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1. PROTOCOL SUMMARY

Study Summary: HIV antiretroviral therapy has the potential to dramatically decrease HIV
transmission worldwide’; yet, a barrier to ending the AIDS epidemic in low-resource settings is
the fact that healthcare is largely provided by traditional or spiritual healers rather than
biomedical providers®*, and there are no strategies in place to identify HIV-infected patients
among Traditional Healer patients and link them to HIV care. In order to reach the UNAIDS 90-
90-90 benchmarks HIV services must reach marginalized populations in endemic regions®, such
as in southwestern Uganda. Uganda is one of seven sub-Saharan African countries accounting
for 90% of all new HIV infections in this region®. HIV prevalence is 7.3%, with ~1.5 million
people living with HIV/AIDS and 99,000 new infections in 2014”. However, only 50% of sexually
active Ugandans have ever tested for HIV®®. Like much of sub-Saharan Africa, the majority of
Ugandans utilize traditional and faith-based healers''!. Healers are more accessible than
biomedical providers in resource-poor settings. Use is driven by preference as well as
accessibility: healers are considered uniquely qualified to treat afflictions believed incurable by
biomedicine'®. They are respected community leaders who shape clients’ utilization of HIV
services®. Those who utilize traditional healers may present to biomedical facilities late in their
illness, or not at all'.

Study Aim and Overall Study Design: Develop a POC HIV testing intervention at TH locations
using a cluster randomized study design. This study will be conducted among TH clients at 10
TH practice locations, to be compared with a control group receiving usual TH care. This pilot
will offer HIV testing at TH practice sites to 250 TH clients. Primary outcome for this study will
be rates of HIV testing among TH clients. Secondary outcomes will include i) number of new
HIV diagnoses among TH clients, ii) socio-demographic factors that predict HIV testing, and iii)
percentage of patients with +HIV POC test who successfully link to HIV care in 3 months.

This novel approach will have significant public health impact by expanding HIV testing and
linkage to care, thereby reducing morbidity, mortality, and HIV transmission in a highly endemic
region. This approach could be scaled for delivery in other HIV-endemic, medically pluralistic
communities. Pilot results will be integrated with data from ongoing research in southwestern
Uganda to propose a large-scale, cluster-randomized trial of this community-based HIV testing
program in Eastern Africa.

Study Duration: 12 months (July 2019 — June 2020)
Primary Endpoint: Rate of HIV testing among TH clients at 3 months
Secondary Endpoints: i) number of new HIV diagnoses among TH clients at 3 months post

enrollment; ii) percentage of patients with +HIV POC test who successfully link to HIV care at 3
months post enrollment and iii) variables that predict HIV testing.



2. BACKGROUND AND RATIONALE

HIV antiretroviral therapy (ART) has the potential to dramatically decrease HIV transmission
worldwide'?. UNAIDS has set the goal that 90% of HIV-infected people should be tested and
know their status, so they can access life-saving ART''. In order to reach the UNAIDS
benchmarks, HIV testing must reach marginalized populations in endemic regions’®.
Decentralized®, community-based*® approaches have been promoted as the key to expanding
access to HIV care within low-resource settings. However, successful implementation of
community-based services requires an understanding of the social and cultural context that
influence community engagement with HIV services. Specifically, many HIV endemic regions
are also medically pluralistic communities, where multiple explanatory frameworks for health
and disease co-exist. In these areas, HIV testing and ART clinical care do not occur in isolation;
traditional healers are commonly utilized instead of or concurrently with biomedical services®®.
Therefore, the success of decentralized, community-based HIV services must be founded upon
a thorough understanding of medical pluralism, and engagement with traditional healers as
stakeholders in community health.

