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The Good News: Over 4 Million New Infections Averted in Children
With Maternal ART and PMTCT Programs Since 2000

Number new HIV infections in children age 0-14 years versus scenario without ART available to pregnant and breastfeeding women, global 2000-2023
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The Bad News: However, ART Coverage in Pregnant/ Breastfeeding
Women Has Remained Stalled Since 2019 (Really Since 2014...)
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ART Coverage in Pregnant/Breastfeeding Women
Varies Considerably by Geographic Region

Eastern and southern Africa Western and central Africa
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New Child Infections Have Only Slightly Decreased

Number of new HIV infections

Estimated Annual Number of Children Acquiring HIV
By Region, 2010-2023

84% of the 120,000 new pediatric
infections globally are in Africa

e

41% west/central Africa

43% east/southern Africa

|

despite 94% maternal
ART coverage!

B Eastem and southemn Africa [l Western and central Africa Asia and the Pacific Latin America
B Middle East and North Africa [l Eastern Europe and central Asia Caribbean

2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023

— 120,000 (83,000-170,000) pediatric HIV infections estimated in 2023
— Since 2015, | new infections is only 10,000/year

— At this pace, to reach 2020 target of 20,000 new infections/year will take more than a decade!

Source: UNAIDS epidemiological estimates 2024: aidsinfo.unaids.org
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Causes of New Child Infections Globally 2023 Varies by Region

= Globally 56,000 new child infections — nearly 50% - still occur because pregnant women are not

diagnosed and started on ART

Global

Per cent

B Mother acquired HIV during pregnancy or breastfeeding

Different primary
issues regionally:

12 000

75 100

B Mother did not receive antiretroviral therapy during pregnancy or breastfeeding

B Mother did not continue antiretroviral treatment during pregnancy or breastfeeding

Source: UNAIDS epidemiological estimates 2024: aidsinfo.unaids.org

B Mother was on antiretroviral treatment but did not achieve viral supression
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Number Children 0-19 Years Living with HIV Globally (by 5-Yr Age Grps)
Evolution of the Age Distribution of Children with HIV Over Time
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— In 2023, infants and young children 0-4 years are a declining proportion of children with HIV (16%)
— Older children 5-9 years and have remained relatively stable at 41%

— Older adolescents 15-19 years represent 43% of children with HIV globally
(many represent sexual rather than perinatal transmission)

Source: UNAIDS epidemiological estimates 2024: aidsinfo.unaids.org EUNAIDS | £



Early Infant Diagnhosis Globally
Slightly Decreased from 68% In 2022 to 67% in 2023

Per cen

% children exposed to HIV who were tested for HIV by age 2 months

global and selected regions 2011-2023 _)G|Oba”y1 67% Of infants had
EID by age 8 weeks in 2023,
90 without much change from
v 2022
60 —>
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40 e .
0 2023 being only
i — EID In east/southern Africa
’ 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 increased in 2023’ from 77%

In 2021 to 80% in 2023
— Global - Eastern and southern Africa Western and central Africa
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Children Continue to Lag Behind Adults in HIV Testing, Treatment and Viral

Suppression in 2023 - With Minimal to No Change from 2022
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—Children lag behind adults In knowing HIV status (66% vs 87%), being on ART
(57% vs 77%), and viral suppression (48% vs 73%)
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Widening Gap in Treatment Between Children and Adults -
ART Use in Children Had Minimal to no Change from 2022
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While Improving, Significant Treatment Gap Between Number Children
with HIV and Number Children with HIV on ART Remains
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Among Children Living With HIV Not Receliving ART,
60% are Age Over 5 Years

Antiretroviral Coverage Gaps in Children with HIV Age 0-14 Years
by 5-Year Age Groups

TECHNICAL BRIEF

Global

0 100 000 200 000 300 000 400 000 500 000 600 000

I Not receiving ART (04 years) | [l Not receiving ART (5-9 years) Not receiving ART (10-14 years) ‘

Technical Brief on Paediatric

— ldentification of older children 5-14 years with HIV and LT NP
Initiation of treatment remains a priority (see UNICEF P —
Technical Brief on Pediatric HIV-Case Finding)

(EDC E“"“:‘T‘.‘?:‘.:r: @ unicef @ | for every child

Source: UNAIDS epidemiological estimates 2024: aidsinfo.unaids.org @}UNAIDS 1©



Some Success in Decreasing HIV Incidence in Adolescent Girls and Young
Women, But Areas with High Incidence Remain, Particularly Southern Africa

New Infections in Adolescent Girls/Young Women 15-24 Years
Global and Global Alliance Countries
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— In 2023, 210 000 [130 000-280 000] adolescent
girls and young women acquired HIV globally

Source: UNAIDS epidemiological estimates 2024: aidsinfo.unaids.org

HIV Incidence in Adolescent Girls/Young Women 15-24 Years
Subnational Levels, Sub-Saharan Africa 2024

HIV incidence estimated as new HIV
infections per 1000 uninfected population

[J No data
<1 (low)

1-3 [moderate)

>3-10 (moderately high)
>10 (high)

— Highest incidence AGYW is in southern
Africa (>1/1000 per year)
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Pregnancy, ARVs and Prevention of
Vertical HIV Transmission Cascade




Pregnancy and HIV Status in Pregnant Adolescent Girls and Young
Women (AGYW) in Eight EGPAF-Supported Countries

00 | Pt ot

Lenz C et al. Pediatric HIV Workshop 2024, Munich, Germany July 2024, Abs. 11

= Examined trend in ANC attendance and HIV positivity among AGYW in 8 countries using routine PEPFAR data
from Jan 2019 to June 2023, evaluating number new ANC pt by age group and documented HIV status (known

or newly diagnosed).

