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¢CKAad NBaSINOK LINRPG202tf KlFa 0SSy RSIWSXiRBRUBR dzti K S O 2

research consortium.

The project with the full titlemproving the HIV care cascade in rural Lesqthowards 9800-90: A research

collaboration with tle Ministry of Healtlentails operational and clinical research aiming at achieving the 90

90-90 targets in Buthd@uthe and generating evidence on innovative approaches for Lesotho and similar

settings. The five institutions that are part of this consortiare introduced below:

1. District Health Management Team (DHMT) of ButBaithe and Mokhotlong, LesothddHMT has the
responsibility for the practical implementation of all activities. It ensures the coordination of the pro-
posed study with other district acfities to avoid any negative interference with routine health care
activities within the district. The project was set up in collaboration with Dr Lebohang Sao, District Health
Manager of Butha@Buthe, and Dr Kabelo Matjeane, District Health Manager of Mtihg.

2. Ministry of Health of LesothoThe Research Coordination Unit (RCU) is the Unit responsible for research
at the Ministry of Health with extensive experience in supporting the conduct of cowritly surveys
and in monitoring studies conducted indotho. The RCU will oversee the implementation of the study,
AyOft dzZRAYy3 O2YLX AL yOS 4gAGK GKS ylFiGA2ylt FyR SOK]
Head, Dr. Kyaw Thin, who heads the unit since 2008.

3. Swiss Tropical and Public Health litate (Swiss TPH), Basel, Switzerlaftie Swiss TPH has the overall
scientific responsibility for design, implementation, and analysis of the study. Swiss TPH is an institute
of the University of Basel with longstanding experience in conducting healigcs@nd studies in Sub
Saharan Africa. Dr. Niklaus Labhardt is the principal leader of the Towa@@s3@0project. He has lived
and worked in Lesotho from 20412, has successfully conducted studies and trials in Lesotho and has
since remained closelyonnected to the country. He knows the country context very well in terms of
clinical work, project management and research. Tracy Glass is {in@estigator of the Towards 90
90-90 project and the principal investigator of HOSENG. She is a biostatistith 15 years of experi-
ence working in clinical and observational studies in HIV, the last 5 years in refioutee settings.

Alain Amstutz is a physician researcher and the local principal investigator. He pursues his PhD in clinica
HIV research whin the research consortium and currently lives in Lesotho.

4. SolidarMed, Swiss Organization for Health in Africa, LesotBolidarMed is a Swiss nfutr-profit or-
ganization, working in Lesotho for over 50 years (www.solidarmed.ch). Of note, SolidarMkxhds a
standing implementing partner of the Ministry of Health in Lesotho, working under a signed Memoran-
Rdzy 2F | YRSNEGFYRAY3I (KIFG Ay Of dzZRS&0p/Odi®k A ZHNABHELI
has the responsibility to coordinate the proposeaject. For implementation of the study SolidarMed
will provide infrastructure, such as cars and transport, study personnel, and administrative support. Sol-
idarMed will provide substantial additional funds for the proposed project, i.e. it will cover ryagri
cost for routine VL monitoring. The person responsible for the project at SolidarMed is Dr. Josephine
Muhairwe, Country Director of SolidarMed Lesotho, who has extensive experience in project planning
and implementation in SuBaharan Africa.

5. Molecular Virology, Department of Biomedicine (DBM), University of Basel, Switzer|3ig Molecu-
lar Virology laboratory contributes all critical laboratory expertise to the proposed project. It provides
training, mentoring and quality control for the virologinadyses conducted at the laboratory of Butha
Buthe. The person responsible is Prof. Dr. Thomas Klimkait, who for more than 15 years heads an ac-
credited diagnostic laboratory for clinical diagnostics in Basel, Switzerland. He has experience in molec-
ular teg development and in establishing and auditing certified laboratories in Switzerland as well as
SubSaharan Africa.
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1.1. ABBREVI ATIGNSS SARYTERMS

3TC Lamivudine

ABC Abacavir

ART Antiretroviral Therapy

AZT Zidovudine

CHAL Christian HealtiAssociation of Lesotho

Cl Confidence Interval

CAC Community Adherence Clubs

CAG Community ART Groups

CAN Community ART Nurse

cou Clinical Operations Unit (CRO of Swiss TPH)
CrAg Cryptococcal Antigen

CRF Case Report Forms

CTX Cotrimoxazole(TrimethoprimSulfamethoxazole)
DALY Disability Adjusted Life Years

DBM Department of Biomedicine, University Basel
DBS Dried-BloodSpot

DHMT District Health Management Team (Lesotho)
DRM Drug Resistance Mutations

EAC Enhanced Adherence Counseling

EFV Efavirenz

eGFR a.CG estimated creatinine glomerular filtration rate according to Cockf@éult
HCG Human Chorionic Gonadotropin

HDL High Density Lipoprotein

HIV Human Immunodeficiency Virus
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HIVST HIV SelfTesting

HTS HIV Testing and Services

ICF Informed Consent Form

ITT Intention To Treat

IPT Isoniazide Preventive Therapy

IRIS Immune Reconstitution Inflammatory Syndrome
LDL Low Density Lipoprotein

LTFU LossTo-FollowUp

LMIC Low and Middlelncome Countries

MATI Models for Acceleratingreatment Initiation

MoH Ministry of Health (Lesotho)

NNRTI NonNucleoside Reverseranscriptase Inhibitors
PIH Partners In Health

PP Per Protocol

RCU Research Coordination Unit (of the Ministry of Health of Lesotho)
() VL (regular/routine) ViraLoad (Plasma HHY RNA)
(S) AE (Serious) Adverse Events

SUSAR Suspected Unexpected Serious Adverse Reaction
Swiss TPH Swiss Tropical and Public Health Institute

TB Tuberculosis

TDF Tenofovir Disoproxil Fumarate

UNAIDS United Nations Programme dlV/AIDS

VHW Village Health Worker

VMMC Voluntary Medical Male Circumcision

WHO World Health Organization
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1.2. SYNOPSI S

study title

Villagebased refill of ART after sartkay ART start vs clinbased ART refill for Hidbsitive individuals
not onART during hombased HIV testing a cluster randomized controlled trial in rural Lesotho

abbreviated title

+L.w! aidzRBadR+wEFTFARES 2F ! weéo

background & rational

By launching the 990-90 strategy UNAIDS has shown a way forwarebintrolling and finally erad
cating the deadly AIDS epidemic. The second UNAIDS targdink and to retain 90% of those dig
nosed HVpositive on AREA & S@Sy Y2NB OKFffSy3aiay3a FyR 2
90-90-90 strategy. Struaral barriers such as the time consuming and expensive R visits an
subsequent regular drug refill visits seem to be the main impediment for linkage to and reten
care, and this challenge is likely to increase with more countries implentgetiten WHO treasll ap-
proach.

Sameday ART initiation has shown to significantly improve linkage to care (in a hospit
ting as well as during hordeased HIV testing campaigns), but is still not reaching the required
linkageto-carerate and retenton in care remains a challenge. In order to address the multiple ba
in the HIV care cascade, we are convinced that only a multicomponent package of differentiat
vice delivery interventions can be successful. Like different partners, fundingiagend the scientifi
community we see the way forward in further taskifting and decentralizing care.

Having the longstanding and welstablished village health worker (VHW) programme in
d20K2 Ay YAYRIZ ¢S RS ghdifferdmiattd ARKcare/delivery motel, e
designed to increase care privacy and minimize ebaged impediments, but most importantly
further reduce structural barriers. The VIBRA model entails an evidesmed intervention (SMS r
minders) and the mai and innovative intervention pillar: the possibility of villaggsed ART refi
through the VHW; following sameday, homebased ART initiation.

aim/objective(s)

This study aims to evaluate the efficacy of a multicomponent differentiatedc&refdelivery mode
0axL. w! Y2RSTt ¢ posiive, 2nfréhtedifwifluals fbuhckduring a hotbased HIV test
ing campaign on the" and subsequently '8UNAIDS 9@0-90 target. The main pillar of the VIB
model is the villagdased ART refill tough VHWSs following sarday ART initiation.

study design

The VIBRA study is linked to a another trial, the HOSENG (H&xwee SEifestiNG) study. Togethe
lh{9bD FtYyR *#L.w! NB OFLttSR (KS D9¢ hb 064l
study, with its homebased HIV testing campaign, provides the recruitment platform for the V|
study. The reasons for this interlinked design are: a) for potential study participants for VIBH
(HI\*positive individuals not on ART) are to be readiduring the HOSENG study, b) to allow u
assess the entire HIV care cascade in one larger project, and c) because both trials rely on inte
involving VHWS, who need to be randomized and specifically trained. Therefore, it is efficient g
sible to run both trials parallel and randomize at one time point.

The VIBRA study is a cluster randomized, pamitaip (1:1:1:1 allocation), op€eabel, su
periority, prospective clinical trial. Clusters are stratified by district, size of villagejlag access t
the nearest health facility.
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major eligibility criteria

Eligibility criteria clusters
the cluster is clearly confined to the catchment area of one of the study clinics
the cluster has at least one registered VHW who is willingarticipate and fulfills the followin

1)
2)

criteria:
a) is atleast 18ears of age

b) has adequate reading and writing skills

c)

successfully passes the training assessment

3) village authority (village chief) is willing to participate in trial
Eligibility criteriaindividuals
Individual is a household member of the visited households of the respective clusters

4)
5)
6)

7)
8)
9)

Individual is confirmed H¥gositive
Individual has never taken ART (ARilve) or
defaulters)

LYRADGARIESI NE &R |

has stopped ART more than 30 days prior-(AR

YR KIFa | o62Re& ¢SAIKIi

Individual is not in care for high blood pressure or diabetes (high blood sugar)
HI\tpositive individual wishes to get care outside the study districts

intervention and control

VIBRA Control
(Standard of care)

VIBRA Intervention
(Offer of VIBRA model)

Offer of homebased samelay ART initiation

Offer of homebased samelay ART initiation

Clinicbased ART visit/refill

\Who: Nurse

\Where:Nurseled health facility
When:Followup interval of max. 3 months
What: TB screening, Screening for other op
portunistic infections, Screening for ARSF
lated toxicities, adherence assessment, ass
ment whether patient visited any medical fa|
ity since last appointment, addressing basig
psychosocial problems, ART (+QFPX]) dis-
pensing

(+ dispensing of other medication & WHO ¢
ing)

Offer of Villagebased ART visit/refill

Who: VHW

Where:! & +1 2 Qa K2YSF
When: Followup interval of max. 3 months
\What: TB screening, Screening for other opp|
tunistic infections, Screening for AlRalated
toxicities, adherence assessment, assessme
whether patient visited any medical facility
since last appointment, addressing basic psy
chosocial problems, ART (+CTX/HR3pensing
*Except at 6 and 12 months folloup: visit at
health facility for laboratory assessment (virg
load)

No SMS intervention

However:SMS might be used to folleup pa-
tients in order to ensure laboratory assess-
ment at 6 and 12 months.

Offer of Individually customized SMS
Monthly reminder SMSo pick up ART
A VL resultdriggered SMS:

1  Undetectable VL (<20 copies/mL):
AaSaal3asSy &/ 2y 3aNt
testwas goodY SS LI A G dzLIJHE

AAAAA +[ A MagH n
saged , 2 dzNJ redults ard ek Mak
sure to come to the health facility at the
next scheduled date and remind the nur
o2dzi @2dzNJ £ o6 (Sa

M Technical failure of VL measurement
A Messageti ¢ KS o6 (Sali
ful. Make sure to come to the health fac
ity as sooras possible and remind the

YdzZNBS | o62dzi @2 dzNJ €

primary endpoint

Viral suppression at 12 months, defined as the proportion of all participants with a VL <20 cog
12 months (range: 1@ 15 months) after enrolment.
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secondary endpoints

a) Viralsuppression at 6 months, defined as the proportion of all participants with a VL <2
ies/mL 6 months (range &8 months) after enrolment

b) Alternative viral suppression at 12 months, defined as the proportion of all participants wit|
<1000 copies/mil2 months (range 1§ 15 months) after enrolment.

c) Alternative viral suppression at 6 months, defined as the proportion of all participants with
<1000 copies/mL 6 months (range B months) after enrolment.

d) Sustained viral suppression, defined as phheportion of all participants with a VL <20 copies/
at 6 (range &, 8 months) as well as at 12 months (rangeci® months) after enrolment

e) Linkage to care within 1 month, defined as the proportion of all participants attending the
clinic or VHN-based ART visit at least once within 1 month after enrolment

f)  Linkage to care within 3 months, defined as the proportion of all participants attending th
clinic or VHWbased ART visit at least once within 3 months after enrolment

g) Retention in careat 6 months, defined as the proportion of all participants active in care
health facility or at the VHW 6 months (range 8 months) after enrolment

h) Retention in care at 12 months, defined as the proportion of all participants active in car
health facility or at the VHW 12 months (rangecl®5 months) after enrolment

i)  All-cause mortality at 12 months, defined as the proportion of all participants dead 12 m
(range 10 15 months) after enrolment

j) LTFU at 12 months, defined as the propartif all participants LTFU 12 months (range; b
months) after enrolment

k) Transfer out at 12 months, defined as the proportion of all participants who transferred ¢
any other health facility (than the initially attached one) with known outcome (duented proof
of follow-up visit or laboratory test) at 12 months (ranged 05 months) after enrolment

other endpoints & ob-
jectives

Further overarching GET ON objectives include safety objectives, exploratory endpointstexio
follow-up, a costeffectiveness & system impact evaluation, qualitative research, as well as biom
research.

sample size & statistical
considerations

Based on preliminary data from the previous CASCADE trial, we expect the proportion of viral s
sion in the controhrm to be 50%. Given the range of clusters to achieve the varying sample s
will plan on sampling about 100 clusters/villages therefore expecting approximately n=4q@$H
tive individuals not on ART. Assuming a 20% refusal/ineligible rate, thigrawide us with approx
mately 320 eligible individuals and sufficient power to detect a 20% increase in viral suppres
the intervention group. We plan to recruit a minimum of 2820 patients to ensure a minimum pow
of 80%. Of course, if thefett of the intervention is greateg say 0.25% we will have more than 90
power to detect this under all scenarios. All sample size calculations were done assuming a typ
of 0.05 and an intreluster correlation coefficient of 0.015.