Uganda is one of seven sub-Saharan African countries accounting for 90% of all new HIV
infections in this region'’. HIV prevalence is 7.3%, with ~1.5 million people living with HIV/AIDS
and 99,000 new infections in 2014°. However, only 50% of sexually active Ugandans have ever
tested for HIV’. These data indicate poor progress towards the UNAIDS 90-90-90 targets for
ending the HIV epidemic®®. Our study will characterize factors that shape HIV testing behavior
among communities with poor biomedical engagement and pilot an intervention to expand
access to HIV testing. Patients prefer to visit traditional healers to treat “African” diseases,
believed incurable by biomedicine'®. Healers in sub-Saharan Africa serve as herbalists,
counselors, social workers, spiritual guides, and legal advisors'?. Pregnant women may prefer
healers as home birth attendants over biomedical facility deliveries'®'2131¢2! Healers are
authorities on health concerns, and considered more credible sources of health information than
healthcare workers or biomedical clinicians'®2%2", As higher rates of HIV testing®'"'* and
improved engagement with HIV care? are correlated with regular contact with a health provider,
healers are potential partners for HIV-infected clients throughout the care continuum?%. Our
study will investigate feasibility of involving TH in HIV testing and pilot an intervention to expand
HIV testing within communities that use traditional medicine.

An AIDS-free generation cannot be achieved until HIV care is expanded to communities where
the burden of disease continues undetected®28. Healers have access to patients and potential
influence to promote HIV testing and engagement with ART services. The proposed research
holds promise for dramatically expanding HIV testing and early engagement with HIV services
to a large population who otherwise may not access biomedical care.



3. STUDY DESIGN

3.1 Design: Previously conducted qualitative work and observational data will inform
implementation of a pilot study, offering HIV testing at traditional healer locations in
southwestern Uganda. No compensation will be provided for healers in the intervention or
control arms of the intervention. We will follow Ugandan National protocols® to administer
voluntary HIV counseling and testing at healer practices in Mbarara District. Clustering for this
trial will occur at the level of healer practices. For the intervention arm, we will recruit 250 clients
from ten healer practice locations. For the
control arm, we will observe 250 healer

20 traditional healer practices and

500 clients clients at ten healer locations undergoing
“enhanced standard of care”, where healers
/\ will participate in a pre-trial educational
Intervention @10 healer Erfircod st difd o e @ session describing community HIV resources
locations (N=250 clients) (N=250 clients) available for clients, and how to access them.

Enroliment will take place from twenty
traditional healer practices, over a period of

Offered on-site point of P;%\gﬁf\?vlggmzuogt:ctgzl:r four months. The follow up period will be
R AT community based HIV testing three months. Primary outcome for this
\ / intervention will be rates of HIV testing among
TH clients (Figure).

3 month exit interview
Outcome measures:

-Received HIV testing? 3.2 Overall Approach: We will select twenty
T it et traditional healer practices to participate in

this study from among the ~170 known
practices in this District, and group them by
Figure. Approach for HIV testing pilot specialty (herbalist, birth attendant, spiritualist, bone
setter). Within each specialty group, we will randomly
select half to participate in the intervention arm (N=10); the remaining half will participate in the
control arm (N=10). Healers in both study arms will keep a log of participants indicating whether
HIV testing was delivered (intervention) or if the participant was referred to HIV testing (control).
Many healers have little formal education and describe themselves as “illiterate”; study logbooks
will be created accordingly. Research assistants will create stickers with de-identified study
identification numbers for each participant. The healer will place the participant ID sticker in the
log book (thereby avoiding the need to be able to write numbers); logs will show pictures for
receiving point-of-care HIV testing, or not testing (in the intervention arm), or referral to the
District HIV clinic for HIV testing, or not referring (for the control group). Healers will circle the
corresponding picture for each participant based on the outcome of the session. Research
assistants will be on site, or reachable via mobile phone, to answer any questions the healers
have about record keeping or study procedures.

4. RECRUITMENT AND ENROLLMENT

4.1 Inclusion and Exclusion Criteria: Inclusion criteria for healer clients are 1) 18 year of age
or older; 2) able to provide informed consent, 3) not known to be HIV infected; 4) willing to be
contacted for monthly follow up for 3 months; and 5) willing to complete an exit survey after 3
months. For the intervention (HIV testing) arm, participants must agree to receive their POC HIV
test results. Exclusion criteria include being under the age of 18, incapable of giving informed
consent, previously being diagnosed with HIV, being unwilling to receive HIV test results, and



unwilling to participate in the testing intervention. Participating healers are eligible to participate
if they meet the UNAIDS definition of traditional healer®, and are willing to participate in study
procedures. We will select from among healers with patient volume greater than 7 patients per
week in order to ensure that participant recruitment progresses in a timely manner for this pilot
study.