Pregnant girls and women in ANC by age over time
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Trends in Infant HIV Positivity & Linkage to ART Among
HIV-Exposed Infants Age <12 Mos in 18 PEPFAR Countries

Rabold EM et al. Pediatric HIV Workshop 2024, Munich, Germany July 2024, Abs 22

= Used PEFPAR Monitoring/Evaluation/Reporting (MER) indicator in 18 African
country programs with complete reporting on MER indicators for HIV-exposed

infants age <12 mos Oct 2017-Sept 2023

Trends in HEI Diagnosed with HIV and Infant HIV Positivity, African Countries, 2018-2023
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— Number/% of infants dx with HIV has declined over time (note: reflects only infants
who come to EID services, not necessarily reflection of overall MTCT rate)

Proportion of HEI <12 Months Living with HIV Diagnosed by 2 Months of Age,
African Regions, 2023

West/Central Africa Eastern/Southern Africa
n=410 n=9,245

36% 47%

— Proportion of HIV+ infants dx by age 2 mos is lower in West/Central
than East/Southern Africa — missed opportunities in EID services

A

ART Linkage, by Country Program, 2018 vs. 2023

HEI <12 months of age: % diagnosed by 2 [
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Infant HIV diagnosis
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Infant HIV positivity
% of HEI diagnosed with HIV among
those tested

ART linkage
% of HEI diagnosed with HIV who were
linked to ART
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— Linkage to ART remains <95% in many PEPFAR supported country programs (only

28% (5/18) in 2023) — highlights gap in providing timely treatment to infants with HIV

= While number HIV-positive infants has decreased in PEFPAR

countries, there remain issues in timeliness of dx and in providing
timely treatment to infants with HIV.



Unlversal HIV Testing of Children at Age 18 Months, South Africa

Silere-Maqgetseba T et al. AIDS 2024, Munich, Germany July 2024, Abs. OAB2106

= In 2019, South Africa adopted a universal HIV testing policy for all children age 18 mos, aligned to EPI program.

= Conducted retrospective review of program data for children age 18 mos from 2018 to 2023 through EMR
DHISII, evaluating HIV testing, receipt Hexa-4 vaccine (6-in-1: diptheria, tetanus, pertussis, HBV, Hib, polio),

number live births 18 mo prior to review period, census estimates for age 1 year.
HIV Test Coverage Among Children Receiving Hexa-4 — coverage has increased to 45% in 2023 u H |gh||ghts mlssed

o opportunities for

Hexa-4 Vaccine Coverage vs Annual Live Births — Increasing but not yet umversal

on - universal testing.
— N . = Indicates need to
e sahe scale-up
i - integrated EPI
- o l I . I and HIV testing
e e N N services at age 18
e St o Mo Y s A 8 e s i g s it 4 e e 05 1o close the
—>.|-|exa—.Ar cgverage was 70% compared to estlmated population, reasons why not universal needs pediatric HIV case
investigation. i
_ | N | | | finding gap and
—Increase in % HIV tested in those receiving Hexa-4 vaccine from 32% in 2018 to 45% in 2023. also find children
— 48% increase # children tested annually from 238,392 in 2018 to 352,827 in 2023: 1.35 million of not presenting for

the 3.8 million children vaccinated were tested for HIV over the 5-year period.
— HIV positivity decreased from 0.6% to 0.3% in time period.

Immunization.



Differences in Risk Factors Between High and Low HIV

Transmission Settings — Mozambique and Tanzania
Elsbernd K et al. AIDS 2024, Munich, Germany July 2024, Abs. OAC2202

= Cluster randomized trial of 6505 pregnant HIV+ persons and their 6602 infants at 28 centers
= Allinfants got postnatal prophylaxis per local guidelines; all FU 3 mos, subset 400 FU 18 mos.
= [nfant POC testing birth, 4-6 wk, 12 wk, 9 mo &18 mos; maternal risk factors assessed at

delivery and VL measured delivery & 3 mos.

Vertical Transmission by Country and Infant Age

Mozambique Tanzania
Individual factors ozt

HIV-positive infants per 100 tested (95% CI)

Birth 1.3 (1.0, 1.7)
6-week 2.3(1.9, 2.8)
12-week 3.6(2.9,4.5)
18-month 6.8 (4.8, 9.5)
0100
== Mozambgue Tanzania

Cumulative svent
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0.5 (0.3, 0.9)
0.6 (0.4, 1.0)
0.7 (0.4, 1.1)
1.6 (0.8, 3.3)

Baseline Characteristics by Country

(N=3969)

Age (years) - Mean (SD) 28.8 (5.54)
Disclosed HIV status - Yes 3684 (92.8%)
ART regimen

TOF + 3TC/FTC + DTG 3265 (82.3%)

TOF 4 3TC/FTC + EFV 646 (16.3%)

Other 5 (0.1%)

None 53 (1.3%)

Time on ART (weeks) - Median [Min, Max] 22.4 [0, 960)
Attended antenatal care by 2nd trimester 3532 (89.0%)

