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PROTOCOL SUMMARY

Abstract

Current estimaltes point towards a huge increase in the number of people that are eligible to
start ART in Uganda and globally. As many of the newly eligible patients are largely
asymptomalic, there are concerns about adherence and retention of these individuals and
especially those starting ART with a higher CD4 counts. Urgent information is required to
plan for implementation of most recent WHO and National guidelines in the most cost
effective manner as well as maximizing retention of HIV positive individuals in care and
achieving virological suppression.

We plan to undertake research designed to see if we can optimize adherence, virological
outcomes and HIV knowledge, in order to give an overall increased quality of life in
vulnerable populations starting or established on ART in Kampala, Uganda. We will test
implementation of an open source software-based ool to send text messages and to give
access 10 an nleractive voice response system to support self-monitoring and provide
health information using patients’ mobile phones.

We aim to undertake an open labeled randomised trial at two sites: the 1DI which is an
urban center of excellence in HIV care, and Kasangati Health Center, which is a peri-urban
public health care facility. The project aims to enroll patients starting ART, already
established on first line ART or switching to second line ART. We will include special
populations including pregnant women, discordant couples and young people. The
estimated length of the project is 30 months. The technology to be evaluated in this study
is based on CONNECT FOR LIFE™ m-heaith technology (CFL2015.01 or higher).
CFL2015.01 provides text messages or Interactive Voice Response (IVR) functionalities,
a technology that allows a computer to interact with humans through the use of voice and
tones input via keypad, including pill reminders, clinic visit reminders, health tips and
tfunctionality to support symptom reporting.

The Primary Objective of this study is to determine the effect of the CFL2015.01 tool on
quality of life of HIV patients receiving care at IDI and Kasangati HCIV. At the start of the
intervention, atl patients will undergo quality of life assessment, which will be repeated at
months 6, 12, and 24 months. The scores will be compared to assess the effect of the tool
on quality of life. The Secondary Objectives are virological outcomes baseline, 6, 12
months and 24 months, retention in care, aversion of early treatment failure, disease
knowledge, clinic attendance and cost analysis.

Walid Thru!
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LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS

AE Adverse events

CRF Case report form

CYP cytochrome P450

HIV Human Immunodeficiency Virus

1D} Infectious Diseases Institute

iRB institutional Review Board

UNCST Uganda National Council of Science and Technology
LTFU Lost To Follow Up

MU-JHU Makerere University - john’s Hopkins University Core Laboratory
NRTI Nucieoside reverse transcriptase inhibitor

NNRTI Non-nucleoside reverse transcriptase inhibitor
SOC Standard of care

SAE Serious Adverse Event

TAMA Treatment Advise by Mobile Alerts

C4AL Call for Life Uganda™

C¥L2015.01 | Connect for LifeT™ technology 2015 Uganda version
DSMB Data Safety & Monitoring Board
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1. INTRODUCTION

Despite the large scale up of HIV treatment to over 550,000 patients receiving
antiretroviral therapy {ART) in Uganda, there are an estimated 60% of eligible
patients who are not receiving treatment (1, 2). This represents a substantial gap in
services, and closing this gap will have major implications for health services in
Uganda. The situation is similar elsewhere in Sub-Saharan(3}. Under the most recent
2013 WHO HIV treatment guidelines, which recommend treatment at higher CD4
counts than previously, many of the eligible patients are largely asymptomatic. This
raises concerns about adherence and retention of these individuals initiating
treatment with a higher CD4 counts. Urgent information is required to plan for
continued scale up of HIV treatment in Uganda in the most cost effective manner as
well as maximizing retention of HIV positive individuals in care and achieving
virological suppression{4). In addition patients belonging to vulnerable groups (or
key populations), such as discordant couples, pregnant women, young adults and
those on second line treatment are more likely to have issues with adherence and
therefore these patients may require additional support for their HIV care(5).

ART adherence, with consequent reduction in viral load and increase in CD4 count
positively influences quality of life in those living with HIV{6). Attendance at clinic
appointments is a good predictor of good outcomes in HIV patients{7). Support
mechanisms and HIV knowledge also have been shown to have an effect on quality of
life(8, 9). mHealth technologies offer us the potential to address many of these aspects
in one system, and the aim of this trial {s to test a system developed to improve on all
of these outcomes.

Disease Setting/Patient Population

We plan to study patients starting ART, or belonging to special populations who are
already on ART including pregnant women, discordant couples and young people or
switching to second line ART at 2 clinics; IDI, Kampala and Kasangati HCIV. The
estimated length of the project is 30 months.

1.1. Background and Rationale

The estimates of eligible patients in Uganda and globally point towards a huge
increase in numbers of people who are now eligible to start ART(3) under the new
2003 WHO guidelines compared to previously, which has major implications for
health services in Sub-Saharan. Urgent research is required to assist with
implementation of these guidelines in the most cost effective manner(4).

One of the major changes in delivery of HIV care is that patients are starting to take
ART at higher CD4 counts, often when they are feeling well. We know from resource
rich settings that implementing treatment at high CD4 m@“ htforward.
in the USA, people have started on ART at high CD4 cg&hnts {»500) fox’}a umber of

years. However, at present only 77% of those w%a:eﬁonﬁ&'&m the$ A have

F‘g.-,
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managed to achieve an undetectable viral load load (giving an overall 28% of all those
infected with HIV achieving virological suppression).

fn sub-Saharan Africa a meta-analysis of HIV patients showed that those with high
CD4 counts were more likely to be lost to follow up (25% with CD4 count <350 vs.
54% with CD4 counts >350) (P < 0.0001){10). This suggests that these patients at risk
of poor outcomes as in Uganda, ART eligible patients lost to follow up before starting
ART have a 7.7% mortality(11). For those who do start on ART in sub-Saharan Africa
76% have an undetectable viral load at one year and 67% at 2 years {12). ART
adherence in sub-Saharan Africa is a complex issue with multiple contributing
factors(13). However, large programmatic data on outcomes in patients starting at
high CD4 counts in Sub-Saharan Africa are not currently available. Experts in
mathematical models from South Africa have highlighted that aptimizing adherence
in those starting ART at high CD4 counts as a priority for research {14).

Adherence in Key Populations

Due to their increased vulnerability and risk of transmission key populations (such
as adolescents, pregnant women and discordant couples) require tailored responses
and assistance with managing their HIV, as recognized in the 2014 WHO guidelines
for key populations(5). In particular there is emerging evidence that suggests it may
be difficult to persuade HIV positive partners in discordant couples to start ART, and
this may be more challenging at higher CD4 counts. In Kenya only 63% of ART
eligible partners in discordant couples started ART by 1 year into care {10). At the
Infectious Diseases Institute (ID1) in Kampala, we have found that HIV positive
partners in discordant couples are less likely to start ART if their CD4 counts are
greater than 350 cells/ul as compared to those with low CD4 count(15).

