict which household contacts are most likely to accept testing, and to share whom they 

and their household contacts go to within the household for health-specific advice, knowledge, and/or 

approval. We will also record if CHWs observe contacts openly sharing their testing decisions with household 

members.

Participant timeline

The schedule of participant procedures for both study arms can be found in Table 1.
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Table 1. Participant schedule of procedures

Activity Participant 
Type

Study Arm Location Approximate 
Time to 

Complete

Pre-Study
Screening 
Consent

Study
Initial Clinic 

Visit

Study
Community 

Visit

Study Follow-
Up Clinic Visit

Study Follow-
Up 3-month 

Visit
Timing

-1 0 T1 T2 T3

Screening for contact 
investigation eligibility

Patient with 
TB Both Clinic 3 min X

Consent to contact investigation 
and study participation

Patient with 
TB Both Clinic 3-5 min X

Index patient interview Patient with 
TB Both Clinic 10 min X

Routine TB education Patient with 
TB Both Clinic 20 min X

Screening for study eligibility Contact Both Community 3 min X

Consent to study participation Contact Both Community 3-5 min X

Contact interview on TB 
symptoms, HIV test eligibility 
and HIV-TB Stigma scale 
administration

Contact Both Community 20 min X

      Invitation to HIV testing – 
      Standard* Contact Standard Community 2 min X

      Invitation to HIV testing –
      Socio-Normative Script* Contact Intervention Community 2 min X

HIV testing+ Contact Both Community 20 min X

      Disclose decision to test to
      other household members+ Contact Intervention Community 3 min X

Evaluation by clinician and 
initiation of ART Contact Both Clinic ~10-60 min X

HIV-TB Stigma Scale re-
administration Contact Both Community 15 min X

Legend: *Only for those age 15 or above who are not self-reported as living with HIV
+ Only for those who accept offer of HIV testing
 Only for those who test positive for HIV
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Sample size and recruitment

Sample size

Approximately 152 households including about 304 household contacts are needed to power 

the primary analysis. For recruitment and randomization, we will inflate this number by 30% to 

198 households to account for non-completion of household visits (i.e., losses to follow-up). We 

analyzed power for a two-arm household-randomized, controlled trial using mixed model tests 

for two proportions in a two-level hierarchical design (household, contact). Based on our 

previous randomized, controlled trial of household contact investigation for TB, we assume an 

average of two household contacts will be eligible for HIV testing per household, the intraclass 

correlation coefficient (ICC) within households will be 0.59, the proportion consenting to testing 

in the control group will be 0.85, and proportion consenting to testing in the intervention group 

will be 0.98.(21) With these assumptions, this sample size target will provide 90% power to 

detect an effect of +0.13 at alpha=0.05. 

Recruitment 

Clinic-based CHWs will approach consecutive patients presenting with TB at the three 

participating health centers. Those identified as eligible for both contact investigation and this 

study will be offered a home visit by the CHW. During the home visit, CHWs will assess all 

encountered household contacts aged ≥15 for study eligibility and subsequently offer HIV 

testing. Those not eligible for the study will be offered routine TB contact investigation services 

per NTLP guidelines. 
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Assignment of interventions: allocation 

Sequence generation 

Households will be assigned to a study arm using variable block randomization, with block sizes 

of 2, 4, or 8 to mask the end of a block. We will utilize Study Randomizer(28), a web-based 

randomization service with concealed allocation, to generate the allocation sequence. 

Concealment mechanism

The allocation sequence will be pre-determined by Study Randomizer and accessible only to the 

study coordinators and only at the time of enrollment, with adherence to the release sequence 

verifiable by comparison of time-stamps in Study Randomizer and separate electronic case 

record forms. 

Implementation

Upon determining that a patient is eligible for the study and obtaining verbal informed consent, 

the clinic-based CHW will telephone the study coordinator, who will communicate the assigned 

allocation after enrolling the household using the Study Randomizer tool. The CHW will record 

the allocation and unique randomization identifier in the case record form and connect the 

index patient with the appropriate CHW team to arrange the household visit. 

Assignment of interventions: blinding
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Blinding

Although CHWs will be blinded to the allocation procedures, blinding them to the assigned 

strategy is not feasible because the two approaches to test offers are easily distinguishable. 

CHWs will record the outcome of test acceptance, but CHWs assigned to each arm will be 

blinded to the outcomes recorded in the other arm. Participants will not be informed about 

whether they are assigned to the intervention or the standard invitation strategy. Neither the 

investigators nor the onsite study coordinators managing randomization will be blinded to 

allocation, but all will remain blinded to study outcomes until data cleaning is completed after 

the trial and the database is locked.