Mode of delivery
Caesarian section 1 (0.0%)
Vaginal 3968 (100.0%)
VL at delivery (suppressed <1000¢/ml)

r_/'_ Suppressed 2733 (68.9%)
Not suppressed 1229 (31.0%)
000
3 = = r 3 r = Not available 7 (0.2%)
Tirme - -
Number at risk (number of events) "a!er"_“y staff per 200 HIV-positive 2.3 (1.0)
| deliveries
- N015{20) MTE (28) 358 (108 308 (111) 260(118) /IS TS w|n
[‘?ﬁﬁ."lll 2085 (16) 38319 214 (19) 218019y 184 (20) 178 (20) 41 {20)
e 12 4 3 48 L &4

Tirne

— Higher transmission rates at all time points in Mozambique than Tanzania

— Mozambique mothers younger, more DTG ART, shorter ART duration, | ANC, | cesarean

delivery, | viral suppression at delivery, and | maternity staffing

Tanzania
(N=2536)
30.5 (6.26)

2384 (94.0%)

1708 (67.4%)
703 (31.3%)
7 (0.3%)
28 (1.1%)

45.1 [0, 1230}

2360 (93.1%)

348 (13.7%)
2188 (86.3%)

2309 (91.0%)
205 (8.1%)
22 (0.9%)

3.9 (5.0)

p-value
<0.0001

0.0696
<0.0001

< 0.0001
< 0.0001
< 0.0001

< o.oom«

<D.0501«

Infant diagnostic testing

wowss w2 M9 Lt

Abbott mPIMA . Cepheid GeneXpert

Adjusted Odds for Risk Factors for Vertical Transmission
Time of infant HIV detection  aOR

VL not suppressed at delivery 29.82 ——> [18.79,5295] <0.001

Age (years) 097 ® [0.94, 1.00] 0.055 Birth 28.39
No ANC attendance by 2nd trimester  1.31 o [0.79,2.17] 0.301

Non-disclosed HIV status o0.8s8 E [0.47, 1.84] 0.683 5-wok 3199
Time on ART (weeks) 1.00 ] [1.00, 1.00] 0.246 19 o0k 1332
ART regimen at delivery

(ref: TDF+ 3TC/FTC + DTG) 18-month 1058
- TDF + 3TC/FTC + EFV 11 . [0.68, 1.81] 0.682

~None 1.51 3 [ 0.66, 3.45) 0.333

- Other 0.00 | 0.991

0 5 10 152025 30 3540

— Delivery viral load was only factor associated with MTCT, with
association holding into postnatal period.

Maternal Delivery VL and Infant HIV Status by Age

| Mozambique 1 Tanzania — Higher mom VL in
; all age of dx
: = — Only 10.4% had
: | mother with delivery VL
£ = = <1000 vs HIV- infants
— Only 4.8% had
S N W | | S——— mother with delivery VL <50
5w wie S B W wde vs HIV- infants

oX 12
Infant HIV status and timing of HIV detection

—Maternal VL primary risk factor for MTCT, 1 risk ~30-fold — potential utility of delivery POC VL to ID risk?



Cost and Cost-Effectiveness of Scaling-Up Point of Care

Very Early Infant Diagnosis in Mozambique and Tanzania
Elsbernd K et al. AIDS 2024, Munich, Germany July 2024, Abs. TUPEE574

= Estimated health system cost of birth and 4-6 weeks PoC EID at 28 clinics (7 per country per arm) participating
in the LIFE randomized trial in Mozambique (Abbott mPIMA) and Tanzania (Cepheid GeneXpert)

Mozambique Tanzania

Test Cost and Components of Cost

Birth PCR n - EE [ Mozambigue: mPIMA
| i P # EID tests/week
(= J— -L [y ]| o TS High (=12) Median: $36.11
: [ : - Medium (5-12) Median: § 42.39
NO BlrthPCR ................................... """“"""é"""“ -i‘-:::-“""““" - Low (<5) Median: § 50.77 Cost -’,‘{-!TE(J()!‘II
. m‘;::'n . Nk _‘;.L...W - l Tanzania: GeneXpert |
= — - == High (>12) 13% Megdian: § 28.91 " "
A Time birth to 1% EID test 8 Time + test to ART start Medium (512 -2? % Median: $3499  (€g, reagents)
g . ®
[.ﬁ' ) ¥ - d | Low (<5) 44 48%  Median: $53.44
% (% on 0 5 10 15 20 25 30 35 40 45 50 55 60
tested) l /.Af.P B Cost per test (2020 USS)
AT =0 — Compared to SOC, birth plus 4-6 wk POC-
= 40— - D EID cost additional $48.39 Mozambique &

A 18 12 141080
kum} -r-lt.v

— Birth POC EID mcreased % infants started on ART
and reduced age at ART initiation

wmun .m nitistin

ICER per week of early ART®
Tanzania
§3,856 (3,161, 4,712)

Vertical transmission Mozambique

VT 0.5x $2,206 (2,031, 2,375)

VT 1x $1,103 (1,018, 1,201) $1,916 (1,586, 2,325)
VT 2x $550 (506, 594) $955 (775, 1,170)
VT 5x $220 (201, 238) $385 (314, 464)

— Cost-effectiveness (incremental cost-effectiveness
ratio, ICER) of birth test compared to SOC no birth
test increases as MTCT rate increases

$30.96 in Tanzania.