There are also concerns regarding poor uptake of PMTCT services of any kind, despite
widespread availability in Sub-Saharan Africa. A review of 40 studies in Sub-Saharan
Africa cited poor knowledge of HIV/ART/vertical transmission, lower maternal
educational level and psychological issues following HIV diagnosis as some of the key
individual barriers to access PMTCT, whereas poor staff-client interactions, staff
shortages, service accessibility were some of the clinical constraints(16). Even
women who access ART for during pregnancy for their own health (are at a high risk
of stopping ART or becoming LTFUP (numbers) after their pregnancy. (17)

Due to adherence concerns the WHO guidelines emphasize the need of strong systems
to link patients to care and to enhance adherence in those starting ART. The guidelines
recommend “research priorities include assessing the incidence of severe
adverse events as a result of increased exposure to ART and assessing ART
acceptability, uptake, adherence and long-term retention in care for people
who initiate ART at higher CD4 counts”(2}.

Wy Sehool g
@‘g\ re,

Mobile Phone alerts for adherence and appointm ‘@remmders . %“,5;
Data from randomized controlled trials {RCT) and @\ort ety Eeiihow %proved
virological outcomes and/or adherence with text gssagmg alel ts éig 24] A farge
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RCT in Kenya trial compared weekly text messages versus standard of care. Text
messaging was associated with a fower risk of non-adherence at 12 months (RR0.77,
95% C1 0.63 to 0.93) and with the non-occurrence of virological failure at 12 months
(RR 0.83,95% C1 0.69 to 0.99) {19). Another trial in Kenya compared short daily, long
daily, short weekly and long weekly messages against standard care. Patients
receiving weelkly text-messages of any length were at lower risk of non-adherence at
48 weeks than were patients receiving daily messages of any length {RR 0.79, 95% CI
0.64 to 0.99). Other studies have looked at 2 way communication via text message or
voice activated mobile phone support for improving adherence (21). In South India
voice activated messaging system compared to a simple text message was preferable
for patients(25). in Cameroon an intervention with 2 way communication was utilized
mainly for logistical (n = 21, 13.6%), medical (n = 20, 12.9%) and financial {rn = 11,
7.1%) support {26}. Currently there is also one ongoing study of using text messages
to retain patients not yet on ART in care. (27)

We found one study using text messages in women accessing PMTCT services; this
was a study in which pregnant women could access information via a text message
service. Participants on average sent 16 messages to the study team per week, 50%
requesting medical information, the remainder for social/psychological support(28).
We were unable to find any studies looking at text message interventions in
improving adherence in discordant couples.

A 2013 Cochrane review showed that mobile phone text messaging reminders
increase attendance at healthcare appointments compared to no reminders and
postal reminders, and have the same impact on attendance as phone call reminders.
Two studies reported that the costs per attendance of mobile phone text message
reminders are less than phone call reminders?!-

1.2. The effect of HIV knowledge on adherence and quality of life

There is data to suggest that patients with higher HIV knowledge are twice as likely
to keep their appointments as those who are less knowledgeable. In combination
with relationship with provider, knowledge predicted increased CD4 count and
increased the chance of achieving an undetectable VL by almost five times (7). Lack
of knowledge of correct dosing and time to take drugs was associated with
adherence issues in those starting ART(29). HIV knowledge has also been shown to
be associated with improved quality of life(8).

1.3. Interactive Voice Response System

The technology to be evaluated in this study is based on CONNECT FOR LIFE™ m-
health technology. It has been developed as a community health information
technology platform for health initiatives to assist patients in developing countries.
As a mobile communication platform it interacts with pgtifrshesdisyg basic mobile
phone technology and with healthcare providers throu ) web~base3df‘f’é=x rface. It

. TR A
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technology that aliows a computer to interact with humans through the use of voice
and tones input via keypad, including pill reminders, clinic visit reminders, health tips
and functionality to support symptom reporting.

This IVR software was first piloted by Janssen and the Grameen Foundation in India,
and  was called TAMA  (Treatment advice by Mobile Alerts)
(http://motechsuite.org/index.php/implementations) to support HIV patients in
project UNITE in India. Early qualitative work suggested that the TAMA software was
usable and viable in the real life settings of PLHA and it had many desirable effects on their
treatment adherence’'. The results of Project UNITE are currently in the process of
publication.

The CONNECT FOR LIFE™ software is designed to help patients in a number of
ways; to improve adherence, to remind about appointments, to provide psychological
support by having a way of contacting the clinic 24 hours a day, to increase knowledge
of HIV and health related conditions. Therefore, we wish to understand the overall
effect of the tool on the patients. Measures of quality of life (QOL) are a composite of
many factors, including varied domains of functioning and wellbeing which comprise
physical and mental health(9). QoL scores are well correlated with response to HIV
treatment in those starting ART(30)}, but are also useful in measuring response in
chronic HIV{31). In addition to medical and symptom effects on quality of life,
informational support has been shown to have a positive influence on QOL(8).
Therefore, in this trial our primary outcome will be a comparision of QOL in those
receiving or not receiving support from CONNECT FOR LIFE™.

The WHO has provided guidance surrounding use of text messages for adherence;
“Mobile phone text messages could be considered as a reminder tool for
promoting adherence to ART as part of a package of adherence
interventions”(32}. After discussion with MoH [DI plans undertake a study of the
CONNECT FOR LIFE™ m-health technology (CFI.2015.01 or higher) within a program
named Call for Life Uganda™ which inludes content developed for HiV patients in
Uganda uploaded to the CONNECT FOR LIFE™ technology and the implementation of
this m chinic. This study will help to gather additional information on outcomes in
those in the Call for Life Uganda™ programme , as well as cost analyses and
information on operational issues.

%‘g\q‘g Schogy ory
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2. STUDY OBJECTIVES AND ENDPOINTS

2.1. Objectives

Primary Objective

To determine the effect of Call for Life Uganda

™

on physicial quality of life of HIV

patients receiving care at ID] and Kasangati HCIV.

Secondary objectives

1.

To determine the effect of Call for Life Uganda™ on mental quality of life of
HIV patients receiving care at IDI and Kasangati HCIV.