Procedure for unblinding if needed 

Coordinators and investigators may be unblinded to the outcomes for a participant if needed to 

investigate a severe adverse event. 

Data collection and management

Plans for assessment and collection of outcomes 

All outcomes will be collected through direct interview of study participants and/or review of 

health center registers. 

Plans to promote participant retention and complete follow-up 
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CHWs in both study arms will telephone the index patient or treatment supporter ahead of the 

household visit. If the visit does not take place within two weeks, CHWs will repeat the 

invitation at the index patient’s two-week TB treatment follow-up visit at the clinic. If a 

community visit has not occurred within seven days of the two-week clinic visit, that patient 

will be considered lost to follow up. 

Data management 

CHWs will enter all data into a customized CommCare application (Dimagi, Boston, MA) on 

password-protected Android tablets. Once submitted, data will be automatically uploaded to a 

secure server. Uploaded data are stored on a HIPAA-certified, password protected, encrypted 

server. In addition to built-in data checks for out-of-range or impossible values, a data manager 

will review all data weekly for missing or impossible values. All CHWs will receive data 

management reports at regular intervals with data queries, which will be resolved in 

consultation with the CHW who initially entered the data. 

Confidentiality

The CommCare application and server are password-protected and HIPAA-certified and use 

encryption to ensure patient confidentiality. Only those with study-approved logins can access 

participant data, with the data manager and principal investigators retaining centralized control 

over access. 
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Plans for collection, laboratory evaluation and storage of biological specimens for 

genetic or molecular analysis in this trial/future use

No biological specimens will be collected for purposes beyond routine TB and HIV evaluation, 

nor will any be stored for future use. 

Statistical methods 

Statistical methods for primary and secondary outcomes 

We will describe enrollment and report baseline characteristics by study arm using simple 

proportions for categorical variables and measures of central tendency for discrete variables. 

We will estimate primary and secondary outcomes using simple proportions or probabilities 

using mixed effects logistic models. We will assess the correlation of outcomes within 

households by calculating the ICC for test uptake by household. We will compare uptake among 

intervention households by fitting a multivariable mixed effects logistic regression model with 

two levels (household, contact), including covariates for characteristics of contacts (age, sex). 

First, we will compare proportions of first-invited contacts who accept HIV testing between 

study arms. We will estimate the reliability of the TB case’s nomination of the household 

contact most likely to test by calculating the proportion of nominated contacts who accept HIV 

testing offers in each study arm. We will estimate the influence of the first-tester’s decision on 

subsequent testers’ decisions to test by study arm. For the intervention arm only, we will 

estimate the effect of the first testers’ disclosure of their decision to test on subsequent testers’ 

decisions to test. Finally, we will assess the effect of the intervention on HIV and TB stigma by 

Page 18 of 45

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

BMJ Open

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60

 on A
pril 10, 2024 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2022-061508 on 25 M

ay 2022. D
ow

nloaded from
 

http://bmjopen.bmj.com/


For peer review only

comparing stigma scores between study arms. We will carry out secondary analyses of the 

association between HIV and TB stigma scores and decision to test for HIV. We will construct 

models adjusted for imbalances in baseline confounders as needed.

Interim analyses 

After 100 unique household visits have occurred, we will conduct an interim analysis for the 

purposes of evaluating the sample size target. We will not examine trial outcomes during the 

interim analysis. Rather, we will calculate the household ICC and mean cluster size for contact 

HIV test uptake across study arms by fitting a null multilevel model. If the ICC is meaningfully 

different from our initial sample size calculations (>10% difference higher or lower than our 

initial estimate of 0.59), or mean cluster size differs by ≥1 participant, we will re-calculate 

sample size and adjust the final sample size accordingly. 

Methods for additional analyses (subgroup) 

Stratified analyses will be carried out by age group and gender of household contacts, and HIV 

status of the household index patient.

Methods in analysis to handle protocol non-adherence and missing data

The primary analysis will consider the intent-to-treat population, which will include all contacts 

enrolled and eligible at all sites. Intervention contacts in the intent-to-treat population will be 

those enrolled and assigned to the intervention arm through Study Randomizer, regardless of 
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allocation listed in the electronic data record. Control contacts in the intent-to-treat population 

will be those enrolled and assigned to the control arm through Study Randomizer, regardless of 

allocation listed in the electronic data record. Participants with missing HIV testing decisions 

will be eliminated from the final study analysis. In secondary analyses, we will perform a per 

protocol analysis for participants for whom there is a randomization mismatch between data 

recorded in case record forms and Study Randomizer records. 

Plans for granting public access to full protocol, participant data, statistical code 

The full trial protocol is contained with the ClinicalTrials.gov registry (NCT05124665).