Mean extent of birth testing was <32% in
both countries.
Increased demand/use of EID reduced these

cost estimates by 29% in Mozambique and
8% in Tanzania.

Cost per test driven by reagent cost
(cartridges).

Birth POC EID increased # started on ART
and decreased age at start.

Universal birth POC-EID is more
expensive but results in more
frequent and earlier ART
initiation.

Birth POC-EID offers potential for
immediate ART for neonates with
HIV and to reduce the high risk of
mortality.

Cost-effectiveness of birth POC-
EID depends on MTCT rate and
extent of utilization of POC-EID
testing by program; scale-up may
be enhanced by cost-sharing with
other programs (VL, TB).



High Prevalence of Transmitted and Acquired Drug Resistance in

Newly HIV-Diagnosed Neonates and Infants Mozambique
Taveira N et al. AIDS 2024, Munich, Germany July 2024, Abs. THPEC167

= |n LIFE intervention arm (birth PCR + maternal VL test), 3,969 HIV+ women & their 4,015 infants enrolled at delivery;
all infants receive 6 wks enhanced postnatal prophylaxis with NVP+AZT, followed by 6 wk NVP; HIV+ infants received

NVP ART if <4 wks, then LPV/r ART >4 wk.

[ 3969 MLWH and their 4015 HIV- exposed infants |

|

115 MLWH with HIV+ 117 HIV+ tested infants
tested infants by month 18 by month 18

! '

104 MLWH underwent 104 HIV+ infants
GRT

underwent GRT
| |
v - v
78 MLWH with at least one 75 HIV+ infants with at least
| completed ,DR,tlesl one completed DR test
L

v v

39 matching mother-infantpairs
+ Both have at least one successful resistance test
» Respective dates of test are no more than 3 months apart

Characteristics Mother/HIV+ Infant at Time DRM Test

} L infant treatment at the time of DRM
TOF + 3TC/FTC + DTG 61(78 ?Q‘ | [oPNE (NVP+AZT) 24 (32 0%

By age 18 mos, 117 infants dx with HIV (2.9%). %2;‘

TDF + 3TC/FIC + EFV 16 (205%) pNP (NVP) 5 (6.7%)
None 101.3%) AZT + 3TC + NVP 5 (6.7%)
ABC + 3TC + LPVIr (g) 33 (44 0%}

265[0 103 Mane

7 (9.3%)

Age at the time of DRM test (age group)
5

I
Madian [Min, Mazx]

| 19.9(-0.14.676] g

s UM, BYRRAL 6.7%
| Timing of ART Wd-§ 20 (26 7% |
Befors pregnaricy 1 (1. 15%)] vy 23 (30.7%

During pregnancy 63 (B0.8%) Wyiz+ 27 (36.0%)

demvery ZTZ5%) Time since HIV diagnosis (weeks)

After delivery 2 (26%) pedian [Min, Max] 4,29 [0, 80.1)
!Me‘mnrqeumrs] _Age at HIV diag {age group)

Median [Min, Max] | 2671194, 39.1] Girtn 23 (30.7%)
| Viral load W48 a1 (41.3%)
Mexdian [Min, Max] | 99300 [1270, 10°q] w12 16 (21.3%)

Wiz«

5 (6.7%)

| 810000 (821, 10°8]
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Resistance Mom/Baby by Drug Class and Mutation

NI Access
INI Major

— Mothers: Any DRM 43.6%; NNRTI 39.7% (mostly KIO3NT, E138AGKQ), NRTI DRM 5.1% (mostly M184V), InSTI 1.3% and Pl 2.6%.
— Infants: Any DRM 61.3%; NNRTI 57.3% (mostly K103NT, E138AGKQ, Y181YCF), NRTI 17.3% (mostly M184IV), InSTI 6.6% (1.3% major, 5.3%

= ~50% moms had DRM

accessory), Pl 1.3% F 35
38 mother-child pairs 2 30
| =]
19 mother 20 mather | = 25
(48.7%) (51.3%) E sy
with DRM | wio DRM | o <J
(=3
- U O S " £ 15
15 infants 4 infants 1dinfants | | §infants pi]
(78.9%) (21.1%) (70%) (30%) 2 10
with wio wio DRM accumulated Ly
transmitted transmitted | [DRM = ik
DRM DRM . g
-~ 0
7 infants 1 infants =9
(46.7%) (25%)
accumulated accumulated
further DRM DRM

NNRTI NRTI

M Transmitted | Acquired

— 19 mothers with DRM, same DRM detected in 78.9% infant = transmitted DRM (tDRM).
— 70% of infants born to mothers without DRM had no DRM, but 30% later acquired DRM.

— Infants with tDRM developed

(7/15) more frequently than those without tDRM (7/24).

INI Access

(mostly NNRTI) despite being
on DTG, most transmitted
DRM to infant.

Infant with tDRM more likely
to get added DRM on ART

Alternative to NNRTI-based
ART for HIV+ neonates
needed.