To determine the effect of Call for Life Uganda™ on virological outcomes and
aversion of early treatment failure at 6, 12, 18 and 24 months of using the tool
™

To determine effect of use of Call for Life Uganda'™ on retention in care at [DI

and Kasangati

To compare the knowledge about HIV, ART and associated health conditions
atbaseline, 6, 12, 18 and 24 months in patients using the Call for Life Uganda'™
tool

To determine the effect of Call for Life Uganda™
reduction behaviour

use on adoption of risk

To assess patient perceptions and attitudes towards the Call for Life Uganda™

tool including but not limited to a) passive refusal to engage with Call {or Life
Uganda™ calls, b) qualitative responses around which features are most
useful, ¢} value addition and preparedness of patients to pay for service for
sustainability

To carry out a cost analysis that can inform 1) the cost of Call for Life Uganda™
intervention in the IDI and Kasangati HCIV populations 2) the cost of rolling
out Call for Life Uganda™ for special populations if Call for Life Uganda™ is
rolled-out nationwide 3) the estimated cost of rolling out Call for Life
Uganda™ in all HIV patients stating ART nationwide

To determine the effect of Cail for Life Uganda'™ on attendance on scheduled
appointment date {(+/- 2 working days) mé

o

o ey

Af»““ kS
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use, and comparison to those with no access to Call for Life Uganda™ at 6, and
12 months

Secondary Endpoints

1. Change in quality of life mental health score in those accessing Call for Life
Uganda™ between baseline, 6 and 12 months of Call for Life Uganda™ use,
and comparison to those with no access to Call for Life Uganda™ at 6 and 12
months

2. Proportion of patients with viral load > 50 copies/ml at baselineg, 6, and 12,
months among patients using the Call for Life Uganda™ tool compared to
those with no access to Call for Life Uganda™

3. Proportion of patients lost to follow-up (LTFUP), where LTFUP is defined as
no having a clinic encounter for > 3 months from the last attendance in each
arm

4. Knowledge score about HIV, ART and associated health conditions at baseline
and after 6, 12, 18 and 24 months of Call for Life Uganda™ use

5. Proportion using condom and number of sexual partners at baseline and after
6, 12, 18 and 24 months among patients who received Calf for Life Uganda™

6. Proportion of patients who accept to engage with tool more than one time
(disaggregated by patient population)

7. Qualitative assessment of patient satisfaction with the Call for Life Uganda*™
platform

8. Total costs of Call for Life Uganda™ at IDI, compared those accessing care at
IDE with no access to Call for Life™ in cost of care for IDI, the patient and the
overall healthcare system. (number of clinic visits/ time to switch to second
line treatment, travel costs, days out of work)

9. Qualitative assessment of pattern of calls and texts requested by patients using
Call for Life Uganda™ over time. I.e. analysis of real use of the system by patient
preference over time

In evaluating mHeaith tools, new guidance was published in 2016 on how to report
and assess mHealth interventions (mERA). These include access of individual

participants and cost assessment which are represw.
e SO0 o0
3 .

2.2 Study Hypothesis

Watisd They:

03 UL 2020

Patients with access to Call for Life Uganda™\@ill have a better qualitfof life after 12

months on Call for Life Uganda™ compared to @é)se not on Call for Lgfe Uganda™
;) o

We hypothesize that:
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3. STUDY DESIGN

This is a randomised controlled trial at two sites: the IDI which 1s a center of excellence
in HIV care, and Kasangati Health Center, which 1s a public health care facility. There
will be two arms, randomized in a 1:1 pattern. At the start of the intervention, all patients
will undergo quality of life assessment, which will be repeated at months 6, 12 and 24.
The scores will be compared to assess the effect of the tool.

Following the first 2 months of randomized trial, Call for Life Uganda™ will be offered
to all patients on the control arm (if no harm is observed at interim analysis).
Observational data will be collected for all parameters for 24 months after trial start.

e \
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FIGURE 1 - C4L STUDY SCHEMA

4. SUBJECT SELECTION

This study will include patients starting ART at IDI and Kasangati as well as those on
ART in the following groups; patients in a sero-discordant relationship{most at risk
populations, defined by the nature of their work), pregnant mothers, adolescents and
those switching or on second line treatment who agree to receive and use the Call for
Life Uganda™ tool, and to be followed up for 30 months.

4.1. Inclusion Criteria

Subjects must meet all of the following inclusion criteria to be eligible for enroliment
into the study:

1.

Evidence of a personally signed and dated informed consent document
indicating that the subject {or a legal representative) has been informed of all
pertinent aspects of the study.

Patients who are willing and able to comply with scheduled visits, treatment
plan, laboratory tests, and other study procedures.

Patients having the ability to use basic cell phone functions {e.g., being able to
make and receive phone calls).

Patients with access to a mobile phone (need to be able to answer the phone
at a predetermined time slot and to be able to call the clinic if they are sick)

Patients who are able to understand Luganda or Runyankole or English (as
these are the languages of the overwhelming majority of patients at IDI and
Kasangati and so will be used for the trial. [f any other language has more than
30 patients who require it, the tool will be adapted to include this new
language before the roll out of the tool to the entire clinic population)

4.2, Exclusion Criteria

1.

Patient whose clinical condition interferes with appropriate use of cell phone
{e.g., deafness, severe cognitive impairment}

Patients < 15 years unless emancipated minors as defined by Ugandan
National Research Ethics Committee guidelines.

N
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5. Patients who are critically ill.
5. DESCRIPTION OF INTERVENTION
Call for Life Uganda™

Janssen Global Public Health Research and Development, in close collaboration with
the Infectious Disease Institute Kampala (1D{), has developed Call for Life Uganda™
tailored to the needs of PLHIV in Uganda. Call for Life Uganda'™ is based on the
CONNECT FOR LIFE™ technology (CFL.2015.01 or higher version) and the MOTECH
platform, an open source platform developed by Grameen Foundation and the
University of Southern Maine with financial support from the Bill and Melinda Gates
Foundation, and was released under the terms of the MOTECH open source license
agreement.

All patients consenting will;

1) At enrolment receive detailed information from a nurse/counsellor on the
Call for Life Uganda™ system and how it operates

2) Receive calls or text messages from Call for Life Uganda'™ will include
recording of self-reported adherence {soliciting active feedback via keypad)
and symptom management triggering alerts for the clinic.

3) Participants with an undetectable viral load (after discussion with their
counselors) wilt have the option chose the frequency of their calls, between
daily to weekly to a minimum of an appointment reminder {every 1-
Zmonths} only

4} Participants with a detectable viral load at any time will receive daily calls or
text messages. They will only be able to decrease the frequency of calis when
their VL becomes undetectable and on discussion with their counsellor

5) In addition all patients will receive

a. anappointmentreminder before their appointment {exact timing will
be patients choice}.

b. health tips on HIV, ART and related conditions each week {or repeat
of the old one if they wish).

c. have the opportunity to report symptoms to the clinic at any pointin
time, which send an alert to the clinic (with a call back from clinic
staff).

™

At the end of the study, the study team and a trial steering group made of 3
independent member (a statistician, a mental health specialist and a clinical
researcher} will review the data, and if there is no harm seen all of those on
the control arm will be offered Call for Life Lite, which provides weekly
adherence calls and appointment reminders only, as we plan to offe1 Cali for
Life Lite to all patients in the clinic by this time. Those on the
arm will continue on this arm. If a positive benefit is see t{éi“é,a?l forCx
be offered to all in the clinic (as long as there are suffu:fsént funding to ai}o’%
for the phone connection aspect of the tool). @ g THrd O
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6. STUDY PROCEDURES

6.1. Screening

The subjects will be screened and enrolled over a period of 6 months

These are the screening procedures

o All consecutive eligible patients will be approached for participation in the

study.

o For patients interested in participating the inclusion and exclusion criteria will

be ascertained.

o The patients will receive information about the study by the study nurse or

counselor

o Patients who agree to participate in the study will sign the informed consent

form.