Oversight and monitoring

Composition of coordinating centre and trial steering committee 

Because this is a small, investigator-initiated trial of a minimal risk behavioral intervention, we 

did not appoint a steering committee.

Composition of data monitoring committee, role and reporting structure 

Because this is a small, investigator-initiated trial of a minimal risk behavioral intervention, we 

did not appoint a monitoring committee.

Adverse event reporting and harms 
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CHWs are responsible for reporting any adverse events occurring after enrollment to the study 

team within 24 hours, regardless of causality. The study team will immediately notify the 

principal investigators upon learning of an adverse event, and together they will investigate and 

prepare a formal report to the IRBs within 48 hours. The IRBs will determine if the trial needs to 

be paused or terminated based on these reports, and the principal investigators will take 

immediate action based on the IRBs’ determination. 

Frequency and plans for auditing trial conduct 

The principal investigators will conduct periodic audits of trial conduct. We will also adhere to 

all audit requirements of the IRBs and the funder, including monitoring visits.

Plans for communicating important protocol amendments to relevant parties 

(participants, ethical committees, etc) 

We will immediately notify the IRBs if an amendment is needed for safety or if we need to 

revise the target sample size, and we will notify all CHWs and all active participants upon 

approval of the amendment. 

Patient and public involvement

We first involved patients and the public in the research by interviewing participants from 56 

households undergoing TB contact investigation to obtain feedback on the proposed 

intervention components and the implementation strategy. We used these data on participant 
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experiences and preferences to modify CHW invitation scripts, improve CHW training and 

decision support, and optimize the client-centeredness of the intervention. We also used these 

data to inform the design of interview guides to assess implementation fidelity and context 

during the trial. 

ETHICS AND DISSEMINATION

The study protocol and consent forms (Appendices 1, 2) have been approved by the Yale 

Human Investigation Committee (2000024852), the Makerere University School of Public 

Health Institutional Review Board (IRB) (661) and the Uganda National Council for Science and 

Technology (HS2567). Study progress will be reviewed annually by the Makerere University 

School of Public Health IRB. All participants, including patients and their household contacts, 

will provide written informed consent.

Trial results will be published using the outcome definition presented here. We will disseminate 

our findings to stakeholders, including local communities and policymakers, and the global 

research community, through public and private meetings, scientific presentations, and open-

access publications in peer-reviewed journals. We will follow the International Committee of 

Medical Journal Editors (ICJME) guidelines for authorship and include a statement of measures 

employed to ensure equitable recognition of all members of the research team in published 

reports of the trial results. 
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TRIAL STATUS

Recruitment of study participants began on October 25, 2021. We anticipate recruitment of 

participants to end in May 2023, or whenever the target sample size is reached.

ABBREVIATIONS

CHW Community Health Worker

HIV Human Immunodeficiency Virus

TB Tuberculosis
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trial. After publication of the primary outcomes, a de-identified dataset containing all variables 

necessary to conduct our primary analysis will be submitted to a data repository. 
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APPENDICES 
APPENDIX 1. Verbal Consent for TB patients 

 

MAKERERE UNIVERSITY COLLEGE OF HEALTH SCIENCES 

YALE UNIVERSITY 

VERBAL CONSENT TO PARTICIPATE IN A RESEARCH STUDY 

 

Study Title: Interrupting HIV and TB stigma in the household during TB contact investigation in 

Uganda  

Summary  

We are inviting you/your child to join a research study. The purpose of this research study is to 

evaluate an intervention to increase uptake of home HIV testing and linkage to HIV and TB care 

among household members undergoing TB investigation. Study activities will include a survey 

during a visit by community health workers. Your involvement will require about one hour. 

There may be some risks from participating in this study, such as disclosure of private 

information like place of residence, TB diagnosis, HIV status. The study may have no benefits to 

you. However, taking part in this study may improve your/your child’s knowledge about TB and 

HIV.  

Taking part in this study is your choice. You can choose to take part, or you can choose not to 

take part in this study. You also can change your mind at any time. Whatever choice you make 

will not have any effect on your relationship with this health center. Even if you don’t participate 

in the research, you can still receive free home contact investigation services.  

If you are interested in learning more about the study, please continue reading, or have someone 

read to you, the rest of this document. Ask the study staff questions about anything you do not 

understand. Once you understand the study, we will ask you if you wish to participate; if so, you 

will have to sign this form.  

Introduction: You/your child are being asked to participate in this study because you/your child 

have been diagnosed with TB, and there is a chance that people in your household may have TB 

and or HIV. You can choose whether or not you want to participate in this study. Take your time 

when making your decision about participating. You may discuss your decision with your family 

and friends, if you wish. If you have any questions, you may ask the health worker at any time.  