Eliminating Vertical Syphilis Transmission by Introduction
Dual HIV/Syphilis Testing Pregnant Women, Liberia = =

Flomo J et al. AIDS 2024, Munich, Germany July 2024, Abs. OAC2203

= Screening for syphilis in Liberia was low compared to screening for HIV.
. G . . . e . HIV ing 80%
= Estimated syphilis in pregnancy in Liberia causes 1,260 fetal deaths, 530 - e
neonatal deaths, 940 cases congenital syphilis and 350 PTD annually. o 180,335
20% |
= Revised national guidelines 2020 to recommended HIV/syphilis dual test _
as first HIV screening test for pregnant women/ their sexual partners, Syphilis screening rate <8% prior to 2021
with roll-out starting Sept 2021; by July 2023, 561 facilities in 15 counties National Roll-Out Strategy
were trained (training of trainers model) and using dual tests. s N 7ain the trainer
eeaa st County ownership
= QOctober 2023 conducted facility survey for data Jan-Aug 2023 across TITRETRRINY  — On-sitetraining
67 facilities and interviewed 256 providers. N e
= [ntroduction of dual testing increased syphilis screening nearly 10-fold E—
to 75%, almost mirroring HIV screening (80%). forSyphilsat the 1ol ANC VistJan-Aug 2023 women reatod wits 52 Jan. Aug 2023 lom
patient chart review
= 97% of 256 providers said they use dual HIV/syphilis screening Strering | preanant wamen
at first ANC visit. 75% 83,159 88% 2,002

= Since introduction HIV/syphilis dual test in Liberia, 320,000 pregnant women have been screened, >5,400 syphilis
positive pregnant women treated, >2,300 adverse birth outcomes averted and >1,300 infant lives saved.

= Introduction of dual screening is feasible and acceptable on national scale.



Dual HIV and Syphilis Elimination Efforts in
§rerran Pregnant Persons in 8 PEPFAR-Supported Countries

Vrazo AC et al. AIDS 2024, Munich, Germany July 2024, Abs. THPEEG600 \=/ R

= Reviewed PEPFAR monitoring data from 7 countries in Africa and Haiti for FY 2022 =
- Routine data on HIV testing at 15t ANC and ART coverge
— National estimates syphilis testing coverage, infection and treatment coverage in pregnancy CY 2022
— Routine data on procurement of syphilis rapid test kits, dual test kids and benzathine penicillin FY 2020-2022

% Pregnant women receiving ANC HIV & syphilis testing by country 9% Pregnant women with positive HIV or syphilis test by country % Pregnant women
W % women with known HIV status at ANC1 (USAID/PEPFAR) m % women newly diagnosed with HIV at ANC1* (USAID/PEPFAR) u % wo gnos

getting HIV or syphilis treatment by country B Uemis s

3 ed with HIV at ANC1 who received ART during

% women attending ANC who received syphilis testing (GHO) 2 attending ANC Vi)m recelved syphilis testing and who had a !Im” al care services who had a positive syphilis
posit svpl erology (GHO) nd who were treated adequately (GHO)
pre pre I 0.5% ai ' .
o DRC _] o 100%
aiti Hait - - .
Haiti _915,": " Figure 5. PEPFAR procurements of commodities to _
Ken B -r:i ¢ N " ;:g?ort HIV and syphilis testing and treatment, FY20-
e rlE'r'( _56% "
L — Lesotho  —— .2 PEPFAR Procurements, FY20-22
_____ C B3% esotho 23% Lesotho _llULUTX: :.I::;! s
Nigeria  ——— Nigeria MO3% i —— bl
0.6% Nigeria G6% DRC
Tan —I anzania T 105 i Kenya
0.8% Tanzania q IB% Lesotho
Nigeria L J @®
Uganda | —— Uganda MEEOS% s (1 Tanzania
o Uganda Ba% Uganda @ @ &
Zimi =, Zimbabwe S 55 imbabwe — 07 »zi:yil?abwc @ . -
o 0% 0% BO% &% 10K 0.0% 2.0% 4.0% RO 8.0 10.0% o5 20% 0% 60% BO% 100%: 1.20%
- HIV testing at ANC1 averaged 96% — HIV positivity ranged from 0.3% to - ART for HIV+ women was high, 95-100%, while
(range 83-100%), while syphilis testing 5.2%; average syphilis positivity was mean 72% (range 17-100%) of ANC women with
coverage was 67% (range 21-96%) 2.3% (range 0.6-8.0%) reactive syphilis test received bPenG.

= Despite high rates HIV test/ART coverage in pregnant persons, not yet seen similar success with syphilis
testing and treatment coverage; data on availability/accessibility of syphilis treatment and outcomes limited.

= Need to leverage HIV platforms for syphilis service delivery and commodities & improve data collection on
treatment/outcomes.



Malawi — National Integrated Testing for HIV, Syphilis, and HBV In

Pregnant Women — Monitoring via Routine Data Through Al
Chirwa TC et al. AIDS 2024, Munich, Germany July 2024, Abs. OAC2204

A
(e

= Evaluated Nov 2022-Jun 2024 integrated HIV-syphilis-HBV testing in pregnant women attending 15t ANC