6.2. Study Period

The total duration of the study will be 36 months; follow up up to 24 months

The table below shows the summary of the procedures for the patients receiving the

Call for Life Uganda™ tool

Study procedures

Baseline

Month
6

Year 1

18
months

Year 2

Screening

Informed Consent

Quality of Life assessment

Demographic and  socio-
economic questionnaire

RS L P P

< _j

< | <

Laboratory

Viral load

Resistance festing

Plasma storage

Cost questionnaire

Knowledge questionnaire

Qualitative assessment

Sexual
guestionnaire

behavior

R - P P P B P

e B R e R I R

|| | 2] E

22l |2 xle

Willingness Questionnaire

*:if subsequent viral failure
*#if VL= 1,000 copies/ml

% Obtain Focus group discussion (FGD) consent or in depth /’ ﬁerwe\b’r[ﬁvj conse

Page 19

IDF CONFIDENTIAL




Version 5.2, 16/042018

The qualitative analysis will ongoing throughout the study and the FGD/IDlv will
continue through all time points. Study participants will be approached to join specific
FGD/IDI and so not all study participants will take part in a qualitative assessment at
all-time points.

Naote: CD4 count test will be performed as per SOC every 6 months for the first year and
then yearly. Pregnancy test for the non-pregnant women will be performed if indicated
as part of SOC

6.3. Follow-up Visit

The participants will come to the clinic monthly or 2 monthly to pick up their ART and
concomitant medications {non-study visits).

The participants will come for their study follow up visits every 6 months

Every 6 months {Month 6,12, 18, and 24)
The patients will be assessed by the study staff.
o The study doctor will collect General Medical History and perform Physical
Examination and enter it in an electronic CRF.
¢ The counselor will collect the Quality of life and Knowiedge questionnaires
and enter them in an electronic CRF.
At baseline, 6, 12, 18 and 24 months the following samples will be collected;
s Viral load
s Storage plasma (1 aliquot)} serum (3 aliquots)
e Month 18 or 24 Assess willingness to pay for the adherence services after the
end of the study in a quantitative analysis
e Assess willingness to have daily calls versus weekly calls

In case of death
o Verbal autopsy by phone or by visiting the home of the deceased
e Review of the clinical information in the clinic and study file to identify a
presumptive cause of death

Additional procedures
Resistance testing: It will be done on stored samples
e Baseline. Resistance testing will be carried out if subsequent viral failure in
order to investigate transmitted resistant virus
e Biological samples will also be stored at 6, 12, 18, 24 months and resistance
testing carried out in case of viral load >1,000 copies/ml

On stored sampie
Additional procedures on stored samples may be conducted d e course of the
study if deemed to be relevant to improve clinical care \b@ﬁi}gﬁé’ lable to the

clinicians and the study participants. @
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6.4. Subject Withdrawal

Subjects may withdraw from the study at any time at their own request (with draw of
consent), death, lost to follow-up or they may be withdrawn at any time at the
discretion of the investigator for safety or behavioral reasons, or the inability of the
subject to comply with the protocol required schedule of study visits or procedures.

If a subject does not return for a scheduled visit, every effort should be made to
contact the subject. In any circumstance, every effort should be made to document
subject outcome, if possible. The investigator should inquire about the reason for
withdrawal and follow-up with the subject regarding any unresolved adverse events
{AEs).

If the subject withdraws from the study, and also withdraws consent for disclosure of
future information, no further evaluations should be performed, and no additional
data should be collected. 1Dl may retain and continue to use any data collected before
such withdrawal of consent.

Loss to follow up in this study is defined as failure to attend for a clinic appointment
for three consecutive months after a scheduled appointment. At the end of each visit
the participant will be given an appointment for their next scheduled visit.
Participants called by the study staff if they do not attend the clinic on the scheduled
date. If a participant does not attend for three consecutive months, they will be
considered as lost to follow up at clinic thus an early withdraw form will be
completed. If they show up after this time period, they will still be followed and will
carry on with the next {from that point forward) scheduled visit.

C4L EXTENDED FOLLOW UP SUB STUDY (ADDED IN PROTOCOL 5.2)

Due to issues with the software in late 2017/ early 2018 it was determined that by 12
month follow up not all patients would have received the full dose of the Call for Life
intervention. Therefore, a sub-study has been introduced to evaluate a longer control
follow up (24 months) for a sub-set of patients who had not transferred to Call for Life
Lite from the control arm. This subset includes 170 patients who have not yet transferred
from control arm to Call for Life™ lite.

C‘,%\
6.5. Objectives o
Primary Objective of extended follow up sub-study _ E
| 3 W+ §
To determine the effect of Call for Life Uganda™ on ph | quality of life of HIV
patients receiving care at [DI and Kasangati HCIV. €~§
N
-
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Secondary objectives

1.

6.

7.

To determine the effect of Call for Life Uganda™ on mental quality of life of

HIV patients receiving care at IDI and Kasangati HCIV,

To determine the effect of Call for Life Uganda™ on virological outcomes and
aversion of early treatment failure at 18 and 24 months of using the tool

To compare the knowledge about HIV, ART and associated health conditions
atbaseline, 6, 12, 18 and 24 months in patients using the Call for Life Uganda™
tool

To assess patient perceptions and attitudes towards the Call for Life Uganda™

tool including but not limited to a) passive refusal to engage with Call for Life
Uganda™ calls, b) qualitative responses around which features are most
useful, ¢) value addition and preparedness of patients to pay for service for
sustainability

To carry out a cost analysis that can inform 1) the cost of Call for Life Uganda™
intervention in the IDI and Kasangati HCIV populations 2} the cost of rolling
out Call for Life Uganda™ for special populations if Call for Life Uganda'™ is
rolled-out nationwide 3) the estimated cost of rolling out Call for Life
Uganda'™ in all HIV patients stating ART nationwide

T

To determine the effect of Call for Life Uganda' on attendance on scheduled

appointment date (+/- 2 working days)

Assess willingness to get daily versus weekly Call for life tool

Primarv Endpoint

Change in quality of life physical health score in those accessing Call for Life

Uganda®™ between baseline, 18 and 24 months of Call for Life Uganda
comparison to those with no access to Call for Life Uganda

™ yse, and

™ at 18 and 24 months

Secondary Endpaints

1.

Change in quality of life mental health score in those accessing Call for Life
Uganda’™ between baseline, 18 and 24 months of Call for Life Uganda™ use,
and comparison to those with no access to Call for Life Uganda™ at 18 and 24
months

Proportion of patients with viral load > 50 copies/ml at 18, and 24 months
among patients using the Call for Life Uganda™ toolw : hose with
no access to Call for Life Uganda™ e

q‘; *

& %
Proportion of patients lost to follow-up (LTFUP), wherg,LitFUPTS defing
no having a clinic encounter for > 3 months from ghe last attqnd&m} c in ea
arm 2 gy b e

IDI CONFIDENTIAL
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4. Knowiedge score about HIV, ART and associated health conditions at baseline
and after 18 and 24 months of Call for Life Uganda' use

5. Proportion using condom and number of sexual partners at baseline and after

18 and 24 months among patients who received Call for Life Uganda™ .