4.2 Informed Consent: We will obtain written informed consent from both traditional healers
(N=20) and their clients (N=500) participating in this study. Participating clients must consent to
providing three telephone contact numbers (self, friend, and family member), home address,
and permission for the research team access to medical records from the District HIV clinic. In
addition, they must consent to a home visit, if they are not reachable for follow up via phone.
Healers must consent to keeping a logbook of which patients received HIV testing (intervention
arm) or referred to HIV testing (control arm).

4.3 Subject Enrollment: One research assistant will be assigned to each arm of the study and
will base themselves at healer practices to consecutively enroll 25 clients from each healer until
we reach as sample size of N=500 (four-month enrollment period). The research assistant will
assign a unique study ID number to each participant, collect demographic information, and
locator information for the participant and two back up contacts. This information will be used for
monthly follow-up assessments, and to deliver the exit interview.

4.4 Sample size: N=250 adults will be enrolled in each arm. Community-based HIV-testing in
sub-Saharan Africa has excellent uptake (~97%)*’; based on these data, we expect 90% uptake
of HIV testing in our intervention arm. Assuming HIV prevalence is equivalent to that in our
cross-sectional study (9%), we will identify =220 newly diagnosed HIV-infected patients among
our sample of TH clients ([250 x .90] x 0.09 = 20.25). This aim is exploratory in nature. Sample
size will be calculated based on data from an observational census of traditional healers in the

study area and will be included in a forthcoming amendment.

5. STUDY PROCEDURES

5.1 Intervention arm: Healers assigned to the intervention arm (N=10) will attend a half-day
training session prior to trial initiation, led by District HIV clinic staff. This training session will
demonstrate proper use and disposal of the point-of-care HIV testing kit and provide training
regarding patient pre- and post-test counseling. Healers will be instructed to discuss the benefits
of linking to HIV care, including importance of initiating treatment for HIV infection, reducing
possible transmission to others, and health benefits of starting ART early, as part of post-test
counseling. In addition, this training session will discuss resources available at the ISS clinic,
including mental health counselors, family and partner support groups, counselors trained to
discuss serostatus disclosure strategies, and reproductive health counselors. Supplies for point-
of-care HIV testing and biohazard-compliant disposal will be provided to healers at the start of
the trial. HIV 1/2 antibody point of care test (Oraquick®) will be administered to participants who
agree to test. This test is non-invasive, conducted using oral fluids (rather than whole blood),
and is FDA-approved for adult use, with results in 20 minutes. Test results are clearly marked
with lines, rather than letters or numbers; this test is validated for use by non-medical personnel,
with 99.9% specificity and 91.6% sensitivity. Clients with positive tests will be referred to the HIV
clinic for Western Blot confirmation, and linkage to care. Following the healer visit, participants
will be contacted once per month, for a period of 3 months, to assess for POC test results, and
linkage to care for those who test HIV+.



5.2 Control arm: Control arm healers (N=10) will participate in a half-day session prior to trial
initiation, led by District HIV clinic staff. This educational session will discuss WHO and Ministry
of Health guidelines for HIV testing, who should receive HIV testing and how often, and where
to receive it. Participating patients of healers will then receive “enhanced standard of care” as
part of the control arm of the trial. Following the visit, study staff will contact the client once per
month, for 3 months, to assess for HIV testing since enrollment in the study.

5.3 Follow up: We will contact participants using their mobile phone numbers. If unable to
reach after multiple attempts, study staff will call the backup contact to inquire about the
participant’s (taking care not to mention HIV). If this inquiry is not informative, study staff will visit
the participant’s home, wearing unmarked clothes and not speaking about HIV with anyone
except privately with the participant. In 2014, a Pew Research Center survey indicated that 65%
of Ugandans owned a mobile phone (http://www.pewglobal.org/2015/04/15/cell-phones-in-
africa-communication-lifeline/); therefore, we anticipate that a majority of participants will have a
mobile contact number. If unable to reach the participant at their mobile phone number after
multiple attempts, the backup contact will be called. If no mobile number is available for the
participant, we will ask for a mobile number for a backup contact to use for communication.
Study staff will call the backup contact to attempt to speak with the participant (taking care not to
mention HIV). All calls will be made from study cell phones, not linked to any hospital or clinic,
such that caller ID or callbacks to the outgoing number will not indicate correlation with HIV
research. This process will be followed for participants in both the intervention and control
groups. If these inquiries via phone are not informative, a single member of the study staff will
visit the participant’s home at the address provided, via personal vehicle, wearing unmarked
clothes. This staff member will ask to speak with the participant, and will not discuss the study,
or the topic of HIV with anyone, except privately with the participant. If home visits are
necessary to establish follow-up, we will send a gender-matched staff member (i.e., female staff
member for female participant), to minimize suspicion from family or partners who may not be
aware of client’s participation in the study. This staff member will describe him/herself as a
friend from Mbarara, who is inquiring about the whereabouts of the participant.