Sponsor: This study is sponsored by the National Institutes of Health.  

Purpose: The study seeks to develop and evaluate an intervention to increase uptake of home 

HIV testing and linkage to HIV and TB care among household members undergoing TB contact 

investigation.  
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Procedures: This study will be carried out during contact investigation activities initiated at 

Kiswa, Kisenyi and Kawaala Health Centres. About 152 TB patients identified at health clinics 

and about 304 household contacts 15 years and older will take part in one of the two study arms.  

If you/your child choose to take part in the study, the following procedures will occur:  

• Before visiting your household, the community health worker will ask you/your child to 

participate in this study.  

• After study enrolment a CHW will work with you/your child and, if available, treatment 

supporter to schedule a home visit.  

• Households will be randomly assigned to one of the two CHW teams to receive the 

intervention or the routine care.  

• After being notified by the clinic-based CHW, the assigned CHW team will then accompany 

the index patient to the household to conduct both routine household contact investigation 

and study procedures.  

• Upon arrival, the CHWs will enrol all eligible consenting household contacts in the study. 

But before doing this, at the start, CHWs will introduce themselves and ask for introduction 

of contacts.  

• They will introduce the reason for their visit and the services they will offer (TBCI, oral HIV 

testing) using the introductory script for either Intervention or routine care depending on 

household assignment.  

• For the intervention arm, one CHW will take the index case to a private area to ask the 

influence questions. The CHW will also collect patient demographic data and information 

about your household. After completing this exercise, the CHW will then embark on 

conducting household contact screening interviews followed by HIV testing and any other 

study related activities.  

• Meanwhile, the other CHW will be conducting routine TB contact investigation activities 

and any other clinical procedures in household TB contact investigation.  

• After 3 (three) months, the community health worker may contact your household to 

schedule a follow-up visit to ask each participating member about their attitudes about TB 

and HIV.  

Duration of study: If you/your child choose to take part in the study, a researcher will join the 

routine contact investigation visit to your home. The research procedures will take about one 

hour.  

Risks: There are minimal risks to participating in this study. The primary risks to you/your child 

is the psychological and social risks of disclosure of private information such as place of 

residence, or of disclosure of your/your child’s TB diagnosis and/or HIV status. As in routine 

practice, community health workers will make every effort to preserve the privacy and 

confidentiality of you/your child’s information (that is, keep it a secret.) No other adverse effects 

are expected. Furthermore, we will not publish any identifying information and we will only use 

personal information like your name and phone number to communicate with you.  

Benefits: Taking part in this study could improve your/your child’s knowledge about TB and 

HIV.  
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Confidentiality: If you/your child agree to join this study, we will collect some personal 

information from you/your child, but only the people working on the study will see it. We will 

assign a code to your/your child’s information. The key to the code will be stored in a safe place. 

Your/your child’s name will not be used in any published reports from research using your 

health information. Research staff will have access to information about you/your child but they 

will not release any identifying information about you/your child to others. We will also share 

information about you with other researchers for future research, but we will not use your name 

or other identifiers. We will not ask you for any additional permission.  

To make sure the project follows good research practices, the Makerere University School of 

Public Health Higher Degree of Research and Ethics Committee, the Yale University Human 

Investigation Committee, the Uganda National Council for Science and Technology, or the U.S. 

National Institutes of Health may look at or copy records that show your/your child’s name or 

study number. We will comply with all laws that protect your/your child’s confidentiality.  

Voluntary participation: Participating in this study is voluntary. It is your/your child’s choice 

whether to participate or not. If you no longer wish to participate you may ask the study team to 

leave at any time. You/your child may refuse to answer any questions you/your child do not want 

to answer. If you/your child choose not to participate in the study, you/your child can still receive 

health care and TB treatment at this or any other clinic. You/your child may change your mind 

later and stop participating even if you/your child agreed earlier. Tell the LHW if you/your child 

are thinking about stopping or if you/your child decide to stop. If you/your child decide after the 

study that you do not wish to be in the study, you can contact the study staff and you/your child 

will be removed from the study. We will tell you/your child about any new information or 

changes in the study that may affect you/your child’s willingness to continue in the study.  

The study staff may also stop you/your child from taking part in this study at any time if the 

study is stopped, or if they believe that it is in you/your child’s best interest.  

Costs: You will not be charged for any of the study activities.  

Payment: You/your child will not be paid for taking part in the study.  

Questions: You/your child can talk to the study staff about any questions, concerns, or 

complaints you have about this study. You can also contact Dr. Achilles Katamba, the Principal 

Investigator on +256-414-530-021 or 0753-040-922.  