= Used ScanForm (>80% national completeness); customized data i =wfiii = & ‘per ope
Y e e S ek o e - ':;q:x:e ‘,]’ gg:g:: Pﬁ:ﬁf //
collection tools, with ScanForm app on phone “reads” handwriting | &&= i | e

i

-

i

2
t
{
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. Wi Testing g (-3 () ND Neg Pos ND | Neg Pas N
>98% accuracy, automatic monthly reports S e S O®ODOO|ODC
Testing Rates for HIV, Syphilis, and HBV for ANC Women Distribution Single, Dual, Triple Testing of 726,899 ANC women ScanForm ﬁ‘: Eli : e P Py
800,000 Nov 2022-June 2024 87% dual P o oo S B m
700,000 0% s or triple HIV Coinfection and Associated OR for Pregnant Women
717,89 £ testin :
00 mm 8 9 Disease (‘n-]||:lll:*|iun Logistic Regression Results
500,000 s o HIV/ART
- 520,671 £ s Rate (%) g 0dds Ratio Adjusted OR
400,000 ’ g 94,722 (18.35%) o
8 4 es074 s i T, (95% CI) (95% CI)
300,000 ; (0.08%) > 0 T
- ‘sfg:;) ‘gg’g%’ &%‘ﬁ% (o.1% (13.0% 184/0 - 4\.?;;(1()\!' 1.00 1.00 ‘
200,000 = V Pae — 170 b D Syphilis 14.92 New Pos,  5.18%%* [4.84, 5,54] 1.76*** [1.62, 1.93]
| 388% 3.93% 1.27% . 05% 0.9% 2.3% : SR o .
100,000 - i | Prev. ART 6.77*** [6.50, 7.96] 0.95 [0.58, 1.53
Pregnantwomen  HIV status ascertained  Tested for Syphilis Tested for HBY Tve of Test eSr Hepatitis B 1.7 New Pos.  2.05*** [1.76, 2.41] 1.20* [1.02, 1.42]
rey. 4 2.84%** [2.49, 3.10] 13 [0.35, 3.58
HIV Test and ART Status by Hepatitis B Test Outcomes HIV Test and ART Status by Syphilis Test Outcomes : r' > TRT S8R 28, 2.10) 1.13 {035, 3.58)
Hepatitis B test - — Syphilis & Negative 1.00 1.00
HIV Dwetand Nomtoe Posktive Not Total HYRUIRE Rt w0 New Pos.  5.87%** [331,890]  1.83%* [1.17, 2.88]
ART Stﬂatus Tested HIV Test and Negative Positive Not Total epatitis Prev. ART 11.46%** [0.11, 14.42] 0.67 [0.09, 4.85]
—— = e — ART Status Tested 2 : st oo (A i
|Nezative "f")"l.;’l‘ ':;‘z‘: 12':‘1.‘,3 (:))“f:f <A 513,940 17.372 158 686 689,998 < 0.05, **p < 0.01, ***p < 0.001
s - il ' FEve 7448 2.52 23.00 100.00 - i )
New Positive o2 1% 228 Al T 008 B e 257 HIV/syphilis: 14% coinfection: 1.8-fold 1 odds if newly dx HIV+
== = = : 67.23 11.78 20.99 100.00 . . .
15,145 536 3,347 19,028 s = — == HIV/HBV: 1.7% coinfection: 1.2-fold 1 odds if newly dx HIV+
Pos. on ART 70.50 589 17.50 100.00 Pos. on ART 13.562 3.108 2,358 19,028
V.08 V2. Y4 [ 2 S, -; 27 3.3 I!.:! . . . . -
o 2053 ! = = = HIV/syphilis/HBV: 0.38% triple infection, 1.8-fold odds if newly dx HIV+
Hak teeted 56.79 148 41.73 100.00 Not Tested o o g e . ] )
Total L C'"_'D 9,28 oo aoial 540419 /22,106, 164,364 726,889 " Scan Form eﬁeCtlve for mOnltOrlng perfOI‘man ce
70.68 095 28.57 100.00 it 74.35 \ 301/ 22.61 100.00
6,900 HBsAg-positive: 6,201 HIV-negative or not tested, 22 100 syphilis positive: RPR or VDRL to = 87% had mtegrated testing coverage with HIV
enrolled in HBV rx program with TDF/XTC; 699 HIV+ confirm; if not available, presumptive treatment;

(4.3%) on ART or start ART, >98% on TDF ART ~1in 5 (4,153) were also HIV-+ ~ = High prevalence coinfection HIV/syphilis