6. STATISTICAL CONSIDERATIONS

6.1 Outcomes: The primary outcome for this Aim is rate of HIV testing among TH clients.
Secondary outcomes will include i) new HIV diagnoses among TH clients, ii) patients with +HIV
test who successfully link to HIV care in 3 months®, and iii) variables that predict HIV testing.
The results of this Aim are central to demonstrating feasibility for a subsequent R01 proposal.

6.2 Analysis plan: Descriptive statistics will characterize participants and summarize the data.
A multi-level logistic regression model — with individual clients in level 1 nested within healers in
level 2 — will be used to calculate the odds ratio for primary outcomes within three months in the
intervention compared with the control arms. Adjusted analyses will be conducted as secondary
or sensitivity analyses using multivariable, multi-level analyses for both binary and continuous
variables. All analyses will be performed in R software.

6.3 Intervention evaluation: 3 months following enroliment, all participants will be contacted for
an exit survey to understand experiences of participation in the study, undergoing HIV testing,
or deciding not to test. In-depth interviews will be conducted with participating healers at the
close of the intervention to obtain feedback on delivering POC testing at their practice locations
and assess how the study may have impacted their beliefs and practices.



7. DATA COLLECTION AND MONITORING

7.1 Training and Considerations: All study staff will receive extensive human
subjects/research ethics training, including the need for complete confidentiality and to
approach questions with sensitivity and in a supportive manner and to provide appropriate
referrals when needed. All interviews, surveys and HIV tests will be conducted in private. Study
staff will be trained not to press participants to answer questions or engage in intervention
activities that seem to be distressing to them, and sessions are terminated if the participant is
too distressed, too fatigued, or too frustrated by the effort. Qualitative interviews will be
terminated if the participant is too distressed, too fatigued, or too frustrated by the effort. In the
event that significant depression symptoms or suicidality are noted, the staff will be instructed to
follow procedures in the safety protocol, which include immediately contacting Dr. Mwanga-
Amumpaire to arrange referral to appropriate service agencies at Mbarara Regional Referral
Hospital or within the community, and reporting incidents or concerns to Dr. Mwanga-
Amumpaire or the US-based PI, Dr. Sundararajan.

7.2 Privacy and Confidentiality: We will safeguard against loss of confidentiality in a number
of ways. To minimize risk during the consent process, all recruitment and consent for
participation will be done in a private tent, with closed panels. Individuals will be recruited
separately and undergo informed consent separately (regardless of whether they arrived at the
healer location with a friend or family member). This will reduce risk of loss of confidentiality as
well as risk of coercion from others. All interviews, surveys, and POC HIV testing will take place
in private locations. Pretest and post-test counseling will similarly take place in private tents,
therefore minimizing risk of loss of confidentiality during relaying of HIV testing results. During
the follow up period, study stuff will not identify the project as one related to HIV; study staff will
contact the participant via mobile phone. They will be instructed not to discuss anything related
to the study except with the participant. They may visit the participant’s home if unable to
contact via phone numbers provided. For this, they will wear unmarked clothes and not speak
about HIV or the study with anyone, except in private with the participant.

Loss of confidentiality will also be minimized through de-identification of study data. Only the
participant’s study ID number will appear in the paper or computer-generated files. The key to
participants’ code number will be encrypted in a computer file, which will be kept in locked
offices at MUST. Only Dr. Sundararajan (Pl), Dr. Mwanga-Amumpaire, and the research
assistants will be able to unencrypt these computer files. In addition, all study staff will be asked
to sign a confidentiality pledge. In signing this pledge, the researcher agrees not to divulge the
identity of any study participant outside of the study team, nor discuss the particularities of any
participant’s story with anyone outside the study team.