If you wish to ask questions about the study or you/your child’s rights as a research participant to 

someone other than the researchers, or if you wish to voice any problems or concerns you may 

have about the study, please call Dr Suzanne Kiwanuka, chairperson of Makerere University 

School of Public Health Higher Degree of Research and Ethics Committee at 0701-273-378.  

You can ask questions any time. You can ask now. You can ask later. You can talk to me or you 

can talk to someone else.  
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APPENDIX 2. Verbal consent for household contacts 

 

MAKERERE UNIVERSITY COLLEGE OF HEALTH SCIENCES 

YALE UNIVERSITY 

VERBAL CONSENT TO PARTICIPATE IN A RESEARCH STUDY 

Study Title: Interrupting HIV and TB stigma in the household during TB contact 

investigation in Uganda  

Summary  

We are inviting you/your child to join a research study to evaluate an intervention to increase 

uptake of home HIV testing and linkage to HIV and TB care among household members 

undergoing home-based TB contact investigation.  

The purpose of this research study is to evaluate an intervention to increase uptake of home HIV 

testing and linkage to HIV and TB care among household members undergoing TB investigation. 

Study activities will include a survey during a visit by community health workers. Your 

involvement will require about one hour. There may be some risks from participating in this 

study, such as disclosure of private information like place of residence, TB diagnosis, HIV 

status. The study may have no benefits to you. However, taking part in this study may improve 

your/your child’s knowledge about TB and HIV.  

Taking part in this study is your choice. You can choose to take part, or you can choose not to 

take part in this study. You also can change your mind at any time. Whatever choice you make 

will not have any effect on your relationship with this health center. Even if you don’t participate 

in the research, you can still receive free home contact investigation services.  

If you are interested in learning more about the study, please continue reading, or have someone 

read to you, the rest of this document. Ask the study staff questions about anything you do not 

understand. Once you understand the study, we will ask you if you wish to participate.  

Introduction: You/your child are being asked to participate in this study because you/your child 

is a household contact of TB and there is a chance that you/your child may have TB and or HIV. 

You can choose whether or not you/your child want to participate in this study. Take your time 

when making your decision about participating. If you have any questions, you may ask the 

community health worker at any time.  

Sponsor: This study is sponsored by the National Institutes of Health.  

Purpose: The study seeks to develop and evaluate an intervention to increase uptake of home 

HIV testing and linkage to HIV and TB care among household members undergoing home-based 

TB contact investigation.  
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Procedures: This study will be carried out during contact investigation activities initiated at 

Kiswa, Kisenyi, and Kawaala Health Centres. About 304 adult household contacts eligible for 

HIV testing will be enrolled into the study.  

If you/your child choose to take part in the study, the following procedures will occur:  

• Community health workers will provide household contact investigation services, 

including TB education, screening, sputum collection, and clinic referral, according to 

routine public heath protocols.  

• A community health worker will offer free, optional oral HIV testing.  

• For newly identified people living with HIV, they will be linked to care at the preferred 

facility. Engagement in care will be assessed at month one and month three by facility 

register review and phone follow-up.  

• After 3 (three) months, the community health worker might contact your household to 

schedule a follow-up visit to ask each participating member about their attitudes about 

TB and HIV.  

Duration of study: If you/your child choose to take part in the study, today’s visit will last about 

1 hour. There might be follow-up home visits which might last about 1 hour for each visit.  

Risks: There are minimal risks to participating in this study. The primary risks to you/your child 

is the psychological and social risks of disclosure of private information such as place of 

residence, or of disclosure of your/your child’s TB diagnosis and/or HIV status. As is done in 

routine practice, community health workers will make every effort to preserve the privacy and 

confidentiality of you/your child’s information (that is, keep it a secret.) No other adverse effects 

are expected. Furthermore, we will not publish any identifying information and we will only use 

personal information like your name and phone number to communicate with you.  

Benefits: Taking part in this study could improve your/your child’s knowledge about TB and 

HIV. In case you/your child has TB and or HIV, your/your child’s participation could help them 

be diagnosed with TB and or HIV earlier than if you/your child did not take part in the study. 

This means they would be able to start treatment sooner and be less likely to transmit the disease 

to others.  

Confidentiality: If you/your child agree to join this study, we will collect some personal 

information, possibly including a voice recording if we choose you/your child to participate in 

the follow-up household discussions. Only the people working on the study will see/hear these. 