Clusters wi be set as unit of stratified randomization, whereas individuals are set as u
analysis. The primary analysis will use a reltel logistic regression model based on the intenti
to-treat set to assess the difference between viral suppressidhdrintervention versus control arn
adjusted for a) the prespecified randomization stratification factors, b) clustering according to vi
and household and c) other baseline factors found to be unbalanced between intervention and
clusters. Wewill use 2sided pvalues with alpha 0.05 level of significance and results will be presg
as odds ratios and 95% confidence intervals. A detailed data analysis plan will be developed se

recruitment & study du-
ration

Based on the experience pfevious HTS campaigns and the CASCADE trial, we are confident t
the required target sample size within®dmonths. Anticipated start of the entire GET ON project
thus, recruitment is June/July 2018.

GCP statement

This study will be conductdéd compliance with the protocol, the current version of the Declaratio
Helsinki, the ICKECP or ISO EN 14155 (as far as applicable) as well as all national legal and r¢
requirements.
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2. BACKGROUND | NFORMATI O

21. UNAI D8O @O OARGETS

The JointUnited Nations Programme on HIV/AIDS (UNAIDS) launched t86-30 targets for 202bbased on the

result of newlyacquired scientific evidence thatrrespective of CD4 countearly antiretroviral therapy (ART) for HIV
positive people is beneficial for as individuals and prevents onwards HIV transmiiéSibee. first target is to ensure

90% of HIVpositive individuals are aware of their status. The sectamngdet is to get and keep 90% of those aware of
their status on ART. The third target is to achieve 90% viral suppression among those who are taking ART. Based ol
accumulated evidence that viral suppression through successful ART reduces the risk oissimnsiit is expected

that ¢ if achievedg the 90-90-90 targets would lead to a reduction in the yearly global-iHBidence from 2 million
currently to 500,000 by 2020However, the financial, human and physical resources aailto fulfill the UNAIDS
targets are unlikely to grow in proportion to the increasing number of people on ART. There is increasing global con-
sensus that in order to successfully treat all persons living with HIV, new differentiated care and sericg aeldels

that increase the capacity, efficiency and ceffectiveness of delivering ART without reducing quality of care are thus
urgently needed:®

22. THE FIE8AI DSRGET

Globally, progress made in improving knowledge of HIV status in 2016 was lower than piogres areas of the
cascadé.Most recent data from Eastern and Southern Africa show that the percentage of people living with HIV who
know their HIV status has steadily improved in the last years, currently at a level off@28p but still leaving a gap of
approximatdy 2.7 million HI\positive people who do not know their HIV stafli$.In order to reach the first UNAIDS
target, 90% HIV testing coverage, hofasemmunity-based testing HIV testing close to where people live or weik

a key strategy endorsed by WH&2Many studies have shown that home/communligsed testing is highly promis-

ing in closing the crucial gap of achieving the first 90. However, it is important to distinguish between HIV test ac-
ceptance/uptake and HIV testing coverage. While in most cage&eipf HIV testing is shown to be above 90%, testing
coverage remains below 90% because of absent people at the time of the campaign. And this is especially true for men
and young adultg both of which have a disproportionately high risk of HIV acqaitisind poorer clinical outcomes

once infected?

2.3. THE SECOND ANDNAI RBRGETS

The second UNAIDS targgb link and to retain 90% of those diagnosed HIV positive oncAg@ven more challenging
FYR 2FGSy NBTS NMBeRof the29090-30 stiatégy4 19 Ohde tebtdd Srlididuals need to access care
and prevention services to maximize the individual and public health benefits of knowledge of HIV status. However,
only onefifth of patients link into care without any periods of loss to follapt% 18 and linkage to care after a positive
HIV test during communitipased HIV testing is far below 50% in the vast majority ofistlid subSaharan Afric&>1°
Recently published data from the ANRS 12249 trial in KwaZulu Natal, South Africa, show that less than 33% of ART
naive individuals linked to facilisare within 3 months aétr having been tested HIV positive at their hofA&tructural
barriers such as the time consuming and expensive AR visits and subsequent regular drug refillvisi#tem to be
the main impediment for linkage to and retention in c&e! These barriers are likely to increase with the new WHO
GONBFG FtEté LIWINRFOK & FaayYLWiz2YFGiAO AYRAQDARdstdink. YI &
Hence, different initiatives, such as the Models for Accelerating Treatment Initiation (MATI) technical consultation con-
sortium, set one of the highest research priorities in the evaluation of simplified clinical algorithms for managing HIV
postive individuals in order to improve linkage to and retention in care, e.g. s@ayeART initiatiod! In a hospital
setting, samealay ART initiation has been showndignificantly improve linkage to care, does not require additional
resources, and is cost effecti¥e3®As mentioned in the most recetNAIDS Global AIDS report, besides the treat alll
strategy, the adoption of sameday initiation along with increasing investment in commusigsed strategies (incl.
increased community management of ART), will be critical to achieve the second UNAHEDSNtst low and mid-
dle-income countries (LMIC) face a severe shortage of nurses and physicians. Thus, the potential benefits of shifting
care from skilled facilipased health worker cadres to lay communritgsed VHWSs are evide#ft>®

The third UNAIDS target (viral suppression) appears to be less challenging once individuals are tested and on
ART. In a systematic review on viral suppression among patients on AR®urcelimited settings almost 85% had a
viral load (VL) <1000 copies/r#fL.

24, LESOTH® HOTSPOT OFGHNG®RANMSMI SSI ON
Lesotho, a small lanlbcked country surroundelly South Africa, has the secehdjhest adult HIV prevalence in the
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world.®3” Among the hyperendemic countries of Southern Africa it has the highest ongoing HIV transmission rate and
the lowest ART coverage (below 50%%In subSaharan Africa young people (aged;25 years), especially women,
continue to be at great risk of HIV infection, i.e. in 2016 they accounted for 26% of new HIV infections despite making
up just 10% of the populatiohCompared to the other Southern African countries, Lesotho presents one of the highest
incidence of HNAmong adolescent d& and young wome#t According to most recent UNAIDS data 72% of people
living in Lesotho with HIV knew their status and 74% of them were or? NBRDfficial data for thedst UNAIDS target

in Lesotho are available, because routine VL was only recently introduced (cf. chapter

2.4.1. Own accomplished work related to the 90  -90-90 target s in Lesotho

hdzNJ NE&aSI NOK O2y a2 NddpdzFys ORYROBRGI&CEBPWEARET pNBA S| NOK LN
90-90 targets in resourcémited settings. The consortium is headed by The Swiss Tropical and Public Health Institute,
but further consists of SolidarMed (Swiss Organization for Health in Africa), the Molecular Virology Group of Depart-
ment of Biomedicine of the University of Basel, the District Health Management Team ofBuiti@and the Research
Coordination Unitofthe Mins NB 2 F | S fGK 2F [Saz2GK2d ¢KS O2yaz2NIlAdzy
blFridA2ytf {OASYyOS C2dzyRIGA2Yy 6éwn5 hLISy /it L¥%nt%nymc
smaller grants, including ESTHER Switzerland (https://wwheeswitzerland.ch/wordpress/wgontent/up-
loads/2016/05/ESTHERsothaProject.pdf). More information about ongoing projects can be found on:
- https:/iwww.swisstph.ch/en/projects/hivcareresearchin-lesotho/

In a cluster randomized trial comparing hofbased HIV testing to testing in mobile clinics we have shown that test
uptake may be as high as 92.5% with hebased testiné, consistent with literature and WHO recommendations (cf.
2.2). However, subsequent linkage to care vaady 25%. Experience from this first trial led to the CASCADE trial, that
assessed the entire HIV care cascdda.this trial we visited close to 7000 households in rural and senai areas to
provide homebased HIV testing and services (HTS). Individuals who testgubkitive and were ART naive were ran-
domized into standard afare (referral to clinic for prART counseling and baseline laboratory tests) and intervention
(proposition to start ART the same day at home with a first clinic visit for refill after 4 weeks). Linkage to care, defined
as the individual presenting at ¢hclinic within 3 months, was 68.6% in the intervention versus 42.5% in the standard
of care group (p<0.001). At six months folloyw 63.5% in the intervention and 43.9% in the standard of care group
were active in care (p=0.002) and 48.2% versus 32.4%lbaamented viral suppression (p=0.007)he results of
the CASCADE trial endorse simplified, decentralized access to ART as a good apgropabvéolinkage to care.
However, we still did not reach 90% linkage to care.

Since the beginning of 2016 the district hospital of Beiuthe offers VL testing, thanks to a close collabora-
tion between the Ministry of Health of Lesotho, the Swiss TropicdlPublic Health Institute (Swiss TPH), Department
of Biomedicine University of Basel and SolidarMed, Swiss Organization for Health in Africa. As of November 2015, all
patients on ART in Butkauthe district have access to routine VL monitoring and Mllteeare stored in an encrypted
and passworeprotected online databasehtps://visibleimpact.org/projects/126iAmolecularhiv-monitoring-in-leso-
tho). This viraload monitoring platform was rolled out to the Mokhotlong district in January 2018. Among those taking
ART in the district, viral suppression is > 90% among agudtg only 72% in childretf.Several studies addressing the
problem of treatment failure and strategies to switch to secdim& ART are currely in preparation?>46

25. VI BRMADEL ARADI ONAL OF THEDPBARD®Y

In the CASCADE trial, a significantly higher linkage to care rate (68.6%) has been observed in the intervention group

(homebased, samalay ART initiation), showing dh sameday ART initiation is not only feasible and effective in a

hospital setting? but also in a communitpased setting. Howeveaslthough less than 1% declined starting ART at

enrolment (home visit)there are still 31.4% who did not link to care for further drug refill and continuation of ART.

How could clinical management of Hdgsitive individuals be further simplified in order to increase the linkage to care

rate and retention in care to 90%especially in regard to the severe shortage of nurses and physicians in LMIC?
Decentralization of HIV care to communigvel and tasishifting to village/lay health workers has shown to be

feasible, coskffective, and has been widely accepted and endorsedpecially regarding the current ambitious goal

of universal coverage in rural Afriéa75° In Zambia, for example, the move to a greater use of community seteice

livery is helping lower the costs of treatment programmes, contributing to ad28ne in pespatient treatment costs

compared to facilitybased service® Since the 2014 supplement to the ZDWHO guidelines for the treatment of HIV

in resourcelimited settings the WHO has officially recognised the value of extending ART delivery beyond the facility

into the community?*2 A § K GKS fFdzyOK 2F (GKS Hnamp a¢NBIG !'fté 21 h

a differentiated care/delivery approach. Differentiated care, or differentiated service delivery, is aadisnéd ap-

proach that responds both to the diversity of needs of people living with HIV and the contraints on the health care

system®2 As part of this, the WHO recommends that clinically stable people living with HIV can have reduced clinical
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constulations (every-8 months), increased duration of ART refills6(Bonthly supply) and receive ART refills from
trained and supervised lay health workers within communitity settings.

However, at communityevel taskshifting usually still focuses on intake monitoring, but not provision of an-
tiretroviral drugs?363%° Some programs use Coumminity/Village Health Workers (C/VHW) to supply ART at®déme.
However, homebased ART supply by C/VHWSs is a reseimtemsive intervention, requires intensive supervision, en-
countersdifficult disclosure and stigma issues at the howigt, and most importantly, patients have to be at home
during VHW visits and their homes need to be locatable easily. All these factors are very unfavourable in a setting such
as Lesotho with limited remirces and where the population is scattered around a vast mountainous area. Another
wide-spread ART service delivery approach are the community ART groups (CAG) or community adherence clubs (CAC
for collective drug refill in order to reduce travels tinats/882 As an example, a wedlaborated @C/CAG project in
KwaZulu Natafand another in Lesoti8reported retention in care at 12 months of 94% and 98%, respectively. These
studies, however, only enrolled patients retained in care and stable on ART. Moreover, setting up CAG/CACs is time
and resourceconsuming’® Furthermore, they are at risk for overestimating the intervention effect, because they are
based orthe will of patients to join CAC/CAGs (i.e. only 33% of patients in the Lesotho opted to join & @63
of organizing CAGs/CACs another approach migho lteave decentralized posts for ART refill. Vogt et al. studied a
promising decentralized ART supply program in Kinshasa, Congo, operating cordmaseyrefill centers that solely
provided ART refif® However, this trial was a retrospective cohort study (hence subject to all limitations inherent to
this kind of analyis), and was conducted in a urban setting and only among stable patients. This model performed
considerably better than standard of care and was suitable for heterogeneous patient groups.