Study participants may feel reticent to share information about sexual orientation, and this may
be a limitation of our study approach. However, the vast majority of HIV transmission in sub-
Saharan Africa occurs through heterosexual intercourse®!, and therefore we do not anticipate
that unwillingness to disclose homosexual orientation will negatively impact our data collection
or results. Participants will be reminded during questionnaire administration that answers
regarding sexual orientation will be kept between study participant and research team, and that
numerous mechanisms are being undertaken to safeguard their identity, including de-
identification of study data.

For potential participants for the testing intervention arm who presents with sexual partners, we
will carry out private, individual recruitment and consent, and request if we could include the
partner in the HIV testing process. If permission is granted by the participant, then we will 1)



assess if the partner meets criteria for inclusion as a participant; 2) if s/he meets inclusion
criteria, the participant will undergo informed consent; and 3) we will conduct the remainder of
the study procedures with both members of the couple present, and participating. If the partner
does not meet criteria for inclusion, then the partner will be present for his/her partner’s study
procedures. If permission is refused, we will continue with pre-test counseling, testing, relaying
of POC HIV test results, and post-test counseling in private. We will specifically train our
research assistants to conduct post-test counseling that discusses issues specific to
serodiscordant couples, including reducing risk of HIV transmission, reproductive issues and
efficacy of PrEP. In addition, we will encourage the participant to disclose to his/her partner, and
refer them to the HIV clinic, which has counselors who specifically assist clients with serostatus
disclosure strategies and has resources for serodiscordant couples. By following a strict
strategy of individual, private consent, our study procedures seek to reduce coercive influences
from partners or family members who may be present with the participant.

MUST has completed numerous research studies on human subjects and maintained full
confidentiality of participant records over the preceding decade. MUST has close collaborative
relationships with the local HIV clinic, with no-cost resources for testing, treatment and
counseling; participants will be referred to these resources as necessary over the course of this
research. Due to the nature of this research, we will ensure that study staff undergo training on
good clinical practices for human subjects research, with extensive piloting of informed consent
and study practices, until staff are comfortable and knowledgeable. Specifically, we will train
them to identify situations where coercion may be occurring as to avoid placing undue risk on
the potential participant. Refresher courses on relevant topics will be carried out as needed, at
least once every 6 months.

7.3 Data Safety and Monitoring: No stopping rules have been defined for this project, given
the minimal risks to participants. The research procedures are minimally invasive and present
low risks to the study participants. Subjects are volunteers and may drop out of the study at any
time, without any recourse. They are informed of such during the consent process.

This study is a pilot intervention, so a DSMB is not required. The PI, Dr. Sundararajan, and local
Co-Investigators will review study progress during bi-monthly conference calls. MUST and
WCMC IRBs will receive reports annually. Additionally, if necessary, we may utilize the services
of the Weill Cornell Medical Center’'s Data Safety and Monitoring Board (DSMB), which has
been designed to ensure the safety and welfare of participants and the validity and
confidentiality of data. The board’s responsibilities include reviewing protocols, informed
consent documents, and plans for data safety and monitoring, evaluating the progress of
intervention trials, participant risk versus benefit, periodic assessments of data quality and
timeliness, and other factors that can affect the safety of study participants. The board makes
recommendations to the Pl and NIH (e.g., the observed beneficial or adverse effects of the
study, interim analysis of efficacy). The WCMC DSMB meets monthly. The DSMB will receive
all adverse event reports and will review stopping rules and interim analyses, where applicable.
Data analysis will be conducted every 3 months and discussed with the research team. Annual
reports will be submitted to the WCMC IRB, MUST IRB and NIMH.

7.4 Adverse Event Reporting: The Principal Investigator, Dr. Sundararajan, and the Weill
Cornell Medical Center IRB will be directly responsible for monitoring the security of the data
and safety of participants. Project staff will report emotionally distressed participants to Dr.
Sundararajan and Dr. Mwanga-Amumpaire. Dr. Mwanga-Amumpaire will be responsible for
evaluating and referring the participant to an appropriate agency at MUST or in the community.
Drs. Sundararajan and Mwanga-Amumpaire will be responsible for immediately reporting any
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breaches of protocol, breakdowns in the consent process, violations of confidentiality of the
data, complaints by participants or any serious problems or adverse events. An incident report
will be filed with Dr. Sundararajan. Incident reports, serious problems or adverse events will be
reported to the WC IRB by Dr. Sundararajan. The IRB will report to NIH and DHHS if warranted.
Requests for the use of these data by persons outside of the project will be decided upon by the
PI, Dr. Sundararajan and a committee comprised of coinvestigators._ The IRB will be informed
and any concerns will be addressed before data are released.