We will assign a code to your/your child’s information. The key to the code will be stored in a 

safe place. We will not use your sputum for any purposes other than to test for TB. Your/your 

child’s name will not be used in any published reports from research using your health 

information. Research staff will have access to information about you/your child but they will 

not release any identifying information about you/your child to others. We will also share 

information about you with other researchers for future research, but we will not use your name 

or other identifiers. We will not ask you for any additional permission.  
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To make sure the project follows good research practices, the Makerere University School of 

Public Health Higher Degree of Research and Ethics Committee, the Yale University Human 

Investigation Committee, the Uganda National Council for Science and Technology, or the U.S. 

National Institutes of Health may look at or copy records that show your/your child’s name or 

study number. We will comply with all laws that protect your/your child’s confidentiality. Health 

workers in the clinic may be required to report information about your/your child’s TB and HIV 

evaluation to the National TB and Leprosy Programme (NTLP) using standard forms.  

Voluntary participation: Participating in this study is voluntary. It is your/your child’s choice 

whether to participate or not. If you are providing consent for your child to participate, and your 

child does not want to participate, we will not include your child in the study. If you no longer 

wish to participate you may ask the study team to leave at any time. You/your child may refuse 

to answer any questions you/your child do not want to answer. If you/your child choose not to 

participate in the study, you/your child can still receive health care and TB treatment at the 

clinic. You/your child may change your mind later and stop participating even if you agreed 

earlier. Tell the LHW if you are thinking about stopping or if you decide to stop. If you/your 

child decide after the study that you do not wish to be in the study, you/your child can contact the 

study staff and you will be removed from the study. We will tell you/your child about any new 

information or changes in the study that may affect your willingness to continue in the study.  

The study staff may also stop you/your child from taking part in this study at any time if the 

study is stopped, or if they believe that it is in your/your child’s best interest. Whether or not 

you/your child is in this study, it is important to follow the instructions of the health care workers 

regarding clinic visits and to take medication if needed.  

Costs: You will not be charged for any of the study activities, but there may be some costs 

associated with routine care, such as traveling to the health facility.  

Payment: You/your child will not be paid for taking part in this study.  

Questions: You/your child can talk to the study staff about any questions, concerns, or 

complaints you/your child have about this study. You can also contact Dr. Achilles Katamba, the 

Principal Investigator on +256-414-530-021 or 0753-040-922.  

If you wish to ask questions about the study or your/your child’s rights as a research participant 

to someone other than the researchers, or if you wish to voice any problems or concerns you may 

have about the study, please call Dr Suzanne Kiwanuka, chairperson of Makerere University 

School of Public Health Higher Degree of Research and Ethics Committee at 0701-273-378.  
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SPIRIT Checklist for Trials

Complete this checklist by entering the page and line numbers where each of the items listed below can be found in your manuscript.

Your manuscript may not currently address all the items on the checklist. Please modify your text to include the missing information. If you are certain that an 

item does not apply, please state "n/a" and provide a short explanation. Leaving an item blank or stating “n/a” without an explanation will lead to your 

manuscript being returned before review.

Upload your completed checklist as an additional file when you submit to Trials. You must reference this additional file in the main text of your protocol 

submission. The completed SPIRIT figure must be included within the main body of the protocol text and can be downloaded here: http://www.spirit-

statement.org/schedule-of-enrolment-interventions-and-assessments/ 

In your methods section, please state that you used the SPIRIT reporting guidelines, and cite them as:

Chan A-W, Tetzlaff JM, Gøtzsche PC, Altman DG, Mann H, Berlin J, Dickersin K, Hróbjartsson A, Schulz KF, Parulekar WR, Krleža-Jerić K, Laupacis A, Moher D. 

SPIRIT 2013 Explanation and Elaboration: Guidance for protocols of clinical trials. BMJ. 2013;346:e7586

Reporting Item Page and Line Number Reason if not applicable

Administrative information

Title #1 Descriptive title identifying the study design, 

population, interventions, and, if applicable, trial 

acronym

Page 1]

Trial registration #2a Trial identifier and registry name. If not yet 

registered, name of intended registry

Page 2]

Trial registration: data 

set

#2b All items from the World Health Organization 

Trial Registration Data Set

Not included} All information required by the WHO is 

included in the clinicaltrials.gov registry 

that we have used. Since we have 

provided the registry number, readers will 

be able to find the most up to date 
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information at any given time on the 

registry itself.]

Protocol version #3 Date and version identifier Not included The protocol publication date will serve as 

the protocol date. The clinical trial registry 

also has a protocol version and date 

associated with it that will continue to be 

updated over time as needed. 