All these models usually include only stable patients. Harehe definition of a stable patient bears many chal-
lenges itself, leading to late inclusion in these models. Meanwhile, many barriers to initiating treatment, particularly
among those with high CD4 cell counts at baseline, may hinder linkage to chemdy retention in caré

Barriers to linkage to and retention in care entailed in the HIV care cascade are multifactorial. There are health
systemlevel factors such as attitudes of providers, cumbersome clinic procedures with long waiting times, and individ-
ual factors, usually categorized into structural, biomedical, and/or behavioural baf##r&In order to address these
multiple barriers, we are convinced that a multicomponent package of differentiated care interventions is needed. The
most recent systematic review of interventions improving adherence {d ilResourcdimited settings supports this
statement as well as promising results from other similar recent randomized controlled trials assessing multicompo-
nent care package® 8 As mentioned in chapte?.3, structural barriers seem to be the biggest impediment.

Therefore, we propose a differentiated ART caredeiNE Y2 RSt > OFtf SR GKS a+L. w!
increase care privacy and minimize chb&sed impediments (stigma by health facility staff, congestion at health facil-
ity), but most importantly to reduce the structural barriers: time consuming expensive (pr¢ART visits and subse-
guent regular drug refill visits. The VIBRA model entails an evideased intervention (SMS remindé¥$®) and the
main and innovative intervention pillar: the possibility of villdgesed ART refill through the VH§ollowing same
day home/community-based ART initiation. Despite extensive literature on this topic, a systematic literature research
revealed no studies that evaluated such a differentiated ART care/delivery model so far.

This approach utilizes the walktablished system of VHWsLesotho and similar settings. Moreover, it idiire
GAGK 0 GKS [Saz2i0K2 yI (%2 yorot §akS/ A2aliN®a 2578 NeSdedeniNMzER2 YSYFS
OFNB G2 | @Attt 3S tS@Stxz OO0 GKS | b! ¥afda)thd Jodroalof Intedriaf t F
tional ADIS Society promotion for a differentiated care research agéhda

1. STUDY OBJECTI VES

1.1. OVERALL OBJECTI VE

This study aims to evaluate the efficacy of a multicomponent differentiated ART care/deliverydnadelL . w! Y 2 R
among newly HI\positive, untreated individuals found during a hofnased HIV testing campaign on the 2nd and
subsequently 3rd UNAIDS-90-90 target. The main pillar of the VIBRA model is the villaaged ART refill through

VHWs followinggameday ART initiation.

1.2. PRI MARY OBJECTI VE

As primary objective this study seeks to determine the prevalence in viral suppressiornat&A3DS 9@0-90 target)
12 months after enrolment between the intervention clusters, who were offered the VIBR¥&Immand the control
clusters, who were offered standard of care.
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1.3. SECONDARY OBJECTI VES

Secondary objectives include comparison of prevalence in linkage to care, retention in care;ftdistw-up (LTFU),
mortality, other definitions of viral suppressipand transfer out between the intervention and control clusters.

14. OTHER OBJECTI VES

This study is embedded in an overarching research project, called GET ON, with an interlinked trial called HOSENC
(HOmebased SElfestiNG) study. Further overarching GBEY @bjectives include safety objectives, a eeffectiveness
and system impact evaluation, qualitative research, as well as biomedical research objectives.

3. STUDY SETDESGGWD METHODS

3.1. SETTI NG

The study will be conducted in the districts of BuBithe and Mokhotlong, in northern Lesotho, Southern Africa, in

the catchment areas of total 22 health facilities (10 nulestt rural health centers, 1 missionary hospital, and 1 govern-
mental hospital in Buth&uthe district and 9 nursked rural health cergrs, and 1 governmental hospital in
Mokhotlong district). Both districts are characterized by mostly rural settings with an estimated population of 220,000,
mainly subsistence farmers and mine workers as well as construction or domestic labourers wiio resghbouring

South Africa. Each district has only one single-sité town: ButheéButhe with ca. 25,000 inhabitants, and Mokhotlong

with ca. 10,000 inhabitants. The remaining population lives in villages scattered over a mountainous area of 5,842 km2.
According to the Demographic Health Survey of 2014, the adult HIV prevalence amounts to 21.2%-BuButhend

17% in Mokhotlon§*, whereas the househoitlased national survey from 202017 (LePHIA) revealed an adult HIV
prevalence of 17.8% in Butizuthe and 26.1% in Mokhotlong.

This trial utilizes an existing and lesgnding publiesector cadre, called village health workers (VHW). In Leso-
tho, the VHW projetcwas introduced in 1978 with more than 4000 VHWSs currently operating in all districts of the
country1®2VHWSs are members of the community, appointed to provide a package of basic services at the household
level, but who have no formal professional health education. They are elected by the village members, complete a 2
weeks training, followed by periodicfresher courses, and are supported and supervised by the health center staff of
the corresponding catchment area. They are employed either by the Ministry of Health or Partners in Health (PIH), a
U.S-based NGO, and receive a stipend of 300 LSL (appretin2 USD) per month. Among the tasks of the VHW,
which are mostly preventive, are the promotion of antenatal care, the care of children aged 5 years old and under,
education about topics such as hygiene and sanitation, HIV testing and counseling ethal reff sick people to the
health center or hospital, the organization (together with the village chief) of community meetings and tracing of pa-
tients. Specifically regarding HIV service delivery it has been shown that VHW play a pivotal role in stidncéngnd
discrimination, increasing demand for services and improve retention in€&t& Moreover, several studs have
consistently found that services delivered by VHWSs are highly cost efféeditfg.

3.2. DESI GN

3.2.1. Design of GET ON project

The GETOB G D9 ¢ A y 3 { h grbjetiRatailbtwoys&yliedtially interlinked clusteandomized trials, HOSENG
study and VIBRA study. The HOSENG study is described in a separate study protocol and addfessed the
UNAIDS 90@0-90 targets. In a nutshell, the HOSENG study aims to significantly improve testing coverage during a
homebased HTS campaign using oral-getting for individuals who are absent or who decline HIV testing during the
household \git. Individuals found HRgositive and not on ART during HOSENG study will thereafter be offered partic-
ipation in the VIBRA study.

The reasons for this interlinked design are: a) potential study participants for VIBRA tripb@itive individ-
uals noton ART) are identified during the HOSENG study, b) this design allows us to assess the entire HIV care cascad
in one larger project, and c) both trials rely on interventions involving VHWSs, who need to be randomized and specifi-
cally trained. Therefore, is more efficient and feasible to run both trials parallel and randomize only at one time point.

3.2.2. Design of VIBRA study

¢CKS FT0ONBGAFGSR GAGTE S valdge. (FKAASAR awiSIFRNGE VIBRA Ftudy lisvatoliisiedfiandivR-& ¢
ized controllel, openlabel, superiority trialn a resourcdimited setting.The rational for a cluster randomized design

is the reliance of the study on the VHWSs and, thus, the high risk of-coygamination between the study arms if
randomization would be done atdividual levelTo ensure a balance in the exposure to the HOSENG intervention in
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the two VIBRA arms, the clusters (=villages) will be randomized into 4 potential groups (1:1:1:1 allocation: all combina-
tions of intervention and control group of HOSENG ®{BRA study, see also Figure 1):

- HOSENG Control & VIBRA Control

- HOSENG Control & VIBRA Intervention

- HOSENG Intervention & VIBRA Control

- HOSENG Intervention & VIBRA Intervention

Clusters will be stratified by district, size of village, and villagesscto the nearest health facility (easy to reach vs

hard to reacHi.e. mountain or river to cross or/and more than 10km away from health fdgilitydividuals are set as
unit of analysis. Potential clustering effects will be adjusted for irathaysis.

FIGURE XGET ON cluster sampling and randomization

]
Eligibility criteria Nr 1:
All VHWs of one cluster
or village chief refuses
participation (5%)

It will not be feasible
to visit all villages in
the two districts so a

HOSENG Control:
50% of the clusters

random sample will
be taken

VIBRA
Control:
25% of the
clusters

VIBRA
Intervention:
25% of the

clusters

I

All villages of 175 clusters

160 clusters 3
the two stu dy | (screened for — (eligible for ;..j:;
diStI‘iCtS eligibility) randomization) &

cluster randomization

HOSENG Intervention:
50% of the clusters

Smaller villages that do
not have their own
VHW form one cluster
with their neighbouring
village serviced by the
same VHW.

Eligibility criteria Nr 2:
All VHWSs of one cluster
are not fulfilling minimum
requirements, assessed at
first VHW training (3%)

VIBRA
Intervention:
25% of the
clusters

Footnote:

- The VIBRA control and intervention are described in chapted

- The HOSENG control aimiervention are described in the HOSENG study protocol

- Eligibility criteria for clusters are described in cha@e3.2

- All VHWSs in HOSENG or/and VIBRA intervention clusters will receive a second-deth itmaining (cf. chaptes.3.4)

3.3. METHODS
1.4.1. Randomization

Before start of the entire GET ON project that starts with the HTS campaign of HOSENG study, eligible clusters will be
randomizedinto the 4 groupsHence, the intervention will authomatically be determined by the cluster in which the
individual livesWe refer to the HOSENG study protocol for the details of the randomization process, and see also
Figure 1.

3.3.1. Procedures in all study clusters

The procedrte conducted for all household members encountered during the doatoor homebased HTS campaign
(HOSENG study) is outlined in the HOSENG study protocol and below in Figure 2.

People found HINositive and not on ART during the deordoor HTS campaigof HOSENG study will be
screened for eligibility for the VIBRA study. The study nurse (who is part of each campaign team and has the same
level of clinical certification as existing primary health care nurses at the local health facilities) or thplsgaityan
will assess eligibility (cf. chapt8r3.3 using a tablebased questionnaire.
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3.3.2. Eligibility i clusters
We refer to the HOSENG study protocol for thesedgt chapter 4.3.6.

3.3.3. Eligibility i individuals
Inclusion criteria
1) Individual is a present household member of a visited household
) 5STAYAUGUAZ2Y 27T aJeeHERSENGSdY profd@dl, chapter 404.1
2) Individual is confirmed HJositive
i) Definition2 ¥ & 02 y FIINAASitiRicedéadtive bloodased HIV test according to national
guidelines
3) Individual has never taken ART (ART O@S 0 2NJ Kl & aid2LIISR ! we¢ Y2NB (KIy
according to Lesotho National Guidelines)
4 YRAGARdAzr t A& xmn @SFNR YR 02Reé ¢SAIKG xopl 3

Exclusion criteria

1) The household member is absent at the time of the campaign

2) HI\positive individual is taking ART or stopped less than 30 days ago

3) HI\positive individual is physically, mentally,a@motionally not able to participate in the study, in the opinion of
the investigators or study staff

4) HI\tpositive individual is in care for high blood pressure (hypertension) or high blood sugar (diapetesj of
documentation or medication needed

5) HItpositive individual wishes to get care outside the study districts
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FIGURE Algorithm HTS and muitlisease screening/prevention campaign (HOSENG study)

GET ON research project: HOSENG study
ALGORITHM for the HTS and multi-diseases screening/prevention campaign

Introduction and household consent

.| If household head refusing: Proceed to
next household

¥
household census

v

absent household member: | PeRs0r howsehald raaiber l
Procedure according to
cluster assignment
l 1) Info about HTC |
I
v
| 2) HTC consent form | refusing household
! member: Procedure If HIV-positive
Irtrasity e v . according to cluster but not on ART
| 3) HIV testing | assignment
| ; |4
> 4) TB screening <
If symptomatic: ‘—¢
on-spot sputum 5) If alcohol consumption:

CAGE screening

v

6) Provision of male
condoms

v

7) If 215 and =50 years :
referral for VMMC

If HIV-positive: screen for inclusion into VIBRA study

1.1.1. VIBRA study groups

If an individual is eligible for VIBRA study, satag ART initiation will be proposed as successfully tested and imple-
mented in this setting by our previous study, the CASCADE trial. Hence, we considetagafRT initiation after
homebased HIV testings standard of care and hence, samday ART start is applied in both study groups. Table 1
summarizes the procedures in the two VIBRA study groups.

If an individual is not eligible for VIBRA study, standard of care applies, i.e. referral to heilitthféadurther assess-
ment and ART initiation.
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TABLE 1Description of VIBRA study groups, including barriers targeted and steps of HIV care cascade addressed

ments at 6 and 12 months.