As participation in this study involves minimal commitment, we do not anticipate any negative
impact from study closure or from the subject voluntarily leaving the study. Study subjects will
not be terminated for any specific reason. All potentially adverse events or serious problems will
be reported by Dr. Mwanga-Amumpaire within 48 hours on a standard form and this information
will be immediately shared with Dr. Sundararajan for reporting to the Weill Cornell IRB with a
copy to the Office of Human Subjects. Study staff will also be debriefed on a weekly basis to
address issues that have come up throughout the course of data collection. All project staff will
receive verbal and written instructions pertaining to the rules governing the maintenance of
confidentiality upon completion of the study or if they leave the study before its completion.

7.5 Quality Assurance: The Pls will oversee data quality control and assurance. They will
review all informed consent documents and study eligibility checklist forms. Dr. Sundararajan
and Dr. Mwanga-Amumpairewill review data files for internal validity and completeness and
send queries to the data management team in Mbarara each week. The team will respond to
queries within one week. During the trial, all informed consent and data collection documents
will be verified by the study research coordinator.

7.6 Expected Outcomes: The goal of the proposed research is to expand access and
engagement with HIV testing in Mbarara by delivering point of care tests at traditional healer
locations. This study also has important benefits to healthcare delivery in Uganda as it focuses
specifically on early diagnosis of HIV, the leading cause of hospital admissions in this country.
The primary and secondary outcomes of the proposed intervention seek to improve health in
these regions such that morbidity and mortality are decreased as a result of linkage to
outpatient care. The proposed study has the potential to improve rates of HIV testing throughout
Uganda, reduce HIV transmission and improve linkage to care. People from other African
countries who utilize the services of traditional healers may benefit in the future from the
knowledge gained in this study. The results of this study may be expanded to improve access to
HIV testing among adults in Uganda and other similar settings. Outcomes will be used to better
understand factors influencing engagement with HIV services in endemic areas, where
traditional medicine is commonly used. We also hope that the Community Advisory Board
formation will facilitate positive, ongoing relationships between healers, biomedical providers,
and patients.

8. HUMAN SUBJECTS
8.1 Problems Anticipated:

8.1.2 Psychological risks: For Aim 1, some participants may find it distressing to discuss past
HIV testing behaviors, their healthcare seeking trajectory, or experiences with biomedical
providers. All study staff will be trained not press participants to answer questions or discuss
information that seem to be distressing to them, and to terminate sessions if the participant is
overly distressed, fatigued, or frustrated by the effort. In the event that clinically significant
depressive symptoms, suicidality, or other psychiatric conditions are noted, the staff will be
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instructed to report any incidents or concerns to Dr. Mwanga-Amumpaire, who will assess the
participant, offer needed support or arrange for appropriate referral to a counselor or community
service provider. In addition, the PI, and all team members have completed Human Subjects
Training and Certification Program or equivalent certification at their institution. Dr.
Sundararajan has had experience conducting social science research among international,
marginalized populations and received previous training in the ethical issues that may arise, and
procedures utilized to handle protection against risks. Dr. Mwanga-Amumpaire has years of
experience conducting confidential and interviews regarding sensitive topics among socially
marginalized and key populations. All study staff will receive extensive human subjects/research
ethics training, including the need for complete confidentiality and to approach questions with
sensitivity and in a supportive manner and to provide appropriate referrals when needed.
Qualitative interviews will be terminated if the participant is too distressed, too fatigued, or too
frustrated by the effort. In the event that significant depression symptoms or suicidality are
noted, the staff will be instructed to follow procedures in the safety protocol, which include
immediately contacting Dr. Mwanga-Amumpaire to arrange referral to appropriate service
agencies at MUST or within the community, and reporting incidents or concerns to the US-
based PI, Dr. Sundararajan.