Funding #4 Sources and types of financial, material, and 

other support

Page 20]

Roles and 

responsibilities: 

contributorship

#5a Names, affiliations, and roles of protocol 

contributors

Page 1]

Roles and 

responsibilities: sponsor 

contact information

#5b Name and contact information for the trial 

sponsor

Page 1]

Roles and 

responsibilities: sponsor 

and funder

#5c Role of study sponsor and funders, if any, in study 

design; collection, management, analysis, and 

interpretation of data; writing of the report; and 

the decision to submit the report for publication, 

including whether they will have ultimate 

authority over any of these activities

Page 20]

Roles and 

responsibilities: 

committees

#5d Composition, roles, and responsibilities of the 

coordinating centre, steering committee, 

endpoint adjudication committee, data 

management team, and other individuals or 

groups overseeing the trial, if applicable (see Item 

21a for data monitoring committee)

Page 17]
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Introduction

Background and 

rationale

#6a Description of research question and justification 

for undertaking the trial, including summary of 

relevant studies (published and unpublished) 

examining benefits and harms for each 

intervention

Page 4]

Background and 

rationale: choice of 

comparators

#6b Explanation for choice of comparators Page 8]

Objectives #7 Specific objectives or hypotheses Page 5]

Trial design #8 Description of trial design including type of trial 

(eg, parallel group, crossover, factorial, single 

group), allocation ratio, and framework (eg, 

superiority, equivalence, non-inferiority, 

exploratory)

Page 5]

Methods: Participants, interventions, and outcomes

Study setting #9 Description of study settings (eg, community 

clinic, academic hospital) and list of countries 

where data will be collected. Reference to where 

list of study sites can be obtained

Page 6]

Eligibility criteria #10 Inclusion and exclusion criteria for participants. If 

applicable, eligibility criteria for study centres and 

individuals who will perform the interventions 

(eg, surgeons, psychotherapists)

Page 6-7]
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Interventions: 

description

#11a Interventions for each group with sufficient detail 

to allow replication, including how and when they 

will be administered

Page 8-10]

Interventions: 

modifications

#11b Criteria for discontinuing or modifying allocated 

interventions for a given trial participant (eg, drug 

dose change in response to harms, participant 

request, or improving / worsening disease)

Page 10]

Interventions: adherance #11c Strategies to improve adherence to intervention 

protocols, and any procedures for monitoring 

adherence (eg, drug tablet return; laboratory 

tests)

Page 10]

Interventions: 

concomitant care

#11d Relevant concomitant care and interventions that 

are permitted or prohibited during the trial

Page 11]

Outcomes #12 Primary, secondary, and other outcomes, 

including the specific measurement variable (eg, 

systolic blood pressure), analysis metric (eg, 

change from baseline, final value, time to event), 

method of aggregation (eg, median, proportion), 

and time point for each outcome. Explanation of 

the clinical relevance of chosen efficacy and harm 

outcomes is strongly recommended

Page 11]

Participant timeline #13 Time schedule of enrolment, interventions 

(including any run-ins and washouts), 

assessments, and visits for participants. A 

schematic diagram is highly recommended (see 

Figure)

Page 11, Table 1]
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Sample size #14 Estimated number of participants needed to 

achieve study objectives and how it was 

determined, including clinical and statistical 

assumptions supporting any sample size 

calculations

Page 12]

Recruitment #15 Strategies for achieving adequate participant 

enrolment to reach target sample size

Page 12]

Methods: Assignment of interventions (for controlled trials)

Allocation: sequence 

generation

#16a Method of generating the allocation sequence 

(eg, computer-generated random numbers), and 

list of any factors for stratification. To reduce 

predictability of a random sequence, details of 

any planned restriction (eg, blocking) should be 

provided in a separate document that is 

unavailable to those who enrol participants or 

assign interventions

Page 12-13]

Allocation concealment 

mechanism

#16b Mechanism of implementing the allocation 

sequence (eg, central telephone; sequentially 

numbered, opaque, sealed envelopes), describing 

any steps to conceal the sequence until 

interventions are assigned

Page 13]

Allocation: 

implementation

#16c Who will generate the allocation sequence, who 

will enrol participants, and who will assign 

participants to interventions

Page 13]

Blinding (masking) #17a Who will be blinded after assignment to 

interventions (eg, trial participants, care 

Page 13]
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providers, outcome assessors, data analysts), and 

how

Blinding (masking): 

emergency unblinding

#17b If blinded, circumstances under which unblinding 

is permissible, and procedure for revealing a 

participant’s allocated intervention during the 

trial

Page 14]

Methods: Data collection, management, and analysis

Data collection plan #18a Plans for assessment and collection of outcome, 

baseline, and other trial data, including any 

related processes to promote data quality (eg, 

duplicate measurements, training of assessors) 

and a description of study instruments (eg, 

questionnaires, laboratory tests) along with their 

reliability and validity, if known. Reference to 

where data collection forms can be found, if not 

in the protocol

Page 14]