1 Undetectable VL (<20 copies/mL):
A Messagedt / 2 Y ANI G dzf I 0
testwas goodY SSLJ A (G dzLJH
AAAA +[ A MesH
saged , 2dzNJ f o6 (Sad
Make sure to come to the health facility
at the next scheduled date and remind
GKS ydz2NBS | 62dzi @&
Technical failte of VL measure-
mentA Messageti ¢ KS f I 0
successful. Make sure to come to the
health facility as soon as possible and

l.j

YAYR (G4KS ydz2NES I 01

VIBRA Control VIBRA Intervention Barrierstar- |Step targeted ir
geted by inter] HIV care cas-
(Standard of care) (Offer of VIBRA model) vention cade
Offer of homebased samalay ART initiationOffer of homebased samalay ART initiationstructural, bioJART initiation,
medicaf linkage to care
Clinichased ART visit/refill Offer of Villagebased ART visit/refill structural retention in
Who: Nurse \Who: VHW care, viral sup-
\Where:Nurseled health facility Where:! G +1 2 Q& K2YSF pression
\When:Followup interval of max. 3 months When:Followup interval of max. 3 months
\What: TB screening, Screening for other ogWhat: TB screening, Screening for other op
portunistic infections, Screening for ARSF  [portunistic infections, Screening for ARRF
lated toxicities, adherence assessment, asjated toxicities, adherence assessment, as;
sessment whether patient visited any medisessment whether patient visited any medi
facility since last appointment, addressing ([facility since last appointment, addressing
basic psychosocial problems, ART (+CTX/Ibasic psychosocial problems, ART (+CTX/I
dispensing dispensing
(+ dispensing of other medication & WHO
staging)
C followingthe prespecified checklist &  followingthe pre-specified checklist
(cf. appendix7.9 (cf. appendixl7.5
*Except at 6 and 12 months folloup: visit at
health facility for laboratory assessment (viral lo
No SMS intervention Offer of Individually customized SMS structural retention in
However:SMS might be used to folleup pa-{Monthly reminder SMSp pick up ART care, viral sup-
tients in order to ensure laboratory assess-A VL resultdriggered SMS: pression

Footnotes:

3.3.3.1. All study clusters: Home

-based same -day ART initiation

apy using poinbf-care tests to avoid waiting for baseline laboratory tests before ART initiation

In both groups (VIBRA intervention and VIBRA control clusters)-damART initiation will be proposed. Features of
samedayART initiation are outlined below in Table 2. Before initiating ART the study nurse/physiciantest ttee
participant as per national guidelingsusing Alere Determine® HIV1/2 and UniGold® HIV1/2.

TABLE Zeatures of samday ART initiation
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Component

Description

Comments / Rational

Medicalhistory

fied checklist

1  If any warnings on medical history checklist: Nurse can decide
ferral to health facility and no samday ART initiation. In case|
doubt, the nurse magontact the study physician

IThe study nurse assesses the patients medical history using-sppog

See prespecified checklist in appendix.2

Physical exami-
nation

The study nurse conducts a structured physical examination using-

specified checklist

1  If any warnings on physical examination checklist: Nurse can
if referral to health facility and no sargay ART initiation. In cg
of doubt, the nurse may contact the study physician

See prespecified checklist in appendl?.3

WHO stage

IThe study nurse performs clinical WHO staging according to physi
amination and medical history

CD4 measure-
ment

IThe study team performs poirttf-care CD4ount, using PIMAlere”
(fingerprick test), that gives results within 20min. The following cq
quences depending on the Clddunt result are applied:

A If CD4count < 350 cells/mcL: @dmoxazole (CTX) prophyla
960mg o.d., p.o., 1 thl
o If participant < 14 years: % tbld., p.o.
A If CD4count < 200 cells/mcL: Cryptococcal Antigen (CrAg) obi

care measurement (Lateral Flow Assay, IMMY®©)
o If CrAg positiveImmediate referral to nearby distr
hospital by study team, no santiay ART initiation

JAlthough baseline CBeburts are no longer used according
national guidelines to establish ART eligibility, they con
to be performed for all patients initiating ART. Baseline 4
count remains a strong indicator of early outcomes on
and is therefore a) an important vale for the study analys
land b) an important clinical monitoring measurement for
prevention of opportunistic infections.

The national guidelines suggest to screen for
only if CD4count < 100 cells/mct”.However, data is scar
hence, we will extend screening to those Gfint < 20
cells/md. in order to gain more data for exploratory reaso

For CrAgpositive patients, preventive or therape
tic antifungal treatment is indicated and a lumbar punctu
required. Thus, referral to the hospital is needed. Due td
dence that early ART iration should be avoided in case
cryptococcal meningitis (Boulware et al., NEJM 2014), ¢
day ART initiation will not be done in CrAg positive indivi
until cryptococcal meningitis has been excluded.

Creatinine meas
urement

'The study team performpoint-of-care creatinine, using StatSensor

ill If estimated creatinine glomerular filtration rate according to C|
roft-Gault (eGFR a.CG) < 50 ml/min: Substitutiontesfofovir
disoproxil fumarate(TDF) with abacavir (ABC) or zidovudine
depending on the haemoglobin result

il If eGFR a.C&3) ml/min: Nurse can decide if referral to health

cility and no samelay ART initiation

at™ Nova™ Biomedical (fingerprick test), that gives results within 2nffirst-line ART containing tenofovir disoproxil fumarate (TD

iAccording to national guidelines, before initiagi standar

baseline creatinine is needéd.

Haemoglobin
measurement

The study nurse performs poiaf-care haemoglobin, using Hemocuel

HB301 (fingerprick test), that gives results within 2min.

1  If haemoglobin < 8 g/dL: zidovudigentraindicated and nurse c
decide if referral to health facility and no sarday ART initiation

IAccording to national guidelines, before initiating ART
men containing zidovudine, a haemoglobin is neetfed.

Adherence coun
seling and edu-
cation session

The study nurse conducts a structured educatiom@dence session. It
delivered, using a leaflet, in a omm-one session in approximately
10min.

IA condensed version of the education and counseling typ
provided over the course of the former pART visits has be|
developed and successfuligsted in the previous trial (CA
CADE trialj*

Readiness asse
ment

Before dipensing ART the study nurse confirms readiness and an

remaining questions, using a pspecified checklist

1  If patient not ready: referral to health facility and no saui@y AR
initiation

See prespecified checklist in appendl¥?.4

Dispensing of
ART

IThe study nurse prescribes axionth supply of the standard*dline AR
laccording to national guidelin¥s TDF / lamivudine (3TC) / efavirenz (
as fixeddose combination, once daily.

ill If TDF contraindicated, substitution with ABC or AZT dependi
haemoglobin

M  If uncontrolled mental disease, e.g. active psychosis: refer
health facility and no samday ART initiation

1  Depending on CDBdount, additionally iImonth supply for CTX v

be dispensed

[The study nurses, like other qualified nurses in Lesothq
lauthorized to write prescriptions for ART.

We only include patients 10yrs and older and J
or above (cf. eligibility criteria, chapteB.3.3. Thus
ITDF/3TC/EFV is the standard treatment, that almost e
body will get unless we discover renal impairment or an &
psychosis.

Followup visit

IThe study nurse provides a follewp date in 1216 days, either at th
health facility (VIBRA control) or with the VHW (VIBRA intervention)
next ART visit.

IThe study nurse documents the entire process in the pat
6221tS0 6a6dAl Yyl £€0Z A yuptate

Notes:
1.

TBscreening will be performed for all household members that we encounter during the 4baised HTS campaign (HOSENG

study), irrespective of Hfstatus. See also chapter 4.3.2.1 in HOSENG study protocol about sputum collection. If an individual
with presumptve TB is eligible for VIBRA study (i.e-ptisitive and not on ART): The nurse will decide, after conducting above
mentioned medical history and physical exam, if the-pib¥gitive individual is referred to the nearby health facility and ART

initiation isbei

ng delayed.
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2. Besides above mentioned features of sadsy ART initiation, for all VIBRA study participants a) a demographics and b) HIV
knowledge questionnaire will be filleid, using the validated survey measurement scale forrdliated knowledgé®®® { §S a D9 «
hby/ wCé FT2NJ Y2NB RSGIFAfao

3. For all studyparticipants of VIBRA study, a venous blood draw will be performed at enrolment during thevisim&hese
samples will be transported the same day to the hospital laboratories of our study sites (eitherButte@or Mokhotlong
Government Hospital) anstored in a80°C freezer and used for Genotypic Resistance Testing (GRT), if applicable, see chapter
6.

4. If patient needs to be referred, the study team providesaldistabout the nearest health facility, provides a transport voucher
if needed, and might decide to accompany the patient.

5. Dispensation of IPT (Isoniazid Preventive Therapy): According to national guidelines every individual with HIV greater than 1
year ofage who has no signs or symptoms of active TB should be started on IPT as soon as gossibtlee high prevalence
of latent TB infection in LesotH$.0On the other hand, initiating ART, CTX and IPT at the same time correlates with higher risk
of drug toxicity and if sid& F F SO0 a 2 OO diNguighiwhich drégchliRed the? sidfieit.aTherefore, IPT will not be
initiated at enrolment, but should be started as early as possible during the first 6 months on ART.

6. If, by the time of the study start, Dolutegravir is available in country, we wilbtatiie study protocol accordingly in order to
supply a Dolutegravibased firstline ART. In that case an amendment will be submitted to the ethics committees.

3.3.3.2. Intervention clusters: VIBRA model

After sameday ART initiation the participants in tirgervention clusters are offered the VIBRA model. There are two
features of the VIBRA model. The first feature of VIBRA model is the possibility ofhdege ART visit/refill at the
VHW with clinidbased ART visits only every 6 to 12 morgHsllowing sameday ART initiation at home during the
HTS campaign. The second feature of VIBRA model is the possibility to receive a standardized,-shesstme (SMS)
intervention.

3.3.3.2.1.VIBRA model, feature 1: Village -based ART visit/refill

In the VIBRA model, picipants have the possiblity to receive villagased ART visits incl. ART dispensing by their
VHWs Participants will receive an appointment for a first clinical visit at the VHW 12 to 16 days after theblasen:
ART initiation. At each visit the VHWIéws the same prapecified checklist (cf. appendl¥.5 written in the local
language (Sesotho). By following the checklist the VHW documents on a standardierebased form patient's
symptoms (to alert for drug toxicity, opportunistic infections, IRIS, etc.) along with adherence to ART questions,
dressing basic psychosocial problemusg whether the patient visited any health facility since the last appoimtme

In order to ensure safe and higjuality clinical management, participants in intervention clusters will not only
be linked to their VHW, but also under responsibilty of the Community ART Nurse (CAN) of the corresponding district.
See detailed descrijpn of the CAN and his tasks below in chafe3.3.2.3 The VHW and the CAN will have a list of
the participants they are responsible for.

If the visit triggers ay alert, indicated on the checklist, the VHW must immediately inform her/his CAN. If the
visit triggers no alert, the VHW dispenses a supply of the patient's medications. Similar to the local health facilites,
depending on the VHWSs judgement and the patgpreference he/she can provide one up to a maximum of three
months drugsupply. For example in case the patient is working in South Africa, a three months supply may be provided.
Participants are, however, encouraged to visit the VHW or the clinicyatiare in case of problems or questions. Six
months after ART initiation the participant has to attend the first clbdsed visit for laboratory assessment.

All VHWs of the catchment area of one health facility have a monthly meeting at the heality fagether
with a designated staff member of the health facility. Thesegxisting meetings will be used for VIBRA model and
strengthened. Moreover, the CAN (or his representative) will join the meeting as well and provide support as needed.
Thesemegd Ay 3a gAff LINPGARS GKS LI FGF2NY (2 NBgfeked (oS LI
health facility) or dowrreferred (to the VHW) as appropriate. If the patient misses an ART visit, either-tiiagd or
clinicbased, he/she wlibe traced by the VHW with a standardized tracking tool (cf. appdridéy, that provides clear
guidance.

3.3.3.2.2.VIBRA model, feature 2: SMS intervention

In the VIBRA model, participants may choose to receive standardized, shemésszage (SMS), that are individually
customized:
F0O a2y iKfe& NBYAYRSNI {a{ (2 FIRKSNBE G2 !'we¢Y ac¢l 1S &2dzNJ
OF GA2Yy ®¢
b)a VL resultdriggered SMS:

- Undetectable VL (<20 copies/mh)Sa &l 3SY &/ 2y ANI GdzAf  GA2yaz &2dzNJ 106
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AAAAA

- 553800l otS [ oxna, OBNASEOY[S6H(alBaABASY FNB ol Ol @
facility at the nextscB Rdzt SR RI'GS FyR NBYAYR GKS ydnNBS | o2dzi &
- Technical failure of VL measuremeNtessagett ¢ KS 6 GS&ad ¢+ a dzyadz00SaaTd

KSIHfGK FFLOAftAGE a az22y +a LkaairiofS FyR NBYAYR (K
In order to maintam participant confidentiality, cellular appointment reminders do not refer to HIV or HIV care ser-
vices directly. Participants are not asked to confirm receipt or reply to any messages. The SMS reminders are trans-
lated into the local language. The SMS reaeirs are sent out automatically from our VL database (VisibleImpact, see
also chaptei.5).

3.3.3.2.3.Community ART Nurse (CAN)

The Community ART Nurse (CAN) is a healtlepsainal position within the study project,that will be held by a trained

ART nurse. The nurse has to be registered by the Nurses Council of Lesotho and experienced in HIV care as per Nation

HIV guidelines of Lesot¥d.The CAN will closely monitor and supervise all VHWSs of the VIBRA model for an entire

district, and is responsible for all participants initiated on ART in the VIBRA model. The CAN will be in close contact with

the corresponding health facilites, i.e. to ensure ART procurement and management of study participants at the clinic.
One CAN per dirict is needed; one for ButhButhe district and one for Mokhotlong district. They are specif-

ically trained in the study procedures and in tabbetsed electronic data collection and management. They receive a

tablet and will enter all followup data eletronically. The CANs attend the monthly VHW meetings at the health facility

in order to facilitate downand upreferral of VIBRA participants, collect the pafpaised Case Report Forms (CRFs) of

the VHWSs, update ART stock of VHWSs, assure documentatpartafipants in the health facility files (patient file and

registers), and go through the individiual patient list with each VHW to detect any irregularities.