Sub - Study Hypothesis
We hypothesize that:

Patients with access to Call for Life Uganda™ will have a better quality of life after 18
and 24 months on Call for Life Uganda™ compared to those not on Call for Life
Uganda™

IDFCONFIDENTIAL
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FIGURE 2 - CALL FOR LIFE FOLLOW UP SUB STUDY

Study population receiving ART at [D{ and
Kasangati HCIV includes:
- All ART naive initiating ART

- Special populations
o Mothers on PMTCT/SRH
o Young adults
o Discordant positive partners
o MARPs
- Those switching to second iine trealment
or already on second line treatment

t 50:50 randomization e
No Call for Life

Life
Qualitative _ ] Comparison of 2 arms
study Lo evaluate : Evaluation of QOL 6 and 12
acceptance of - and 24 months afler
Call for Life randomization
Uganda - o o
= . Plus viral suppression
-Proportion .
engaging with ‘;'051
tool more than B LTFUP
once Sex Behaviour
Knowledge w b
Collection of %fi
o] da?;&;\n R B no TR BOWR OEE ] T R W
~(OL
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~Knowledge
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~-LTFUP
~-Sex Behaviour
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All in clinic to be
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oftered Call for Life
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7. ASSESSMENTS
7.1. Safety

Safety monitoring for this study will focus on unanticipated problems involving risks
to participants, including unanticipated problems that meet the definition of a serious
adverse event.

7.1.1. Unanticipated Problems

Unanticipated problems involving risks to participants are defined as, any incident,
experience, or outcome that meets all of the following criteria:

¢ Unexpected in terms of nature, severity, or frequency given (a) the research
procedures that are described in the protocol-related documents, such as the IRB-
approved research protocol and informed consent document; and (b) the
characteristics of the participant population being studied;

e Related or possibly related to participation in the research {possibly related
means there is a reasonable possibility that the incident, experience, or outcome
may have been caused by a procedures involved in the research); and

e Suggests that the research places participants or others at a greater risk of harm
(including physical, psychological, economic, or social harm) than was previously
known or recognized.

7.2. Pregnancy Testing

Pregnancy testing will be performed if required as standard of care at D, i.e. at the
woman's request or missed menstrual period. Pregnant women will not be
withdrawn from the study.

7.3. Post-Recruitment Hiness

< gohool of p% .
wiaccordance wt?ﬁ‘%‘t@ndal d
pa T 6\
) L

Patients with post-recruitment illness will be manage
of care in Uganda’s public health sector.

8. ADVERSE EVENT REPORTING

8.1. Adverse Events

since the previous visit. ART toxicities and opportunistic mfections will be entered in
the electronic medical records as per standard of care, as well as other outcomes (e.g:
death, hospitalization).

1D CONFIDENTIAL
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The investigators will generate and submit annual reports summarizing these
adverse events.

8.2. Serious Adverse Events
An SAE is any untoward medical occurrence at any dose that:

Results in death; Is life-threatening (immediate risk of death); Requires inpatient
hospitalization or proiongation of existing hospitalization; Results in persistent or
significant disability/incapacity (substantial disruption of the ability to conduct
normal life functions); Results in congenital anomaly/birth defect, All SAEs will be
reported to the IRB within 7 working days from the day the site gets awareness of the
SAE.

8.3. Severity Assessment

This is not an intervention study and no specific drug will be investigated. Patients
will be enrolled in the study to document in details the outcomes occurring during
their care at the IDI clinic.

8.4. Causality Assessment

Since we are not testing any specific intervention/drug/device causality cannot be
assessed

3.5. Reporting Requirements
The investigators will generate and submit annual reports summarizing AEs.

Since the study does not test any investigational drug or intervention, and causality
assessment is not applicable, SAEs will also be reported to the SRC, IRB and the
Uganda National Council of Science and Technology (UNCST) within 7 working days
of site awareness.

9. DATA ANALYSIS/STATISTICAL METHODS
9.1. Sample Size Determination

Based on a pre and post ART assessment in Burkino Faso and Uganda we anticipate
that the quality of life score (MOS-HIV) in ART naive patients will increase at least by
15 points for physical health summary (PHS) between baseline and 12 months ART
use {34, 35). We estimate there will be an additional 5 points improvement in those
receiving C4L™ which would give 20-point improvement for those gy nd 15
points for those not on call for Life. In those already on %&"? we estm‘?a& an

improvement for those established on ART with a 5-point kmgs'avement f%r thos@g;
C4L™ and nil for those not accessing C4L™. We also estlmgte aw{éepémt increase m.
mental health score in those receiving C4L™ compared to rff_,gchange in t;ho&%vglthoﬁ
03 v 3
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C4L™ gtarting ART, and a lower improvement of 2 points in mental health score in
those already on ART. The study is powered on the PHS for QOL. For a power of 0.9
and precision of 0.05 we would need a minimum of 273 in each arm {(overall 546}
patients, if the mean PHS among patients with C4L was 58.Z compared to 55.2 among
patients without C4L. We will include a 10% LTFUP/mortality rate to give a sample
size of 600.

The composition of the study participants is estimated as 300 patients at Kasangati
and 300 patients at [DL

With the proposed sample size, the numbers above depict over 90% power to test
even the smallest differences in mean PHS at 12 months in the group of patients with
and without C4L. We also anticipate that we will be able to detect changes in MHS QOL
with this sample size.

9.2. Analysis of Endpoints

9.2.1. Analysis of Primary Endpoint

Scales to measure quality of life

There are numerous measures of quality of life. For this study we have chosen to use
the Medical Qutcomes Study (MOS-HIV] Health Survey which is the most widely used
health related HRQol measure in PLHIV(36).

A recent review of the HRQoL measures currently in use in HIV/AIDS clinical trials
found the MOS-HIV to be one of the two most suitable HIV targeted HRQol. measures
[2]. The other measure was the Functional Assessment of HIV Infection {(FAHI}(37).
The MOS-HIV scale was chosen because it has been validated in various settings
including Uganda, has a Luganda language version, and was found to be useful in
assessing HRQoL in PLHIV(38-40). In an HIV population in Uganda the MOS-HIV was
reported to have Crohnbach’s a coefticients » 0.70 for five out of the eight multi-item
scale and factor analysis supported the underlying physical and mental health
dimensions (38). In addition, the measure can be self-administered in 210 minutes.

The MOS-HIV measures HRQol in 11 areas: heaith perceptions, bodily pain, physical
function, role function, social function, mental function, vitality, health distress,
cognitive function, Qol, and health transition. One scores scale in a range from 0-100
with a higher score implying better health (41). In addition to these subscales, a
Physical Health Summary score (PHS) and Mental Health Summary score {MHS} can
be calculated.