Intimate Partner Violence (IPV) and Vertical HIV Transmission —

R 46 African Countries: Decision Analytic Modeling e

CIHRIRSC
Kuchukhldze S et al. AIDS 2024, Munich, Germany July 2024, Abs. OAC 2205 e
. . . . . - - Postnatal
= Used a decision analytic model to estimate population attributable fraction s, e
(PAF) of vertical transmission (MTCT) due to intimate partner violence in Prui- e A N
. . / ' . No pennatal /‘ N WM‘
46 African countries between 2014-2022. ,M,/"“”“"‘"\\-M‘/J =
//"‘“"""’m /lwummm‘
= Parameters from: M< ez "Wu{r—ﬂ
. . . . . / B
— Spectrum projection files for 2023 (HIV incidence, MTCT) \w\ﬁi,/ Foton AT IOrSTen - yanamsn
. . . . M&V\ Jr_gw<\1 o povi ]
— Systematic reviews/cohort studies (impact IPV on MTCT) — e
Yy il ..
- WHO Global Database on Prevalence of Violence Against Women (IPV) () Parameters that vary by 1PV — g
Lifetime and Past Year Prevalence IPV PAF of IPV to MTCT in 2022 Age-Stratified PAF of IPV to MTCT Overall and by Region Africa
y [PV PAF ART Uptake :
Y e P Central Africa ] Eastern Africa
® OO : :
e i N/ 4 o] B =
Africa Central sub-Saharan b ; N0 e i =
Africa R g * < 8 0.0 ——
@ i 3 (e, 'g_ Southern Africa ] Western Africa
ndar uptake y £0
::t:e!’:nr n Afnca Sta 3d0%d'zed pAF ' 3 ARTw;mk l:./\’ g‘) 3 ~—at i
20% 70% </ L P B
[ Lifotime of physical I ) ' ISO% - i = ; e
Pt e e T e ety 10% %0 j e
Snrdvnl:u, 2022 " 0% ?;: % = Sub-Sehasan Africa ERERESERIRAR nee
— Globally 1:4 women have — Across 46 countries, 14% (95% CI 6-23%) of MTCT is due to IPV, ranging & o0s
experienced IPV from 4% in Niger Vs 28% Uganda jf o ==
— Lifetime IPV prevalence in — Settings with high PAF coincide with settings with high ART uptake: "0 o2 25720 30734 3538 40744 ,;;;
Africa varies by region from * In countries with high ART uptake, IPT results in | in ART use and 1 in MTCT — PAF of IPV was hlghest (20%) among 15-19 year-old pregnant
27% 10 44% - In countries with low ART uptake, reducing IPV has smaller impact on MTCT adolescents; lowest among women 45-49 years (6%)

= QOver 1 in 8 new pediatric infections could have been averted through elimination of IPV in 2022.
= Adolescent girls and young women are especially vulnerable to both IPV and HIV.



Lack of HIV Re-Testing for Pregnant and Breastfeeding
Women from 8 Regions, Tanzania

(.\amref
health africa

Makyao N et al. AIDS 2024, Munich, Germany July 2024, Abs. WEPEC252

= Chistian Social Services Council (CSSC) and Amref conducted survey to evaluate adherence to re-testing

algorithm in pregnancy and BF.

= |dentified 2 members regional/council health management paired with HCP and mentor mothers 170 centers,
reviewed ANC and MCH registers Jan-Dec 2023.

- From Jan-Dec 2023, 21,715 pregnant women attended

15t ANC visit and tested for HIV; 2% were HIV+
« 316 (1.4%) known living with HIV
« 121 (0.6%) newly HIV+, varied by region

Pregnant women newly tested for HIV versus HIV § positive preg

per region

HIV Retesting algorism for PBFWs

[ FIRST TEST

Al ANC

f Negative

partum

f Negative

FORTH TEST. 6 months pos
partu

If Negative

FIFTH TEST. 8 Nths pos
partum

Results of Review at 170 Clinical Sites:
0 A total of 5,544 women attending ANC between the

wkﬂf_mmnsy 77|_u.119.1_wgtumu]
persons living with HIV, and |only 2,291 (41.3%)

underwent maternal retesting, diagnosed 14

(0.61%).

U During labor and delivery, 5,544 pregnant women
were in attendance, and 84 were known women
living with HIV. However, [only 1,225 (22%)]
underwent maternal retesting, leading to 17
(1.3%) positive diagnosis.

U During postnatal (1-40 days after delivery), 5,040

women attended clini 0 re known
positive. Among them, WUnderwent
maternal retesting, and 8 (0.36%) women
diagnosed.

= While initial HIV testing good, re-testing was poor; even with poor retesting, identified 39 new HIV+
women (ranging from 0.36% to 1.3% of those tested at post 15t ANC timepoints).

* |ncreased training & mentorship HCW planned; 1 week retraining of all providers done after review.



&y Lessons Learned from HIV Re-Testing

e Pregnant and Breastfeeding Women
Chansa J et al. AIDS 2024, Munich, Germany July 2024, Abs. TUPEC?257

= 4 hospitals Lusaka, Zambia initiated “One-Stop” Differentiated Services Delivery for Moms & Babies Oct 2022
= Established Person-Centered Clinical Care Teams to provide screening and care for PBFW and children <2 y

—0f 46,930 One Stop visits, 36,202 (77%) women were
retested every 3 mos, including 75% of BF mothers.

—240/36,202 (0.4%) retested were found newly HIV-
positive.

—All found HIV-positive started on ART and paired with
Mentor Mothers for psychosocial and adherence
support.

== S | i
- Fig.1 Person-centered clinical care team P O I I Cy Re C 0 m m e n d atl 0 n S

— Women with negative HIV test in ANC tracked and retested at 3 mo intervals

Clinical protocols requiring 1) deliberate
quarterly screening for PBFW for
retesting eligibility, 2) provision of health
education and PrEP at routine follow-up
visits, 3) provision of ART for PBFW
who seroconvert and 4) EID monitoring
for HEI is recommended.



PedMADb1 Trial South Africa— bNAb CAP256V2LS and VRCQ07-523LS for

El-
A

PedMAD

Prevention of Breastmilk Transmission, Safety Assessment g
Scarlatti G et al. AIDS 2024, Munich, Germany July 2024, Abs. OAB2605

= Single arm, 3-step, proof of concept phase 1 study to evaluate safety/PK of two subcutaneous bNADs in
breastfeedlng HIV-exposed newborns born without HIV and getting SOC ARV prophylaxis; Step 1 results.

Enroll 8 neonates/arm

Dose in mg/kg body weight; Subcutaneous administration with 25 G 5/8 inch syringe.