3.3.3.2.4.ART procurement

In the VIBRA model ART procurement is organized via the health facility the VHW is affiliated to. Before the health
facility places its monthly ART order, the VHW has to submit his/her list to the health camgeally at the monthly
meeting. Together wh the order the VHW brings a list of all refills provided during the last month to allow the health
center to incorporate the VHWSs dispensed ART into its monthly statistics. The CAN will supervise correct storage of
ART, monitor stockuts and assist thHW in case of problems with stock management/ordering of ARTS.

3.3.3.2.5.Modification of intervention

If a participant is being referred to the health facility at the howst or after by the VHW, CAN, or sedferral, he/she
will be primarily monitored by théealth facility. Once the health facility staff considers the patient to be clinically
stable again, he/she can again be doveferred to the VHW for ART refill.

3.3.3.3. Control clusters: Standard of Care

Individuals who start ART in the control clusters will receive the offer of VIBRA model, and, thus, have to attend
the health facility to get their ART visit/refill. They will be given an appointment for a first clinic visit in 12 tosl6 day
after the homeuvisit. The health facility staff will filh the same prespecified checklist as the VHWSs do. The study
participants will not be offered any other differentiated care/delivery models such as CAG or CACs.

3.3.4. VHW i training and responsibility

Details about training number 1, which is the basic trainingafbrandomly selected VHWSs in the study districts, is
outlined in HOSENG study protocol. The VIBRIfic training is training number 2: All VHWSs in the intervention
clusters are trained to deliver the VIBRA model, i.e. trained to a) dispense ART ¥gnd)creen for AR€Elated
adverse events and drdmxicities, c) screen for emfection (especially TB), d) assess adherence and basic vital signs,
e) understand referral algorithm in case of clinical deterioration of their patients, f) addresssdiscknd keep confi-
dentiality, g) perform basic data entry/management. This training takes place prior to the start of the trial and lasts for
2-3 days.

The VHWSs will receive continuous monitoring by the CAN3(8f3.2.3, and are additionally supported by
supervisory staff from the nearest health facility. All those not having a cellphone will receive a cellphone in order to
stay in close contact with their respob& CAN. Every VHW has a list of patients he/she is responsible for and will only

23 of 49



VIBRA study / study protocol version nr 7 25.09.2018

be allowed to dispense ART to participants on the list. Based on data from CASCADE trial, we estimate a maximum of
5 patients per VHW.

3.3.5. Assignment of national (pre)ART numbe  rs and adherence to local health registers

If a HIVpositive participant newly tested during the HTS campaign starts ART, the campaign team will make sure that
this participant is registered in the ART register of the responsible clinic and he/she reaeioécial preART (if
applicable) and ART number. This process has been successfully implemented in the CASEABIEanaHW tests

a participant newly HIYpositive after the oral HIVST, the CAN has to ensure that this participant is correctly registered
at and reported to the health facility. Moreover, the campaign team provides a monthly summary of all people tested
HIV-negative during the HTS campaign to the District Health Management Team (DHMT) in order to keep the govern-
ment statistics ugo-date.

3.3.6. Recruitment

Given the range of clusters to achieve the varying sample size, we will plan on sampling 100 clustierstinreach

a target sample size on an individual level of n=262pdRitive individuals who are not on ART. Based on the experi-
ence of previous HTS campaigns and the CASCAP¥4dah mMn Qnnn A Y RA0GiNagezard 467 indvid S R
uals newly tested HRgositive enrolled) we are confident to reach the required target sample size witBimbnths.
Anticipated start of the entire GET ON project and, thus, recruitment is June/July 2018.

3.3.7. Blinding

This is a prgmatic implementation trial, assessing the effectiveness of a new strategy for increasing testing coverage.
Due to the nature of the trial it is not possible to fully blind participants nor staff to the intervention. But allocation w
be concealed due tthe design of a cluster randomization, which implies randomization before participant inclusion.

4. ENDPOI NTS

4.1. PRI MARY ENDPOI NT

Viral suppression at 12 months, defined as the proportion of all participants with a VL <20 copies/mL 12 months (range:
10¢ 15 months) after enrolment
i. Rational for VL suppression level at 20 copies/mL: VL determination will be done on COBAS Tag/dmstH2.0
(Roche Diagnostics) using plasma, and has a reliable lower limit of detection of 20 copies/mL

42. SECONDARY ENDPOI NTS

a) Viral suppression at 6 months, defined as the proportion of all participants with a VL <20 copies/mL 6 months
(range 5 8 months) after enrolment
b) Alternative viral suppression at 12 months, defined as the proportion of all participants with a VL <1@30robp
12 months (range 14 15 months) after enrolment
i Rational for alternative VL suppression definition at 1000 copies/mL: All health facilities in our study districts send their
blood for VL measurement to ButfBthe government hospital laboratory,ahuses the above mentiong€lOBAS Tag-
Man® HIVL Test, v2.0 (Roche Diagnostics). Some of the remote health facilities, however, face regular challenges in send-
ing the blood to the government hospital. To ensure sufficient VL measurements among our stoighapts, these health
facilities will be equipped with dridalood-spot (DBS) as a backup for VL measurement. According to the WHO the recom-
mended threshold for treatment failure using DBS is 1000 copi€d/mL.
c) Alternative viral suppressn at 6 months, defined as the proportion of all participants with a VL <1000 copies/mL
6 months (range § 8 months) after enrolment
d) Sustained viral suppression, defined as the proportion of all participants with a VL <20 copies/mL at 6 {r&nge 5
months) as well as at 12 months (rangecl05 months) after enrolment
e) Linkage to care within 1 month, defined as the proportion of all participants attending the first dimidHW
based ART visit at least once within 1 month after enrolment
f) Linkage to carevithin 3 months, defined as the proportion of all participants attending the first elorid/HW
based ART visit at least once within 3 months after enrolment
g) Retention in care at 6 months, defined as the proportion of all participants active in careeatth facility or at
the VHW 6 months (range@&3 months) after enrolment
i. S5SFTAYAGAZY 2F al OGABS Ay OFNBeyY G tSrad 2yS !'we @GArairi
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Including patients who have stopped ART

Folowing enrolment

endpoints By 1 month By 3 months |At 6 months |At 12 months

(range: 58) |(range: 1015)
\Viral suppression <20 copies/ml Secondary  |Primary
\Viral suppression <1000 copies/ml Secondary  [Secondary
Sustained viral suppression <@@pies/ml Secondary
Linkage to care (attending first clinic or VHW visitSecondary |Secondary
Retention in care (either health facility or VHW) Secondary  [Secondary
All cause mortality Secondary
LTFU Secondary
Transfer out Secondary
SAE Safety
Coverage of differentiated ART delivery Exploratory
Overall effect of HOSENG + VIBRA Exploratory
Assessment of acceptance of interventions Exploratory

II.  Including participants who transferred out to any other hed#bility with known outcome (documented proof of
follow-up visit or laboratory test)
Ill.  Excluding participants who died, were lost to folog/ (LTFU), or were more than 2 months late for a scheduled
consultation or medication piekp with a reason availablge.g. currently no money for climigsit, busy working in
South Africa, etc.)
ii. Participants who transferred out to any other facility without known outcome (no documented proof of-figlwisit or
laboratory test) are excluded from both the numeratodatenominator of calculations of retention
h) Retention in care at 12 months, defined as the proportion of all participants active in care at the health facility or
at the VHW 12 months (range £@5 months) after enrolment
i) Allcause mortality at 12 monthglefined as the proportion of all participants dead 12 months (range 16
months) after enrolment
i. Verbal autopsy to capture cause of death whenever possible. No death certificate or autopsy report required.
j) LTFU at 12 months, defined as the proportioratfparticipants LTFU 12 months (rangecl05 months) after
enrolment
i. We define participants lost to follewp if they or their treatment buddies were more than 2 months late for a scheduled
consultation or medication piekp and no information was fourabout the participant
k) Transfer out at 12 months, defined as the proportion of all participants tdwasferred out to any other health
facility (than the initially attached one) with known outcome (documented proof of fellpwisit or laboratory
test) & 12 months (range 1Q 15 months) after enrolment

43. SAFETBNDPOI NT

We specifically assess safety of our VIBRA model, defined as proportion of all participants experiencing a Serious Ad-
verse Events (SAE) within 12 months after enrolment. See chapifor detailed description of SAEs.

44 EXPLORATERBPOI NTS

We will assess several exploratory endpoints.
1) Coverage of differentiated ART delivery:
a. Proportion of ART refills per participant according to protocol schedule, at the VHW and the health
facility, within 12 monthafter enrolment

2) Overall effect of combined interventions HOSENG and VIBRA (Arm 4 vs Arm 1) on viral suppression (<20 ¢/mL
12 morths (range 1@ 15 months) after enrolment

3) Assessment of acceptance of saney ART initiation: How many were saa@y initiated, reason for not
sameday initiaiton, reasons for referral, etc.

4) Assessment of acceptance of VIBRA model (quantitative)

TABLE 3Summary of endpoints
Note: we consider 1 month = 30 days for all endpoints
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5. LONGTERM FOLUPW

We consider assessing leteym follow-up outcomes at 24 months (range: 2228 months) after enrolment: viral
suppression, retention in care, and SAEs. A detailed faljpywlan willbe developed at a later stage.

6. Bl OMOLECURRREARCH

We will include biomolecular research in GET ON. This part will be developed in detail with our research consortium
partners from the Department of Biomedicine (University of Basel, Switzerland) thedierad of Prof. Thomas Klimkait

(cf. pageld). So far it is planned to assess prevalence of major drug resistance mutations (DRM) a) on all baseline sam-
ples (primay DRM) and b) on all samples with unsuppressed VL (>100 copies/mL) at 12 months (rgdg§embdths).
Moreover, all @rticipants who start ART at the horwisit during the HTS campaign, but subsequently default treat-
ment will be traced to assess devetopnt of DRMDefinition of DRM follows the Stanford University HIV Resistance
Databaselfttp://hivdb.stanford.edu)

7. QUALI TARESEARCH

Qualitative studies are planned alongside the GET ON project to prowjutatant contextual data and a more-in

depth exploration of community response to the HOSENG and VIBRA interventions. A detailed qualitative research plan

will be developed at a later stage. Concerning the VIBRA study the following qualititative stedissed:

1. A qualitative caseontrol study that examines uptake of villabased ART refill among participants. A random
sample of e.g. 20 cases and 20 controls would be chosen from the VIBRA intervention clusters. Cases would be
participants who refuseillagebased ART refill at the VHW and controls would be participants who accept-village
based ART refill at the VHW. A standardized questionnaire would be used to explore reasons for not accepting
villagebased ART refill, and motivation to accept vildigsed ART refill, respectively. Participants who accepted
the VIBRA model would be asked to identify whether each intervention of the VIBRA model was helpful in terms
of assisting in retention in care, reducing structural barriers, respect, stigmainciisation, overall satisfaction,
and what aspects of each intervention were useful and not useful. Besides standardized multiple choice questions,
we would leave space for open questions to capture unexpected associations.

2. Standardized interviews will beorducted with a random sample of all stakeholders involved in delivering the
VIBRA model, i.e. VHWs, Community ART Nurse, staff at the health facility, and memberBisfritieHealth
Management Team (DHMT). Focus lies on feasibility assessment ot oalerall satisfaction with VIBRA model
and time spent with ART patients, but also a brief questionnaire capturing stigma and discrimination within the
new model.

8. COSTEFFECTI VEAEASISYSI S AND MRSAEMEVALUATI ON

For the coskeffectiveness analysis, we will create a model to estimate the effect of the VIBRA intervention on health
benefits and costs. First we will assess the direct costs of the interventions. Secondly, we will assesifextioshess
of the intervention (=VIBRA model) tested. Thirdly, we will assess the economic burden of the interventions to patients
¢ the opportunity costs of their timeThe economic analyses will address the following questions:
- Which are the direct costs (to both health syste and patients) of delivering the interventions?
- Are there direct cossavings to the health system and to patients of the new model of care?
- Are there differences across interventions in opportunity costs of time of patients?
- Are the new interventions i-effective?
The direct costs for the health system of delivering the intervention and for the patients that wiil be estimated in-
clude:
a. Personnel
1 Staff costs (homeisit campaign staff, clinical staff, laboratory staff, VHW, CAN)
i) Including fringe benefits (e.gnedicalanddental insurance, housing allowance, educational assis-
tance,vacationpay,sickpay, meals and employee discounts)
i) The appropriate approach to measuring personnel time will differ between study personnel. rgplexa
for the CAN who specifically is hired for this intervention, costs can be obtained directly from compensa-
tion data. All the other service providers (nurses and physician at health facility, VHWSs, etc.) have multiple
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responsibilities, hence, the timéedicated to the VIBRA model can be obtained via interviews supple-
YSYGSR 0& RANBOG aGAYS YR Y2iA2y¢ 20aSNBIGAZ2Yya
activities for one week periods approximately six months apart.
1 Costs of training oflhinvolved personel
b. Equipment
Costs of HIV tests (blodzhsed pointof-care tests and oral HIVST)
Costs of ART
Costs of drugs for prevention of opportunistic infections and other concomitant medications
Other costs associated with hontsed testing (logtics, multidisease screening tests, etc.)
Other laboratory costs (CD4 cell count, VL, blood chemistry, blood count and other)
c. Non medical costs to patients
1 Cost of transportation; food, drinks, airtime while accessing care

= =4 -8 -8 -9

Potential direct cost savings:

VIBRA model is hypothesised to reduce the number of clinic visits, due to a) less scheduled visits becabasedHW
ART refill and b) less unscheduled visits because intervention leads to better sustained clinical outcome. This would
decrease costs fohe health facility and the patient. The direct cost savings related to reduction in use of health service
due to better viral suppression and less opportunistic infections, will be assessed and included in-tféectiseness
analysis. To this end thesttmates of the reduced need for health services will be taken from the trial resutls and the
literature. The reduction in utilization rates will be then multiplied by the unit cost of the services using available cost
estimates.