Intra patient in QoL scores will be compared using Paired T-tests and overall change
will be investigated. The effect of calendar time on Qol life scores will be accounted
for during analysis. Furthermore, the changes and or effect f'mtagjyentlon on
different sub-groups of HIV positives patients will be carri %»t“b?' exam}ﬁ% bgroups
group analysis by type and duration of ART exposur Sime from ART \%}\{atton
gender differences and other categories. All analysis g’ﬁ use%m%a‘ust standam%erm: £
to account for individual patient level variances/c _g“elations, @\? sgfe% as (%uster
HALR S

k335
= % ?} X ¥
o i
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(facility) correlation. The effect of the intervention will also be compared between DI
and Kasangati sites. All analysis will be conducted using STATA, USA.Analysis of
Secondary Endpoints.

Appendix 18 has a summary of the QOL statistical analysis as per the DSMB terms of
reference

Analysis of secondary endpoints

1)

2)

3)

4)

5)

6)

7)

We will undertake analysis of MHS as discussed in the primary endpoint (PHS)
above

We will undertake an intention to treat analysis of virological outcomes
{logistic regression) at 6, 12, 18 and 24 months. A viral load >50 ¢/ml will be
considered to be virological failure

We will undertake an intention to treat analysis of lost to follow up (Cox
regression). Lost to follow will be defined as not attending appointment for >3
months.

We will compare knowledge about HIV, ART and associated health conditions
which will be delivered as messages in the health tips section of Call for Life
Uganda™ in both arms at 6, 12, 18 and 24 months of Call for Life Uganda™
use. We will add additional questions to the MOSHIV tool will be adapted for
each key population.

We will assess perceptions and attitudes to the Call for Life Uganda™ tool
thorough focus group discussions and Key informant interviews, targeting
each special population. We will use purposeful sampling and will continue
until no new themes emerge. We will use NVIVO software for coding of themes.

Cost analysis along with the study evaluation; appropriate and detailed cost
evaluation will also be performed. It is anticipated that if the intervention is
proved effective, a cost effective analysis would contribute to developing a
sustainable scale up strategy for similar service across Uganda.

The overarching research questions addressed by this evaluation would be:
A) From a societal and health care perspective, is the Call for Life Uganda'™
intervention, in comparison with usual care, preferable in terms of costs,
effects and utilities?

B) What is the incremental cost-effectiveness ratio {ICER) of Call for Life
Uganda™ in comparison with usual care?

C) In comparison with usual care, is the Call for Life Uganda'™ intervention
preferable in terms of cost and utilities during the remaining life expectancy of
the study population? {model based economic evaluation

™

1egress;0n) Failure to attend will be defined a @ot a\;tand“fﬁﬁ“appom@l ent
within 3 working days of scheduled attendance i Seach arm. W e s

ID{ CONFIDENTIAL
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8) For the primary outcome, we will undertake sub-analysis for the following

groups;

a. Pregnantwomen already receiving ART or starting ART.

b. Male and female positive partners in discordant couples already receiving
ART or starting ART with Call for Life Uganda™

c. Male and female young people (aged 15 to 24 years) already receiving ART
or starting ART with Call for Life Uganda™

d. Male and female patients already receiving second line ART or starting
second line ART with Call for Life Uganda™

e. Adult patients starting ART

We intend to report the study by using standard reporting methods for randomized
trials (COHORT) butalso to follow the newly published mERA guidelines for reporting
mHealth tools which include the outcomes in the table below{33).

Tabie b miaalts avidence raponing and sssessment (mERA puidetines, inclucing mHeaith sssentiat criteria

Bem
L il HeAgs

Radomisation

Patients will randomly be assigned to either one of the two arms, that is, with and
without CDL. To ensure that all patients in each of the arms are represented and
equally balanced out in both arms, the study will use stratified randomization where
each of the categories of patients at the start of the studyswit-form the strata on

C4L. Randomtzation tists will be generated by an m@endent statfstlcf&g
under Jock and key in the two sites. ISR L T

..
9‘_ ..
%
1
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9.3. Interim Analysis

Interim analyses will be undertaken after sufficient patients have reached the the 6
month and one-year time-points to inform the study team on change in QOL and
assess the impact of the intervention. This will be undertaken by a Data and Safety
Monitoring board of 5 members appointed, including a clinical trials expert,
statistician and a member with qualitative methods expertise. This board was
appointed by 28™ February 2017, and the membership composition is attached in the
appendix. However, the study will continue to collect information to the 24-month
time point, unless there is a negative effect of the intervention at 6 or 12 months.

DSMB Membership Composition {See Appendix 18}
10. QUALITY CONTROL AND QUALITY ASSURANCE

During study conduct periodic monitoring may be conducted to ensure that the
protocol and Good Clinical Practices {(GCPs) are being followed. The monitors may
review source documents to confirm that the data recorded on CRFs is accurate.
Additionally, the study site may be subject to review by the Institutional Review Board
(IRB) and/or to inspection by appropriate regulatory authorities.

11. DATA HANDLING/RECORD RETENTION

11.1. Source documents including Case Report Forms {CRF)/Electronic Data
Record

Participant research records should contain all of the following elements:

e Basic participant identifiers such as PTID or initials

e Documentation that the participant provided written informed consent to

participate in the study prior to the conduct of any study procedures

o Documentation that the participant met the study’s eligibility criteria

e A record of the participant's random assignment (if applicable)

s A record of the participant’'s exposure to investigational products (if applicable)

e A record of all contacts, and attempted contacts, with the participant including all

clinic visits, off-site visits {e.g.,, at home or work), and all verbal and written contacts

» A record of all procedures performed by study staff during the study

o Complete source documents

e All case report forms (CRFs) and other study data collected from the onset of

screening through end of participation

e Study-related information on the participant’s condition before, during, and at the

conclusion of study participation, including: o subjective data i directly from
the participant (e.g., interview responses) o objective dat mié’ﬁ‘i&yé udy staff
{e.g., exam and laboratory findings) o objective data obta g%’d from non- sLu‘afg, purces
(e.g., medical records)

IDFCONFIDENTIAL
Page 30



Version 5.2, 16/042018

In addition to the above, all protocol deviations involving participants should be
documented in participants’ study records, along with reasons for the deviation and
attempts to prevent or correct the deviations, if applicable.

The ICH/GCP guidance defines source data and source documentation as follows:
The term “source data” refers to all information in original records and certified
copies of original records of clinical findings, observations, or other activities in a
clinical trial necessary for the reconstruction and evaluation of the trial. Source data
are contained in source documents {original records or certified copies). The term
“source documents” refers to original documents, data and records {e.g., hospital
records; clinical and office charts; laboratory notes; memoranda; subjects’ diaries or
evaluation checklists; pharmacy dispensing records; recorded data from automated
instruments; copies of transcriptions certified after verification as being accurate
and complete; microfiche; photographic negatives; microfilm or magnetic media; x-
rays; subject files; and records kept at the pharmacy, the laboratories, and medico-
technical departments involved in the trial).