It is possible that participants may be identified by others as receiving HIV testing, including
healthcare personnel, or sexual partners, or become the subject of HIV-related stigma through
participating in this study. In addition, any time a person receives a new diagnosis of being HIV-
infected there is a possibility that they will be exposed to stigma from family, partners and other
members in their community; external stigma in these cases may involve rejection,
estrangement, loss of employment or harassment®. Internal stigma may also develop, resulting
in shame, depression, and psychological isolation. For women, being HIV-infected may be
associated with higher risk of experiencing intimate partner violence. We will work with healers
and HIV clinic staff to educate the community to lessen stigma against HIV. Healers will provide
post-test counseling for all participants, which will include resources to support their
psychosocial health, and provide resources for partners and family members.

8.1.3 HIV test related discomfort: The Oraquick testing process is non-invasive and produces
results based on oral fluid samples. We do not anticipate any physical discomfort as a result of
the tests administered in the intervention.

8.1.4 Possibility of false HIV test results: Given the high specificity and sensitivity of the rapid
tests (99.9% specificity and 91.6% sensitivity), false positives and negatives are unlikely.
Participants with positive rapid HIV tests will be referred to the Mbarara Referral Hospital HIV
clinic for confirmatory testing, and where they will have CD4 testing and subsequent clinical
evaluation. They will be provided specific instructions on how to get there and what to do when
they arrive. Healers in the intervention arm will undergo training prior to trial implementation to
ensure they are delivering the point of care tests correctly. We note that these point of care tests
have been validated for use among laypersons, with extremely high sensitivity/specificity.
Research assistants will work with intervention arm healers every few days to ensure testing
procedures are followed. Patients with positive HIV testing will be directed to the Mbarara
Referral Hospital HIV clinic for confirmatory testing. Patients with negative HIV tests will be
counseled to follow up in 3-6 months for re-testing, as is standard protocol according to
Ugandan HIV testing guidelines.

8.1.5 Loss of confidentiality: Though this study will include both HIV-infected and non-infected

adults, it is possible that participants may be identified by others, including healthcare
personnel, as being HIV infected by participating in this study. We will safeguard against this by
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conducting interviews, recruitment, and point-of-care testing in private locations. All subject data
will be de-identified using a study identification number consisting of a unique code unrelated to
any patient identifying information, as per Good Clinical Practice guidelines. Any identifiers
linked to the participant will be secured and only available to study staff, to ensure subject
confidentiality. Study data will be stored in a locked room at MUST, and on a password protected,
encrypted computer. Access to study data will be limited to study staff only. No personally
identifiable information will be available during data coding, organization, analysis, or publication.
NIMR computers and servers are protected by firewall protection and are only accessible with a
password. Study staff will be trained in Good Clinical Practice regarding maintaining
confidentiality. We will provide intensive counseling and education to all participants on the
importance of confidentiality. In keeping with Ugandan Ministry of Health policy, MUST and
Mbarara Regional Referral Hospital does not divulge individual HIV or other results to any third

party.

For monthly follow up in Aim 3, study staff will contact the participant via mobile phone. They will
be instructed not to discuss anything related to the study except with the participant. They may
visit the participant’s home if unable to contact via phone numbers provided. For this, they will
wear unmarked clothes and not speak about HIV or the study with anyone, except in private
with the participant. Participants will be asked to report any breeches in confidentiality, and
these will be reported to the IRBs.

8.2 Reasonableness of risks: The research procedures are minimally invasive and present
low risks to the study participants. The possible risks include the possibility that participants will
become emotionally distressed during the interview process and the potential loss of
confidentiality. We have described procedures for dealing with emotional distress or threats to
harm self/others, and for minimizing the risk of loss of confidentiality, if it should arise. Given the
minimal risks and the safeguards that will be put in place, we believe that the importance of the
knowledge to be gained outweighs the potential risks to the subjects involved.

8.3 Obtaining Informed Consent: Written and verbal informed consent will be completed for
each participant. During informed consent, the research assistant and potential participant will
find a suitable, private location. All potential participants will be told that information gathered in
the study is confidential, voluntary, and they are free to take breaks or terminate their
participation at any time. A written copy of the informed consent form will be presented in
Runyankole or English, depending on the preference of the potential participant. This form will
be reviewed orally, and potential participants given opportunity to ask questions. The research
assistant will pause after each section and check for understanding by asking the potential
participant to describe critical points in his/her own words. If the potential participant agrees to
participate, written consent will be documented via signatures from both the research assistant
and participant. For those unable to write, they will be allowed to place a thumbprint or “X”, with
a witness co-signing to ensure proper methods of informed consent have been followed. Each
research aim of the study will have its own consent form. Please see those documents attached to
this application. No additional consent is necessary. Traditional Healers are considered to have
special roles in their communities, as trusted authorities on health, culture and relationships® and
should be considered key stakeholders for any community-based interventions. As such, their
participation and support of this project is highly regarded within specific cultural context.
However, this support does not tacitly provide community consent. We will require individual,
informed consent for all participants.