Patient time opportunitycosts:

These estimates will include the value of the time required to patients to get access to the interventions and the work-
ing time lost by them of by another member of the households providing assistance related to the interventions. Dif-
ferent methodsto value patient time will be used, consistently with the human capital approaches

Examples of Outcomes:

1. The health outcomes considered by the ceffectiveness analysis will be the primary endpoints of HOSENG
and VIBRA study, but the cesffectiveness will be also expressed in terms of incremental net cost per DALY
(Disability Adjusted Life Years) averted.

2. Mean time for a clinical consultation per person living with HIV per visit

3. Mean total time spent by the patient to receive HIV treatment services (including transportation and waiting)
per person living with HIV per 6 months period

4. Mean outof-pocket costo patient to receive HIV treatment services (including clinic, medication, transpor-

tation) per person living with HIV per 6 months period

Number of person living with HIV receiving clinical consultations per day per health care worker

6. Number of patientgof any condition other than HIV) receiving clinical consultations per day per health care

worker

Mean cost of treatment services from a provider perspective per person living with HIV per year

8. Mean cost of treatment services from a provider perspectigevrally suppressed person living with HIV per
year

o

N

Data collection and Analysis:

Cost data will be collected from expenditure records as well as through interviewing key staff involved in the VIBRA
model. The average cost to the provider per patiertiaging the primary outcome will be compared between inter-
vention and control clusters to provide an estimate of the esf§éctiveness of the two interventions. Costs will be
reported as means (incl. SD) and medians (incl. IQRSs) in local currencied 8ndi?Qollars and International Dollars.

If possible, we will document changes in unit cost (most relevant program cost divided by numbers of patients receiving
study intervention) over time as the intervention probably will achieve greater scale and isthatiive efficiency.

These findings are intended to provide insights into costs structures that may be used to enhance the models efficiency
in future.

A separate detailed plan will be outlined for this ceffiectiveness analysis and system impact exgadun.
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9. SAMPLE SI ZE ANDCARAKLY

9.1. SAMPLE SIZE CA@NCULATI

In the previous comparable CASCADE trial we found 52¢dsitive individuals (median 4 per village, IQR) 2vho

were not currently on ART. If we consider only the rural villages and thesklagor older, there were 289 who would

be eligible for this study. The primary endpoint is viral suppression at 12 months after offer cflsgmdR T initiation.

Based on preliminary data from the CASCADE trial, we expect the proportion of viral sigupire$ise control arm to

be 50%. The Table 4 below provides estimates of the sample size under varying conditions. Given the range of clusters
to achieve the varying sample size, we will plan on sampling 100 clusters/villages therefore expecting apglsoxima
n=400 HIvpositive individuals. Assuming a 20% refusal/ineligible rate, this will provide us with approximately 320 eli-
gible individuals and sufficient power to detect a 20% increase in the intervention group. We plan to recruit a minimum
of 262 paténts to ensure a minimum power of 80%. Of course, if the effect of the intervention is giesdgr0.25

we will have more than 90% power to detect this under all scenarios. All sample size calculations were done assuming
a type 1 error of 0.05 and antra-cluster correlation coefficient of 0.015.

TABLE 4Sample Size estimations

Control Intervention Power Total sample size Total clusters
0.5 0.7 0.9 478 120 (80- 236)
0.5 0.7 0.8 262 65 (44-130)
0.5 0.75 0.9 195 25 (33100)
0.5 0.75 0.8 130 35(22-65)

9.2. ANALYSI S

All analyses will be done using R (the R Foundation for Statistical Computing) or Stata (version 14, Stata Corporation,
Austin/Texas, USA). For all tests, we will ustd2d pvalues with alpha 0.05 level of significance. A detailath
analysis plan will be developed separately.

Clusters will be set as unit of randomization (stratified by district, size of village, and village access to the
nearest health facility), whereas individuals are set as unit of analysis. Multilevelisttisbdels will be used to adjust
for the clustered data. We will present a CONSORT flowchart of the participants, including screening, enroliment and
follow-up. The following analysis sets will be used in this trial:

1. Intention-to-treat (ITT) set: All stly participants will be evaluated according to cluster assignment at random-
ization

2. Cluster pemprotocol (CPP) set: This set includes all participants from clusters who completed the study without
a major protocol deviation

3. Individual pefprotocol (IPP) sefThis set includes all participants who completed the study without a major

protocol deviation

9.2.1. Primary analysis

The primary analysis for VIBRA study will be the comparison of viral suppression rates between the intervention and
the control clustersAnalyses will be performed following CONSORT guidélfuesng the ITEet. The primary analysis

will use a multievel logistic regression model to assess the difference between viral suppression rate in the interven-

tion versus control arm, adjusted for a) the pspecified randomization stratification factors, b) clusteraggording

to village and household and c) other factors found to be unbalanced between intervention and control clusters. Re-
sults will be presented as odds ratios and 95% confidence intervals.

1.4.2. Snapshot analyses

Our protocol foresees a predefined snapshagalysis once all participants have completeghénths followup. The €

months snapshot analysis will entail the following of the above defined secondary endpoints:

a) Viral suppression at 6 months, defined as the proportion of all participants with a ¥kcog2es/mL 6 months
(range 5 8 months) after enrolment

b) Alternative viral suppression at 6 months, defined as the proportion of all participants with a VL <1000 copies/mL
6 months (range § 8 months) after enrolment.

c) Linkage to care within 1 month, deéd as the proportion of all participants attending the cliric VHWbased
ART refill at least once within 1 month after enrolment
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d) Linkage to care within 3 months, defined as the proportion of all participants attending the first olinigdW
based ARTYisit at least once within 3 months after enrolment

e) Retention in care at 6 months, defined as the proportion of all participants active in care at a health facility or at
the VHW 6 months (documented refilikB8 months after enrolment) after enrolment

1.4.3. Baseline characteristics; secondary, subgroup and sensitivity analyses

Baseline characteristics will be presented according to randomized groups: categorical variables will be described as
absolute and relative frequencies and continuous variables as mediag interquartile ranges (IQRs).
As with the primary analysis, secondary endpoints will be analyzed with-lenstilogistic regression model and results
will be presented as odds ratios and 95% confidence intervals. Sensitivity analyses will beexbirdader to provide
evidence that the result seen from the primary analysis are robust. These analyses will center on the deviations in
model assumptions. The effect of sociodemographic and clinical determinants (age groups, gender, education status,
employment status, WHO stage, Gbdunt, TB status, CAGE status, HIV/ART history, HIV knowledge) on key study
outcomes will be assessed in subgroup analyses. The study is not powered for thesnped subgroup analyses so
all results will be consideredkploratory. If there is substantial missing data in important covariates, multiple imputa-
tion will be utilized and results compared to models ignoring missing data.

The effect of sociodemographic and clinical determinants (e.g. age, sex, WHOCIegeunt, tuberculosis
status) on key study outcomes will be assessed in subgroup analyses. Sensitivity analyses will be conducted in order tc
provide evidence that the result seen from the primary analysis are robust. These analyses will center aatiende
in model assumptions. The statistical analysis plan will provide all further details.

10. DATA COLLECTI| G\WAGEMEWT

15 DATA FORMSIA ENDRYA MONI TTORTHGSTORQ@NEFI DENTI ALI TY

Details about data collection during the HTS campaignyieaent platform for VIBRA study) are outlined in the HOS-
ENG study protocol. The VHWSs and the health care staff at the health facilities collect data from the scheduled and any
other unscheduled ART visits on standardized paper study forms (Case Repw},Foat act as source documents.
These data will be collected regularly by the study team (i.e. the CAN) using abtaddet CRF (MACRO, Elsevier). Data
from the tablet devices will be uploaded onto an passwprdtected online platform/database andansferred regu-

larly via a secure electronic transfer to our server.

Similarly, relevant data for the SMS intervention will be uploaded and stored in another encrypted and pass-
word-protected online databaseh(tps://visibleimpact.org/projects/126idmolecularhiv-monitoring-in-lesotho) our
viral load monitoring platform, that was mentioned previously (cf. chaj@dr1), because this platform offers the
possibility to send out SMS automatically. M@l load monitoring platform was developed by Visible Solutions AG,
Switzerland. The platform and data are stored on a\8sibl{ 2 f dzi A2y d4Q RSRAOI G4SR &SNIISNJ
(Interxion, managed by Hostpoint AG). The data center meets HR#$B8/07 requirements and is FR@O0Xcerti-
fied. Data irtransit is encrypted with SSL. All patient names are encryptadsitusing OpenSSL with AES6-CTR
cipher method. One half of the encryption key is stored on the server, the other half is stored on the client (browser).
Access to the platform is limited and regulated through personal user profiles (username and passwoeds to
patient names is further regulated and restricted through-&a&or authentication procedure. Personally identifiable
information (such as names) or identifiable health information (such as HIV status) are not dispatched as part of the
SMS text SMS are dispatched using the trusted thp@rty provider Twilio. Twilio is headquartered in the United
States. Twiliowyww.twilio.com) has certified with the EWU.S. Privacy Shield Framework and the SgvldsS.Privacy
Shield Framework as set forth by the U.S. Department of Commerce regarding the collection, use, and retention of
GLISNB2YlFf RIGFE o6Fa RSTAYSR dzyRSNJ G6KS t NAGFOe {KASER

Besides the CRF, data for the follaw period comes from routinelgollected medical records at the health
facilites, primarily from the patient file, if necessary also from patients health booklet (bukana), antenatal care register,
postnatal care register, under 5 register, HTS register, ART register, ART treatmemiccfile] TB treatment register,

TB treatment card, pharmacy register/dispensing logs, and the viral load monitoring platform. All the above mentioned
documents act as source documents. For additional information that is not part of these documentss thdtan
specifically for the study and the CRFs act as source document.

Following an initial period of weekly quality review, a study data manager will monitor data quality and com-
pleteness on a kinonthly/monthly basis. Queries about the data will bensé the local Principal Investigators for
follow-up and correction, as needed. Data integrity checks will be written into the database to limit the entry of incor-
rect data and ensure entry of data into required fields. The type of activity that andodiviiser in the online study
database may undertake, is regulated by the privileges associated with his/her user identification code and password.
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Apart from the informed consent form and the list for the VHWs/CANs and the falfp@RFs, study docu-
ments will not contain any names but solely the std@y The VHWSs in the VIBRA model arm and their CANs need to
keep an overview of their responsible patients. Hence, a list with the corresponding names and contact details is
needed for them. After printingte names and storing them on the confidential master list, the database will automat-
ically delete all names and only keep the anonymous stidyrhere will be one confidential electronic master list with
the subject identification code and the names. Tihf@rmed consent forms will be stored in a secure way in the head-
quarter of the study center (SolidarMed Office in BuBathe, Lesotho) and the master list will be stored in an en-
crypted online cloud with password controlled access and only accessiljpecfdefined study personnel, i.e. all in-
vestigators (cf. staff list in appendix). Participant files will be maintained in storage for a period of at least 1@&tgears a
completion of the study.

10.1.COLLECTI ON ANDE SOPRRIGOLOGIAL MATERI

Participantdn all clusters undergo HIV testing and phlebotomy at enrolment, and phlebotomy at 6 and 12 months. No
additional blood collection is planned according to the study procedure, but if it is done due to clinical standard of care
reasons (i.e. abnormal labatory results or a high VL at the 6 month visit), we will collect these results as part of this
study. Figure 3 displays the SPIRIT flow diagram with the overview of data collection, laboratory assessments and fol-
low-up visits

For each participant, studyp-coded blood samples will be stored-80 °C at the laboratory of ButkHButhe
32GSNYYSyYyld Kz2aLWAdGrto £t al YL Sa O2ff SOGSR Ay GKS D
dzft  GA2yaz Gunodné 0 I LILINE @SR dauider ihi BateBal Tkahsiea Ag@emeént fiiapperilix [
17.7) submitted together with this study protocol.