Source documents are commonly referred to as the documents — paper-based or
electronic — upon which source data are first recorded. Source documentation
includes original documents and certified copies that include documentation
pertaining to a participant while on study.

For this study participant case history records will consist of some or all of the
following:

e Narrative chart notes on [CEA at IDI or paper MOH notes at Kasangati*

« Visit checklists or flow sheets

e Laboratory reports on ICEA at ID], or on paper at Kasangati

= Medical records or clinic charts on ICEA at IDI or on paper at Kasangati

s Data Fax CRFs

¢ Randomization log or other documentation (when applicable)

¢ Call for Life registration and Call for Life call logs, reminder logs, symptom
reporting logs and configuration settings and changes

e Other source documents and non-Data Fax data collection tools or guestionnaires
{e.g. FGD / IDlv notes and transcription of recordings)

*Chart Notes must be used to document the following:

e Procedures performed that are not recorded on other source documents

e Pertinent data about the participant that are not recorded on other source
documents

e Protocol deviations that are not otherwise captured on other source
documents

e All chart notes or other tools used as source Mentatiofa
the PTID of the study participant to whom QS/ pertain, Hne !dem;ﬂty of the
study staff member who entered informa @n a!;g,'{ﬁe Ha‘ce ofthe entry.

f %
T
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The CRFs developed for Call for Life are designed for use with the Data Fax data
Management system. CRFs are transmitted and data are entered and cleaned using
the Data Fax data management system. Data Fax is a data management system that
integrates fax and computer technologies for processing CRFs. The study site retains
the original CRF hard copy and transmits an electronic image to the Data fax team
office based at [DI Mulago. All data transmissions are stored as electronic images at
the Data fax team office. Electronic transmission is accomplished by a standard fax
machine via phone lines or via the Internet using an Internet-ready fax machine.
Study sites must transmit compieted forms to the Data fax team office as soon as
possible after completion {generally within 5 days after the participant’s visit, with
safety information such as adverse events (AEs) sent within 24-48 hours) and
respond promptly to Data fax team office Quality control (QC) reports, clinical
queries, and requests for clarifications and corrections. Site data management
performance, including number of QC notes, the percentage of resolved QCs, and the
time it takes the site to transmit the completed CRFs to the Data fax team office, is
tracked by the Data fax team office on a regular basis

Processing of CRFs at the Data fax team office

tach Data Fax CRF is identified by a barcode denoting the protocol number and type
of form. Pages do not need to he faxed in sequence. Data Fax processes images by
separating a fax into individual pages, adjusting each page to correct for proper
alignment and rotation, and identifying each page based on the barcode information
in addition to key items such as PTID and visit code. Data Fax stores each image of a
CRF that has been received and tracks all versions of each CRF received, along with
all associated QC notes. DataFax uses Intelligent Character Recognition (ICR} to read
data from checkboxes and numbers from numerical fields and enter it into the study
database. The SDMC staff review each CRF at least twice, comparing the data entered
by the ICR process with the actual data image and correcting any discrepancies. Data
in specified text and comment fields are entered manually as appropriate. Data fields
requiring clarification or correction {e.g., missing data or out-of-range values) or
clinical data on CRFs needing verification or clarification (e.g., a severity grading on
an adverse event log) are flagged with QC notes that are included in QC reports
regularly emailed to the Clinical Research Sites (CRSs) for review. Corrections or
clarifications in response to QC notes are made on the original CRF and re-faxed to
the SDMC. The QC reporting schedule is determined by the size and progress of the
study and is documented in the protocol reporting plan (see Section 12.5).

CRF Completion Site staff are trained to enter data on the CRF correctly, usually
during protocol-specific training. Form-specific instructions are, in most cases,
printed on the back of each CRF. CRFs have been designed using standards and
conventions developed by DataFax and study team. The standard elements include:
participant ID format, page numbers, visit codes, and staff initial/date fields.

CRF Revisions The need for revisions to study-specific CRFs during th Q@@ﬁi&%?%%é
study is identified by the study team. The Pl and study coordinator ap @%Sponsml
for revising and 1elssu1ng CRFs Rev1sed CRF pages are glven arevi é?l dalie‘a,n-d‘é'» s

IDI CONFIDENTIAL
Page 32




Version 5.2, 16/042018

coordinator are responsible for seeking the approval and communicating it to team
members. Once approval has been obtained, the site staff are further responsible for
removing and destroying all previous versions and implementing new versions
according to instructions provided by the SDMC.

Storing Data Fax Forms

Data Fax forms are designed for storage in a standard two- or three-ring binder with
the holes punched down the left side of the form. They may also be placed in
ordinary file folders. Storage of blank CRF supplies should be done in an organized
fashion, enabling a site to inventory current supply at any time during the course of
a protocol.

A CRF is required and should be completed for each included subject at enrolment
and during study visits. The investigator has uitimate responsibility for the collection
and reporting of all clinical, safety and laboratory data entered on the CRFs and any
other data collection forms (source documents) and ensuring that they are accurate,
authentic / original, attributable, complete, consistent, legible, timely
{contemporaneous), enduring and available when required. The CRFs must be signed
by the investigator or by an authorized staff member to attest that the data contained
on the CRFs is true. Any corrections to entries made in the CRFs, source documents
must be dated, initialed and explained (if necessary) and should not obscure the
original entry.

11.2. Record Retention

To enable evaluations and/or audits, the investigator agrees to keep records,
including the identity of all participating patients {sufficient information to link
records, for example CRFs and hospital records), all original signed informed consent
documents, copies of all CRFs, safety reporting forms, source documents, and detailed
records of treatment disposition, and adequate documentation of relevant
correspondence (for example letters, meeting minutes, telephone calls reports).

Investigator records must be kept for as long as required by applicable local
regulations (UNCST generally requires a minimum of 5 years). When more than one
requirement can be applied, records must be maintained for the longest period
provided.

11.3. Confidentiality

Clinical data will be entered into a study specific database by designated staff on a
regular basis from completed Case Record Forms (CRF). Case Record Forms and other
source documents will be kept in locked cabinets. Data will be entered on a regular
basis to ensure that it is up to date. The database will be e %ﬁu@g\ulg}r basis on
a secure PC, as will the pharmacokinetic database thg ﬁl be received%;? from the
laboratories. Access to database will be given to authpﬁ}zed p(;gsea{m'ei oniy"é‘ryembers
of the immediate study team) and a log of authoriz 'c‘gpers@ﬁhéi wi&% storgci in the
trial master file. CRF and trial documents will kept %mg‘i;gg,gléé?d cabii%‘ets. No
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participant identifying information will be disclosed in any publication or at any
conference activities arising from the study.

12. ETHICS
12.1. Institutional Review Board (IRB)

It is the responsibility of the investigator to have prospective approval of the study
protocol, protocol amendments, informed consent documents, and other relevant
documents from the IRB. All correspondence with the [RB should be retained in the
regulatory or trial master file. Copies of IRB approvals should be filed with other study
documents.