Data collection plan: 

retention

#18b Plans to promote participant retention and 

complete follow-up, including list of any outcome 

data to be collected for participants who 

discontinue or deviate from intervention 

protocols

Page 14]

Data management #19 Plans for data entry, coding, security, and 

storage, including any related processes to 

promote data quality (eg, double data entry; 

range checks for data values). Reference to 

where details of data management procedures 

can be found, if not in the protocol

Page 14]
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Statistics: outcomes #20a Statistical methods for analysing primary and 

secondary outcomes. Reference to where other 

details of the statistical analysis plan can be 

found, if not in the protocol

Page 15-16]

Statistics: additional 

analyses

#20b Methods for any additional analyses (eg, 

subgroup and adjusted analyses)

Page 16]

Statistics: analysis 

population and missing 

data

#20c Definition of analysis population relating to 

protocol non-adherence (eg, as randomised 

analysis), and any statistical methods to handle 

missing data (eg, multiple imputation)

Page 16-17]

Methods: Monitoring

Data monitoring: formal 

committee

#21a Composition of data monitoring committee 

(DMC); summary of its role and reporting 

structure; statement of whether it is independent 

from the sponsor and competing interests; and 

reference to where further details about its 

charter can be found, if not in the protocol. 

Alternatively, an explanation of why a DMC is not 

needed

Page 17]

Data monitoring: interim 

analysis

#21b Description of any interim analyses and stopping 

guidelines, including who will have access to 

these interim results and make the final decision 

to terminate the trial

Page 16]

Harms #22 Plans for collecting, assessing, reporting, and 

managing solicited and spontaneously reported 

Page 17-18]
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adverse events and other unintended effects of 

trial interventions or trial conduct

Auditing #23 Frequency and procedures for auditing trial 

conduct, if any, and whether the process will be 

independent from investigators and the sponsor

Page 18]

Ethics and dissemination

Research ethics approval #24 Plans for seeking research ethics committee / 

institutional review board (REC / IRB) approval

Page 21]

Protocol amendments #25 Plans for communicating important protocol 

modifications (eg, changes to eligibility criteria, 

outcomes, analyses) to relevant parties (eg, 

investigators, REC / IRBs, trial participants, trial 

registries, journals, regulators)

Page 18]

Consent or assent #26a Who will obtain informed consent or assent from 

potential trial participants or authorised 

surrogates, and how (see Item 32)

Page 7]

Consent or assent: 

ancillary studies

#26b Additional consent provisions for collection and 

use of participant data and biological specimens 

in ancillary studies, if applicable

Page 8]

Confidentiality #27 How personal information about potential and 

enrolled participants will be collected, shared, 

and maintained in order to protect confidentiality 

before, during, and after the trial

Page 15]

Declaration of interests #28 Financial and other competing interests for 

principal investigators for the overall trial and 

each study site

Page 21]
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Data access #29 Statement of who will have access to the final 

trial dataset, and disclosure of contractual 

agreements that limit such access for 

investigators

Page 20]

Ancillary and post trial 

care

#30 Provisions, if any, for ancillary and post-trial care, 

and for compensation to those who suffer harm 

from trial participation

Page 11]

Dissemination policy: 

trial results

#31a Plans for investigators and sponsor to 

communicate trial results to participants, 

healthcare professionals, the public, and other 

relevant groups (eg, via publication, reporting in 

results databases, or other data sharing 

arrangements), including any publication 

restrictions

Page 18-19]

Dissemination policy: 

authorship

#31b Authorship eligibility guidelines and any intended 

use of professional writers

Page 20]

Dissemination policy: 

reproducible research

#31c Plans, if any, for granting public access to the full 

protocol, participant-level dataset, and statistical 

code

Page 17]

Appendices

Informed consent 

materials

#32 Model consent form and other related 

documentation given to participants and 

authorised surrogates

Page 26-31]

Biological specimens #33 Plans for collection, laboratory evaluation, and 

storage of biological specimens for genetic or 

Page 15]
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molecular analysis in the current trial and for 

future use in ancillary studies, if applicable

It is strongly recommended that this checklist be read in conjunction with the SPIRIT 2013 Explanation & Elaboration for important clarification on the items. 

Amendments to the protocol should be tracked and dated. The SPIRIT checklist is copyrighted by the SPIRIT Group under the Creative Commons “Attribution-

NonCommercial-NoDerivs 3.0 Unported” license. This checklist can be completed online using https://www.goodreports.org/, a tool made by the EQUATOR 

Network in collaboration with Penelope.ai
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