FIGURE 3SPIRIT Flow Diagram of VIBRA study

Enrolment Post-allocation Close-out | Long -term
Follow -up
TIMEPOINT 0 Within Within 6 months 12 months 24 months
1 month 3 month (range: 5-8 | (range: 10- (range: 22-
(linkage (linkage months) 15 months) 28 months)
to care) to care)
ENROLMENT:
eligibility screen X
allocation (set by cluster) X
INTERVENTIONS:
VIBRA model (Intervention) ¢ Pocccccfecccccd
Standard of care (Control) ¢  ZCEREEN EYERRRY
ASSESSMENTS:
Socio-demographic factors X
HIV knowledge? X
tuberculosis screening? X X X X X X
medical history? X X X X X X
physical examination* X X X X X X
WHO staging® X X X X X X
CD4 X X (X)
CrAg® (X)
Creatinine X X X X
Haemoglobin X (X) X) (X)
adherence counseling X X X X X X
readiness assessment’ X
dispensing of ART® X X X X X X
viral load X X X X
plasma for storage (=3 EDTA X X) (X) X)
tubes for GRT)®

lusing the validated survey measurement scale fortelgted knowledgt]e09
2cf. appendixl7.1

3cf. appendix17.2for enrolment andappendix17.5for follow-up visits

4 cf. appendixt7.3for enrolment and appendik7.5for follow-up visits
Sonly at clinic followup visit
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8for all participantswith a baseline CDdount <200 cells/mcL

cf. appendixl7.4

8incl. CTX and IPT (+B6) and otheindection (prophylaxis) medication if appropriate
9cf. chapteré

10.2.MONI TORI NG ANNMGIAWBIOINPROJECT

During the entire GET ON project at least one external monitoring visit will assess compliance with the approved trial
protocol, accuracy of completed CRFs, and the electronic dataset. The Clinical Operations Unit (COU) at the Swiss Trof
ical and Public Health Institute, which acts as an independent academic contract research organization, will perform
the monitoring. The Encipal Investigator agrees to allow inspectors from regulatory agencies to review records and
will assist the inspectors in their duties, if requested.

10.3.DATA AND SAFEDRIMGNICOMMI GEEFENPROJECT

The GET ON project represents implementatioseserch, the recruitment is projected to happen fairly quickly, safety
profiles of all used drugs are wétown, and the intervention does not include any new drugs. We do not expect major
FROSNES STFTSOGa 2y LI (A Sy i de@ncéutagirig tesultsTronBthe trialdir Ugandlay Keiy/al1o S
and Tanzanid? "> Moreover, participants in the VIBRA model can tpswitch back or being referred to facility

based care at any time during the trial period. Therefore it is not planned to establish a data safety and monitoring
committee (DSMB). Nevertheless, a detailed safety monitoring plan for (Serious) Advartsedeneplementing chap-

ter 10.4will be outlined in collaboration with COU before the trial start and we may decide to install a DSMB based on
their input.

104 ADVEREYENT 6 AGGANCSERI OMBVEREVENT(SS AH GETONPROJECT

Prescription and use of ART will follow current national guidelines of Le8b&IbART used in Lesotho have a well
established safety profile. The most frequent adverse events are summarized on page 54 of the Lesotho National guide-
lines on theuse of antiretroviral therapy for HIV prevention and treatment, 5th edition, 20a6d on page 138 of the
Consolidated Guidelines on the Use of antiretroviral Drugs for treating and preventing HIV Infection of the MEHO

and SAE will be graded according to the Division of AIDS Tal@eading the Severity of Adult and Pediatric Adverse
Events, Version 2.0., November 28%4and managedccording to study sites standard procedure following the na-
tional guidelines”’

Before start of the study, the study personel will betrained on the national guidelines and potential AEs
and SAEs of ART. In case of AEs, the study personel documents the AE on a separate form. In case of SAEs, the stt
personel must inform the study physicians within 72 hours of his/her awareness of the SAE. SAEs are defined as fol-
lowing: a) lifethreatening event, b) hospitalization, c) persistent or significant disability or incapacity, d) congenital
anomaly / birth deéct, e) death. The study physicians must then inform the Sponsor/Pl and COU within 24h. The Spon-
sor/Pl will inform the local ethics committee in Lesotho within 24h. COU informs the ethics committee in Switzerland
(EKNZ) according to Swiss regulations (NK®Bn Art 40, 41): a) within 7 days after notice to the Sponsor/Pl in case of
death and b) within 15 days after notice to Sponsor/Pl in case of a suspected unexpected serious adverse reaction
(SUSAR). A SUSAR is an event that exceeds the nature, sevdraguency described in the protocol, consent form
and investigator brochure (when applicable). COU informs the respective Pharmaceutical compagny by sending a copy
of the safety report submitted to EKNZ. An annual safety report (listing all SAEsevidthssess criteria, causality
assessment) will be submitted yearly to EKNZ (HFG, VKIin Art 43).

A separate, safety monitoring plan will be developed to handle (S)Akise iwith swiss and basotho ethics
regulations. The study physicians are respondiieall direct safety procedures among study participants. If a partic-
ipant develops an AE of Grade 2 or higher at last study visit, he/she remains under observation by the study physicians
until the AE is resolved or stabilized.

11. ETHI CAL CONSI BERATI ON

11.1.RESEARCH ETHI C\GAIARPABRPMED CONAEENDMENTS

This trial will be conducted in compliance with the protocol, International Conference on Harmonisation Good Clinical
Practice E6 and the current version of the Declaration of Helsinki. Ethics appvitivbe sought from the National
Health Research and Ethics Committee of Lesotho and the Ethikkomission Nerdme&entralschweiz (EKNZ) in
Switzerland and the trial will only commence once both committes have awarded approval.

The informed consenprocess for the cluster randomized GET ON project has several layers, based on two
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fundamental principles that need to be balanced in a clusterdomized health systems implementation research
trial'13114 First, specific ethical requirements (e.g., informed consent, confidentiality, avoidance of harm) should be
fulfilled. Second, a geneig accepted claim is that a study being methodologically sound constitutes a necessary con-
dition for its being ethically sound. Because only sound design can produce valid findings, and, in general, only valid
findings can bring about therapeutic benefitaethodological demands carry moral weigBtior consent to randomi-

zation by individual cluster participant is not feasible in cluster randomized trial such as ours. In such circumstances,
once clusters have been randomly assigned, participants in tistecs can no longer be asked for their consent to be
randomized to receive either of the interventions, only for consent to receive the intervention to which their group has
been assigned, and for consent to follayw. If participants are aware of thisgi know that there is another treatment

arm) it would introduce the possibility of pestndomization selection bias and would compromise the methodology.
Some even argue that no individual informed consent should be obtained in a etastdwmized trialin order to

sustain a higiguality and sound methodology# However, in our view wealue individual consent higher and hence
propose the following approach:

- Before cluster randomization (more details about the randomization process in HOSENG study protocol), ver-
bal consent from all village chiefs will be obtained, similar to any HTS campaign done by SolidarMed in Lesotho,
because the GET ON project starts vathHTS campaign (see HOSENG study protocol).

- Atthe day of the HTS campaign, a general household consectl{ect household data, to assess number of
household members and uptake of HTS among household members) will be obtained. Allocataimtent
arm will be concealed in order to keep the risk of selection bias as low as possible.

- As requested per national HIV testing guidelines, we will obtain individual HTS consent to perform blood
based pointof-care HIV testing (see HOSENG study madjolf a participant uses the oral HIVST on his own
(i.e. an absent person during the day of the HTS campaign) this implies consent for testing. However, prior to
every bloodbased HIV test a signed national HTS consent form is needed. No copy ofitimalrit4TS consent
form will be provided.

- Before inclusion into VIBRA study we will obtain individual informed consent, but using two different Informed
Consent Forms (ICF), again, in order to keep the risk of selection bias as low as possible by gdheealin
allocation: One ICF for participants in VIBRA intervention clusters and one ICF for participants in VIBRA control
clusters.

The study team will obtain the verbal consent from the village chiefs. One person fi@IHTS campaign team (lay
counselor orstudy nurse) will obtain the informed consent from the houshold head or representative and finally, the
study nurse will obtain the individual informed consent from the participant before inclusion into VIBRA study.

literate study participants will prdde a thumbprint and a witness (independent to the trial and >21 years
old), chosen by the participant, will eagn the form. For study participants aged <18 years, a literate caregiver >21
years old (person that takes care of the child/young adult)prilvide oral and written informed consent. The informed
consent is provided in the local language, Sesotho, and the participant will receive a copy of the consent form. The
village chief, the household head, and/or the individual have the right to watlvdronsent at any time without giving
reasons. In case of withdrawal, only data collected until the time of withdrawal will be used for research purposes (fully
anonymized, identifyer removed).

All communities will benefit from strengthened HTS interventand VHW programme that will improve ac-
cess to HIV care and lotgrm ART management. This study is embedded within the national governmental health
system to ensure that these benefits are sustained.

Any modifications to the protocol which may impaat the conduct of the study, potential benefit to the
patient or patient safety, including changes of study objectives, study design, patient population, sample sizes, study
procedures, or significant administrative aspects, will require a formal amendtaghé protocol and will besubmit-
ted to the Ethics Committee of Lesotho and the EKNZ and the trial register (clinicaltrials.gov) will be updated accord-

ingly.

11.2.PuBLI CATI ORI 2a8IBMI NATI ON POLI CY

Results of this research project will be shared at tHesels. At district level, health care workers and stakeholders will

be informed about the findings during district meetings headed by the DHMT of Hutttee and Mokhotlong. At
national level, the national research symposium of the Ministry of Healthsanlle as a platform to share the results

and discuss their implications among the policy makers. International scientific conferences, such as the conference of
the International AIDS Society, and publications in scientific-paéewed journals will see for wider results dissem-
ination. The requirements of the CONSORT statetiewill be fulfilled. The study wilbe registered on ClinicalTri-
als.gov prior to the start of the trial and the study protocol will be published in a-pméewed journal. The current
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version of the ICMJE recommendations is applicable regarding authorship eligibilihe use of professional writers
is not intended.

11.3.COMPENSATI ON

11.3.1. Study participants

Participation in this study is not anticipated tous® any substantial additional risk or cost to the participant. Therefore
we will not pay compensation to the participants.

11.3.2. Study personel

The VHWSs and the CANs and the lay counsellors will receive free AirTime (prepaid money for cellphone usage) for the
duties of the study. Moreover, each CAN will receive a tablet and each VHW, who has no cellphone, a cellphone. We
will consider a remuneration for nurses at the health facilities for the ebamed ART visits of our study participants
during the followup of the study. The team who performs the HTS campaign will be equipped with basic supplies
(raincoats, gumboots, backpack). The VHW has a central role in this new differentiated ART care/delivery model. Be-
sides basic supplies required for work (i.e. blulle drawer cabinet to store medication and patient documents), we

will support them with transport money to make sure the link between VHW and the health facility is guaranteed (150.
LSL quarterly per VHW in intervention clusters).

12. CRI TERI A FOR NMUJASC@WT IOF TRI AL

12.1.DI SCONTI NUATIPANRTOFCIAANT

The study participant has the right to withdraw from the study at any time without giving reasons. In case of with-
drawal, only data collected until the time of withdrawal will be used for research purgdisanonymized, identifyer
removed). Discontinued participants will not be replaced. A subject or cluster (if applicable) can be discontinued from
the study by the Principal Investigator for the following reasons:

1. withdrawal of informed consent

2. ethicalconcerns

3. major violation of the study protocol

4. intolerable sideeffects, adverse events

5. Fye O2yRAGAZYya GKFG YAIKG 2S2LI NRAT S GKS LI GASydQ

12.2.DI SCONTI NUATI BNERFI RH STUDY

The Sponsemvestigator may ternmate the study prematurely according to certain circumstances, for example:
1. ethical concerns
2. insufficient participant recruitment
3. when the safety of the participants is doubtful or at risk, respectively
4. alterations in accepted clinical practice that make tontinuation of a clinical trial unwise
The Prinicipal Investigator would provide the study site written notice submitted at a reasonable time in advance of
the intended termination. If the Sponsor/Principal Investigator chooses to terminate the studsafety reasons, it
will immediately notify all investigators and subsequently provide written instructions for study termination.

13. FUNDI NG SOURCE®BLEANDF RTHE FOWRCHES S

The study will be predominantly funded by a grant from the Swiss NatiBoi@nce Foundation (Grant Number
1207Z0_160876/1), obtained by NDL. The Swiss TPH acts as sponsor of the study. AA receives his salary through a gre
from the MDPhD programme of the Swiss National Science Foundation (Grant number 323530 177576y tse stu
embedded in the SolidarMed country programme and thus benefits from logistics and human resources from Soli-
darMed Lesotho.

The funding sources will have no role in the design of the study, and will not be involved in data collection,
data analysisnterpretation of the results and writing of the manuscript.
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14. EXPECTED OUTCOMHEE ®©FUGE ONPROJECT

14.1. BENEFASTRENGTHS

il

= =

= =

14.2

First randomized controlled health systems implementation trial assessing the effectiveness and feasibility of
villagebasedART supply after homeased HIV testing and sarday ART initiation in rural seBaharan Af-

rica.

This trial is one of few RCTSs that assesses the whole care cascade frorbdmedeH|V testing to viral sup-
pression, with viral suppression as primary endpoirhis trial will provided data which are currently lack-
ing.ll7,118

The research we will undertake is expected to reveal whether our differentiated ART care/delivery model can
improve treatment outcomes at a cost that is affordable for treatment service providers and funding agencies
CAY I aNBLFf f A Tténd Tha SIS OGS stiriBrhay IS NdEd todirdpéovements in HIV care
and keep patients in care and hence alive longer. The results will also provide evidence about the feasibility
of test-and-reat strategies in a lowesource setting and thus contribeito efforts to improve HIV prevention.