12.2. Ethical Conduct of the Study

The study will be conducted in accordance with legal and regulatory requirements, as
well as the general principles set forth in the International Ethical Guidelines for
Biomedical Research Involving Human Subjects and the Declaration of Helsinki.

in addition, the study will be conducted in accordance with the protocol, GCP
guidelines, and applicable local regulatory requirements and laws.

12.3. Subject Information and Consent

All parties will ensure protection of subject personal data and will not include subject
names on any forms, reports, publications, or in any other disclosures, except where
required by laws.

The informed consent document used in this study, and any changes made during the
course of the study, must be prospectively approved by the [RB.

The investigator, or a person designated by the investigator, will obtain written
informed consent from each subject or the subject’s legal representative before any
study-specific activity is performed. The investigator will retain the original of each
subject’s signed consent document.

12.4. Data Privacy

Any and all data generated in [DI's use of Call for Life Uganda™ shall be owned solely
by IDL Janssen and Grameen shall not be able to directly access or utilize patient data
and information. Therefore, IDI will take all reasonable steps to restrict disclosure of
personal data including patient-identifiable to third parties.

In addition, the following Security Measures are in place to protect Patj g@‘*\gﬁ?ﬁ?&%&
when using Call for Life Uganda™ a“: »Sv%
e

-& .
‘§ . ﬁ-q"énf@ '3
+  Call for Life Uganda™ database hosted locally at 1D] i(ampatag gt y e\
jf:,;‘ “.\g ?,.%Lr% -%—
Call for Life Uganda™ Web access is password protected 12 4% 2 e EE
& 3
% &
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¢ Inactivity of 30 minutes on Call for Life Uganda™ web interface will log the
web user out. The user will have to re-login into Call for Life Uganda™

» Study sponsor has no access to patient level data
« Data at Call for Life Uganda™ backend is maintained in encrypted format
+ History of Changes made by investigator via web interface are tracked

*+ History of all web access by investigator and Admin - login/logout events is
maintained

* Patients calling on Call for Life Uganda™ IVR are authenticated by their
registered mobile number and the PIN they enter

+  Call for Life Uganda™ will initiate calls to patients only on their registered
mobile numbers and authorize Call for Life Uganda™ usage only when the
called person will authenticate himself with his personal PIN

+  Call for Life Uganda™ does not ask the person calling its own identity til} the
person has been authenticated himselfas a registered patient (only Call for Life
Uganda™ signature music is played

13. DEFINITION GF END OF TRIAL
The trial will be considered ended at the time of the “Database Lock”
14, PUBLICATION QF STUDY RESULTS

We aim to publish in high-impact, peer-reviewed journals with focus on open-access.
Full anonymity of subject’s details will be maintained throughout.

We will present data atnational, regional, and international congresses (poster or oral
presentation) e.g. CROI {Conference on Retroviruses and Opportunistic Infections) or
[AS conferences (International AIDS Society).

The study results will also be presented to officials in charge of the antiretroviral
treatment program at the Ministry of Health. Study summaries will be communicated
to health care workers in Uganda through the AIDS Treatment Information Centre
newsletter which is published by the IDI and distributed to ali health workers in the
public and not-for profit sectors in Uganda.

The study wili be registered on Clinicaltrials.gov.

15. CAPACITY BUILDING

We will be employing one clinical trial co-ordinator who will be trained in clinical
trials management as a result of the study. This study will also build capacity in social
science by Dr Rachel King who is a senior social scienti QFBIE-our junior
research staff. Janssen will assist our statisticians at 1D wi ué'ﬁst analysis ﬁﬁb"so build
capacity in this regard. : %
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16. FUNDING

Funding has been foreseen by Janssen Global Public Health which would be made
available by the Johnson & Johnson Corporate Citizenship Trust through a grant to
the Uganda Academy for Health Innovation and Impact.
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18. APPENDIX 1: DATA SAFETY AND MONITORING BOARD MEMBERS

1. Rujumba Joseph email:jruiumbai@ yahoo.com (Social Scientist, Makerere University

College of Health Sciences, School of Medicine, Pediatrics’ Dep’t)

)

UVRD

e

Sylvia Kiwuwa Muyingo email:Sylvia.muyingo@mrcuganda.org ( Biostatistician, MRC-

Steven Reynolds email : sir@jhmi.edu (Medical Doctor Researcher, CDC- UVRI)

4. Andrew Kambugu email: akambugu@idi.co.ug (Physician, IDI Research Office)

A

Erisa Mwaka, email: erisamwakagggmail.com (Orthopedic Surgeon, Bioethicist,

Makerere University, College of Health Sciences, School of Biomedical Sciences)

Summary of Statistical Analysis for QOL

ftem scaling

3,5 and 6-point Likeri-type scale Dichotomous ves/no

There are 11 scales in the MOS-HIV questionnaire, namely; General health,
Pain, Physical functioning, Role functioning, Social functioning,

Scales Energy/Fatigue/Vitality, Mental health, Health distress, Cognitive
functioning, Quality of life, and Health transition.

1. Item recoding; 11 of the 35 items in the survey require recoding.

2. Item scores in each scale are summed to compute raw scale scores;

3. Raw scale scores are linearly transformed to a 0 - 100 scale (transformed
scale scores) to facilitate comparisons with other MOS-HIV Health Survey
data.

4. For multi-item scales, mean substitution is generaily used for missing

Scoring items if < 50 % of the items are missing.

Procedure, Analysis is carried out using a difference-in-difference method.
Interpretati Ditference-in-differences (D) treatment-effect is the estimation of a
on and given outcome variable from a pooled baseline and follow-up dataset, p-
Analysis value for the treatment effect, or DID estimator will be reported at 90%

and 95% confidence level.
= Relies on the panel structure of the data (usually two periods: based
line and follow up).
« Control for unobservable and time invariant characteristics.
« Control for observable charac ngﬁjﬁ‘?@i;&ﬂ%able.
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Chi square
and Fishers
exact test

A chi-square test for independence compares two variablesin a
contingency table to see if they are related. [n a more general sense, it
tests to see whether distributions of categorical variables differ from each
another.

A very small chi square test statistic means that your observed data fits
your expected data extremely well. In other words, there is a relationship.
A very large chi square test statistic means that the data does not fit very
well. In other words, there is not a relationship.

In cases where the number of cases in a cell were less than 5 then the
fisher's exact test was used.

ANCOVA
analysis

Analysis of covariance is used to test the main and interaction effects of
categorical variables on a continuous dependent variable, controlling for
the effects of selected other continuous variables, which co-vary with the
dependent. Analysis of covariance (ANCOVA) allows to compare one
variable in 2 or more groups taking into account {or to correct for)
variabiiity of other variables, called covariates. ANCOVA analysis was
carried out with the baseline scores and arm as covariates to account for
their effect an the follow-up respective scores.

Linear
Mixed Model

Alinear mixed model will be used, adjusting for time and ARM and
accounting for individual and site variability for the overall.

By site a linear mixed model will be done adjusting for time and ARM
accounting for only individual variability.
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