The research assistant will review the consent for orally and pause after each section in the
consent form to check for understanding by asking the potential participant to describe critical
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points in his/her own words. The research staff who will be responsible for obtaining informed
consent will assess whether the potential participant has understood the study and consent form
by asking key questions (e.g., “How much time will this take you?”; “What are the possible
benefits for you?”). Because it is possible that some participants may be cognitively impaired, or
they may not initially understand this second consent process, we will test all potential
participants for their comprehension of critical in the consent form. Errors will be corrected, and
these potential participants will then be asked if they need further clarification. If, after further
attempts to clarify any misunderstandings, we determine that they may not fully comprehend the
critical aspects of the study, they will not be enrolled.

The vast majority of participants will be non-English speaking, as the primary language in this
region is Runyankole. A written copy of the informed consent form will be presented in
Runyankole or English, depending on the preference of the potential participant. This form will
be reviewed orally, and potential participants given opportunity to ask questions. In addition, we
anticipate a significant proportion of potential participants will have low literacy. For those
unable to write, they will be allowed to place a thumbprint or “X”, with a witness co-signing to
ensure proper methods of informed consent have been followed.

Informed consent documents will be retained in locked filing cabinets and storerooms,
accessible only to senior investigators or designated study staff. All study logs are identified by
study ID numbers, and names are removed. All computerized databases will only contain study
ID numbers. The lists linking study numbers to names are kept separately in a password
protected computer, accessible only to PI, Co-Investigator, and Project Manager. Clinicians and
counselors have received training on the need to maintain full confidentiality of client data.

9. DISSEMINATION AND PUBLICATION

All collaborators will participate in data analysis and research dissemination. Preliminary results
will be presented twice per year to the Community Advisory Board, and to the local academic
community through conferences at MUST. Abstracts will be submitted to both international and
domestic conferences, and we expect that our results will generate two peer reviewed
publications (“HIV testing and traditional healing in northeastern Tanzania: results from a
qualitative study”, and “Delivering HIV testing in eastern Africa at traditional healer practices:
results from a pilot intervention”). Data from this pilot will serve as the foundation for an RO1
submission to the National Institute of Mental Health, for September 2020 (“A cluster-
randomized trial of HIV testing at traditional healer practices in eastern Africa”).
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Summary of Changes to Protocol

September 4, 2019:
As planned in section 4.4 of the protocol, an observational census of traditional healers was
conducted in the study area in 2018.

Changes to the inclusion criteria for traditional healers were submitted as follows:

We predetermined an 8-kilometer one-way travel distance to the ISS HIV clinic as the
geographic boundary within which to include traditional healers as recruitment locations for this
trial. This distance was established as a walking distance to one or more HIV testing resource
are centralized. Twenty-five traditional healers were identified within this area. Traditional
healers will be considered eligible for participation as cluster sites if they are 1) were aged 18
years or older; 2) have a practice located within eight kilometers of the ISS clinic; 3) were
identified in the 2018 population-level census of traditional healers in Mbarara District; and 4)
delivered care to at least 7 patients per week. The final criterion excludes healers with average
patient volumes in the lowest quartile in order to ensure that participant recruitment progresses
in a timely manner for this pilot study.

Changes to the sample size were submitted as follows:

We assumed a baseline testing rate of 39% among our population based on Ministry of Health
population-level data®. We predicted that the HIV testing rate would increase by 35% to 74% in
the intervention arm. Using intracluster correlation coefficient estimate = 0.2, we calculated that
we would need to include a minimum of 16 clusters total, with an average of 30 participants
recruited per cluster (total sample size of 480 participants), to detect this difference, with 80%
power and alpha = 0.05. We plan to recruit 20 healers as clusters in our study to maximize
analytical power. Target enroliment number for clients will be 250 per study arm, divided equally
among cluster sites in each study arm.

Secondary outcome of “variables that predict HIV testing” was also removed
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