If effective, this model has the potential to be easily scaled up, as the VIBRA model requires little additional
human resources and logistics added to the current VHW programme. If this intervention is proven to be
effective and coseffective, the position of the CAN can be easily scaled up (only 1 per district).
{LISOAFTAO 0SYySFAGA 2F 2dzNJ RAFFSNBYGAIFIGSR !'we O NBk
It is embedded in an existing district health system and does not ceratgtificial research setting

It utilizes the welestablished system of VHWSs in Lesotho and similar settings and strengthens it

It reduces structural barriers for patients (tiroensuming, expensive ART visits at the clinic)

It reduces the burden (=patn load) at healthcare facility, which helps alleviate the severe shortage

of skilled healthcare workers in st8aharan Africa

It reduces clinibased impediements, i.e. stigma by health facility staff, congestion at health facility
ltisitinewitha)KS [ Sa20K2 ylFIGA2yFt aAyAaaNE 2F | SFfdl
RFGAZ2Y (2 RSOSYGNItATS OFNB (G2 G(4KS @Attt 3IS tS¢
HIV care, and d) Journal of International ADIS Society promotion for eediffeed care research
agenda

The longterm follow-up offers more robust longerm result

Eligibility criteria were selected to be broad with the aim to include as many patients as possible forgenerali-
zability

Through our planned costffectiveness analys and the qualitative research we will be able to make an as-
sumption about the feasibility of our proposed differentiated ART care/delivery model

We follow a strict and precise definition of retention and LTFU

A team experienced in communibased HIV tdaig and ART initiation and a functional molecular laboratory

on site, including a plasma bank, the research consortium has both the-knevand infrastructure required

to conduct the research project proposed

The results of this trial will not only infor ART programs in stfRaharan Africa but also contribute an im-
portant piece of evidence to the ongoing policy debate on how to-&sk chronic disease care from facitity

to communitybased healthcare workers, as the burden of chronic-nommunicable teases in LMICs
grows!?®

O O OO

o O

.CHALLENGEISMI TATI ONS

Slow/poor recruitment during the doeto-door HTS campaign of HOSENG study resulting in not aghievi
targeted sample size for VIBRA study, therefore risking (a) premature discontinuation of the trial or (b) an
underpowered trial and an inconclusive result.

0 Due to previous experience of the research consortium (esp. CASCADE trial), assumptions about re-
cruitment rates are reliable.

o0 If needed: Extension of HTS campaign possible or HTS campaign during holidays (e.g. Easter)

tF NIAOALI yGa Y& RSOARS G2 F00Saa IL+x OFNB Fd I O
reasons for LTFhight occur.

0 By the nature of randomization, these participants should be equally distributed across all study
arms, therefore transfers out should not introduce bias in our primary outcomes estimates. In addi-
tion, we have explicitly allowed for LTFU irr eample size calculation.

0 We have included transfer out as a secondary endpoint, including seeking participants at other health
facilities if possible, in order not to underestimate linkage to and retention in care.

The trial is not implemented in the whocountry but selected districts
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0 These districts, however, are representative for the country

9 Children below 10 are excluded from the VIBRA model, hence it will not be possible to draw conclusions about
the possible impact of the intervention on this ageup

1 The trial only includes persons tested during commubiiged HTS. It does not consider persons who receive
their test at the facility. The population tested through hotbased HTS may differ from the one reached
through facilitybased HTS.

1 As in mosoperational research studies, we will have little control over what happens in our standard care
arm. Standard of care continues to evolve rapidly in Africa. Guideline revisions are frequent, and clinicians and
nurses at the study sites may learn frometimtervention and make adjustments to routine care before the
study is completed. E.g. risk of bias through introduction of other differentiated care/delivery models (e.g.
CAG/CACs)

o0 Training for health facility staff not to include any study patient iatwther differentiated ART
care/delivery model such as CAC/CAGs

0 Any changes that occur will be reported by study staff and taken into consideration for analysis.

1 The health facilities will serve both patients from the intervention and control clusterad&td of care for
the patients coming from control clusters might be affected due to less patient load, because the patients
from intervention clusters are primarily served by the VHW and hence, quality of standard of care might in-
crease

1 Risk of overburdeing the VHW, which might lead to a reduction in quality and/or quantity of care (esp. for
non-ART patients)

o we carefully monitor the visits of patients at the VHW, the CAN supports them closely and we will
assess their job satisfaction and perception of thtervention through serastructured qualitative
interviews

1 Cost of establishing and running this differentiated care/delivery model

0 Cost consideration only minor, because VHW program exists already and likely to continue to run
independently of whetheWHW are tasked with ART supply.

0 Only position of CAN is new. But only 1 per district needed.-Effsttiveness Analysis will show if
this added position is cosffective.

1 Model depends on performance of VHW and his/her trustworthyness within the comgnunit

0 We are confident that this is the case, because the VHW programme isestadlished, longtand-
ing system, and the VHWSs are selected by community themselves

1 Generalizability of the results to other settings and to research conditions is uncertai

1 Villagebased ART refill by the VHW requires close clinical monitoring.

0 A specific safety and monitoring procedure has been developed with -ag@eified checklist that
has to be followed by the VHW. Moreover, all VHW will undergo an intensive trdiefloge trial
start.

0 Reassuringly Woodd et al. in a subanalysis in patients who started ART with a loeliGiddnt (<50
OStfak>[0 I & -rdntiohiied @idl in Ugdrsla didifnalzind & Nicreased rate of mortality
among those who received ART teome after ART initiation as compared to those who received
standard clinibased caré?®

1 Although tre sameday ART initiation strategy is expected to increase the proportion of patients who do initi-
ate ART, there is a possibility that patients who accept sdayeART initiation will subsequently discontinue
treatment. Results from CASCADE trial, howesteggest that the loss of treatmemigible patients before
starting ART exceeds loss after initiation. It is also likely that patients who discontinue treatment soon after
sameday initiation may never have started at all, if only standard initiation leeh offered. From CASCADE
trial we suggest therefore that the intervention will have a net positive impact and hence, offer this approach
in both study arms.

1 The study design does not allow for evaluation of the effectiveness of each component of the VIBRA model
which would require a study of substantially larger size.

f /KFEttSy3asS 2F ({SSLAy3I (GKS O2yFARSYGAFftAdGE 2F | LISN.

o VHW are dealing with thissue since a long time. They will all receive a lockable drawer cabinet to
lock away confidential information.

o0 All confidentail study documents will be stored securely (cf. chabt®r

o0 To protect against other violations of confidentiality, study staff will be trained in expectations that
they are not to disclose any information collected in the study to anyone outside the study team.

35 of 49



VIBRA study / study protocol

version nr 7

25.09.2018

o0 All study participants will bencouraged to contact the study personel to report any undesirable
conduct associated with the study. These reports will be brought to the attention of the PI, and ap-
propriate steps will be taken to solve the problems, including reporting to relevantadtheeiew

boards.

9 Assessing testing coverage implies that we know the total number of household members for our denomina-
tor. If this is not being assessed thoroughly by the campaign team or a household head does not mention all
household members, we willngderestimate the population

0 Before the trial starts, all study staff will undergo adiepth training about the study and applying
our definition of a household member will be one of the training aspects

15. STubYy TI MELI NE

The study protocol of the VIBRAdy is to be submitted for review for ethical approval. Ethics approval is sought from
I SFHfdK wSaStk NOK

GKS bliliAazylf
GNI f a0KgSAT £ 69Yb®no Ay

Iy R

9GKAOa

/ 2-YuNdA Zerk S S

2

{ 6 A (ick Goetboth/cBmnlittgsihavé dvarded dpprovile & A £ ¢
expect recruitment to start June/July 2018 and a total study duration of approximately 18 months.

Time line VIBRA study (excluding lotgrm follow-up)

Calendar year 2017 2018 2019
Quarter of year 2|3 2134|123
Prepaation of study protocol and ethic approval, briefing of stakeholder X X

logistics preparation, recruitment of CAN, training of VHWSs

HTS campaign with recruitment of participants X | X | X

Followup visits X|X|X|X|X
Assessmet of outcomes XX | x| x|x
Data management, analysis, writing of report, dissemination of results X|X| X|X|X

Note: Dissemination of results through different stakeholder meetings and publications will obviously continue in 2020.
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17. APPENDI X

171. TBSCREENI NG
¢. aAONBSyAy3a (22t IRIFELSR TNRBY aGb! ¢Lhb![ D! LPRE{LDO9{
VENTION AND TREATMENT (May 2016), ANNEX 17: TB SCREERING TOOL

For HlVVnegative individuals:

Adults / Adolescents YES NO

1. Are you coughing, persistently since 2 weeks?

2. Have you lost weight (without trying) of more than 1.5 kg in a month?

3. Do you have drenching/soaking sweats at nigbtsistently since 2 weeks?
4. Do you have fevers, persistently since 2 weeks?

Infants / Children YES NO

1. Has the child been coughing, persistently since 2 weeks?

2. Has the child had a fever, persistently since 2 weeks?

3. Failure to thrive / falteringrowth or signs of severe malnutrition?

4. Has the child been in contact with someone with TB disease?

oPpypyse LF a,Sa¢ (2 lFye ljdSadirzy 1062083 GKSy GKS LI GASyi

B

For HIV¥positive individuals:

Adults / Adolescents YES NO

1. Are you coughing?

2. Have you lost weight (without trying) of more than 1.5 kg in a month?
3. Do you have drenching/soaking sweats at night?

4. Do you have fevers?

Infants / Children YES NO

1. Has the child been coughing?

2. Has the child had a fever?

3. Failure to thrivd faltering growth or signs of severe malnutrition?

4. Has the child been in contact with someone with TB disease?

oPpypys LF a,Saé¢ (2 lFye ljdSatrzy 162083 GKSy GKS LI GASyi
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17.2.MEDI CAL HI STORY STHECK

Feature of sama&lay ART initiation: Medal history checklist
1. Isthe patient pregnant? Yes/No/not applicable
1 Ifyes,
0 expected date of delivery?
0 next scheduled ANC visit?
2. Have you been on ART before ? Yes/No
1 Ifyes,
o when did you start taking ART before and when did you stop taking ART before?
o why did you stop taking ART? (options available)
o0 what was the ART regimen? (options available)
3. Have you been on PMTCT, PrEP or PEP before? Yes/No
1 Ifyes,
0 when did you start talkng PMTCT, PrEP or PEP before and when did you stop taking PMTCT, PrEP or
PEP before?
0 what was the PMTCT, PrEP or PEP regimen? (options available)
History of TB? Yes/No
5. Are you currently on TB treatment? Yes/No

>
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1 Ifyes,
o when did you start taking TB treatment?
A (if within last two weeks, then no sartiay ART initiation and management by health facility)
6. Have you been told that you have other diseases or health problems besides HIV? Yes/No
1 Ifyes,
0 what other diseases or cdlitions do you have?
7. Are you currently taking any medication? Yes/No
1 Ifyes,
0 specify
A (specifically ask for a) argpilepsy medication, b) metformin, c) incl. traditional herbal medication)
Do you currently smoke dagga? Yes/No
9. Do you currently smoke @gettes/nicotin? Yes/No

©

17.3.PHYSI CAL EXAMCHNBTKDNST

Feature of same&lay ART initiation: Physical examination checklist
1. Body weight
2. Does the patient report any diarrhoea? Yes/No
1 Ifyes,
o0 specify (date of onset, frequency, colour)
1 If yes: Afterexamination, do you suggest referral with further consultation before starting ART? Yes/No
3. Does the patient report any headache? Yes/No
1 Ifyes,
0 specify (date of onset, location, pain intensity)
1 If yes: After examination, do you suggest referral viittther consultation before starting ART? Yes/No
4. Does the patient report any symptonisher than the above mentione® Yes/No
1 Ifyes,
0 Specify
1 If yes: After examination, do you suggest referral with further consultation before starting ART? Yes/No

5. Does tle patient present oral thrush? Yes/No
6. Does the patient present any abnormal skin lesions (incl. lips, scalp)? Yes/No
1 Ifyes,
0 specify
7. Does the patient present any lymphadenopathie? Yes/No
1 Ifyes,

0 specify location
8. Does the patient present any other conditi? Yes/No
1 Ifyes,
0 Specify
1 If yes: Does this condition(s) suggest referral with further consultation before starting ART is needed? Yes/No
9. WHO stage

17.4.READI NESS ASSECHEMEKNT ST

Feature of samelay ART initiation: Readiness assessment
1. What do youthink: How will you remember to take your medication every day? (choose from below)
Mobile phone reminder
Alarm on a clock or watch
Ask someone to remind me
Use a calendar or diary
Take my tablets at the same time as | do something else every day (li&gifg my teeth)
No reminders, I'll just remember
Other way (specify)
2. Is there anything that will stop you from taking your tablets every day? Yes/No

1 Ifyes,

0 specify

3. If you should start ART today, how ready are you? (choose from below)

1 Ready today

= =4 -4 8 8 _a_9
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1 Thinkirg about starting in the coming days If yes: indicate date of suggested ART start

1 Notready
4. Did the patient raise any issues or serious concerns that lead you to think that ART should be delayed? Yes/No
1 Ifyes,
0 specify
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17.5.FOLLOWP CHECKLI ST

Feature ofVIBRA model: medical checklist for the follap, that will be filled in by VHWSs and staff at the health
facilities. This checklist will be translated into Sesotho, the local language.
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