Step 1 _ dose escalation of single bNab Step 2
CAP256V2LS VRC07-523LS
(@<96h) (@<96h)
Arm 1: Dose 5 |y cOMbine bNabs
Arm 2: Dose 10 Arm 4: Dose 20 (@<96h)
Arm 3: Dose 20 Arm 5: Dose 30

Step 3

combine bNabs
multiple subsequent
administrations
to cover breastfeeding period

Two bNabs:
* VRCO07.523LS (CD4 binding site; broad and potent)
* CAP256V2LS (V1V2 Glycan region; highly potent

AE Frequent But Were Mild and
Generally Unrelated to Study Drug
AE distribution for each arm
1 CAP256V2LS

(117 AEs
in 24 babies;

VRCO /-
{82 AES

in 16 babies;

S

5Z23LS

4.9%)
®Arm1
®Arm 2
®Arm3
wArm4
Arm 5
AEs grading:
Grade 1N. 77
i Only 3 possibly related AE:
(lower respiratory track.  ©  Arm 2, Gr 1 LFT, resolved
infection with
hospilatsania) * Arm 3, Gr 2 fussy, resolved

« Arm 4, Gr 1-2 LFT, resolved

against subtype C; South African developed; first
time in infants)

Post-Infusion Reactogenicity Uncommon

4-Hour Post bNAb Administration

Assessment
BN 15-min 30-min 60-min  TOU
B infants/Arm @) ) = .
CAPZS6V2LS  Arm1  Smg/kg 0 0 0 L
Arm 2 10mg/kg 1 0 0 0
Arm3  20mg/keg 0 0 0 0
Arm4  20mg/kg 4 3 i 0 -
ArmS  30mg/ke 3 3 0 0

— All 15 were Grade 1 and resolved within 60 min

Dried Blood Spot Pharmacokinetics

ug/ml [
50.0 I\, _ (9 timepoints; Hct corrected)
\}\\ ol Median (min;max)
10.0 "N : S Arm 1 CAP256 Smg/kg
I N\ > —  Arm 2 CAP256 10 mg/kg
N\ 3 | —— Arm4VRCO7 20mg/kg

> \
I
N
1.0 \
| »
05 | IR

0.1

0 25 50 75 100 125 150

NS

* PK simulations suggest that the potential protective target bNAb concentration of:

*1ug/ml for CAP256.V2LS s reached ~12 to 15 weeks post-administration
+10ug/ml for VRCO7-256LS is reached ~10 to 12 weeks post-administration.

Every 3 month administration
should keep drug levels above
protective target between dosing

Infusions were safe; local
reactions rare and usually mild

AEs primarily unrelated to
study drugs; possibly-related
AEs in 3 infants which resolved

Peak levels were lower than in
adults; higher doses planned

Step 2 evaluation of combined
bNAb administration in
progress.

Step 1 : single bNab

/ Step 2 : combined bNabs

In progress

Step 3 : combined bNabs
multiple administrations

VRC07-523L$
(@<96h)

Arm 4: Dose 20
Arm 5: Dose 30

CAP256V2LS + VRC07-523LS CAP256V2LS + VRC07-523 LS
(@<96h) (@ 12 weeks)
Arm6: 60+ 90 MG === Arm6b: 120+ 120 MG

Enroll 8 infants

CAP256V2LS  CAP256V2LS | VRCO07-523LS
bNAb - Dose Arm 1:Smg/kg  Arm 2:10mg/kg | Arm 4: 20mg/kg
N. of participants 8 8 8
Cmax (ug/mL) 13.7 183 40.0 CAP256V2LS

(@<96h)

Tmax (days) 5 4 45 Arm 1: Dose 5
AUCO-inf (ug/mL.d) 0 569 1540 Al e
CL/F (mL/d) 36 48 39 Arms 110 5 in ma/kg ‘
Half-life (davs) 223 203 324
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Accelerating Treatment Optimization for Children South Africa
Silere-Magetseba T et al. AIDS 2024, Munich, Germany July 2024, Abs. THPEB LB 15

= Evaluated success of transition of CLHIV to pediatric DTG (pDTG) for young children in South Africa

November 2022
SAHPRA approval of pDTG

January 2023

South Africa adopted the use of pDTG 10mg as first-line
antiretroviral therapy for children living with HIV (CLHIV)
who are at least 4 weeks old and weigh 3-20 kg

April 2023

Phase 1 transition: switch/initiate CLHIV to a pDTG-
containing regimen prioritizing those newly identified and
those not virally suppressed.

June 2023

National training of master trainers followed by provincial
training of Healthcare workers

September 2023
Full transition of all eligible CLHIV in all provinces

June 2024
pDTG included on a supplementary tender

National DTG Uptake in CLHIV 6 Years and
below vs Targets - March 2024

59%

609 55%

— Rapid increase in use of pDTG in young children
<6 yrs within 11 months of phase 1 transition in
April 2023 — from 8% Ap 2023 to 56% Mar 2024

MNational Paediatric Monthly HIV VL Suppression Rates (<1000cpml), Jan 2022 - March 2024

— VL suppression rates in children 1 from Ap 2023 to Mar 2024,
going from 70.6% to 77.4% (+6.8%) in children <15 yrs overall.

— Largest increase in suppression in younger children (target
group for pDTG)
— <10 yrs, 66.2% to 73.3% (+7.1%)
— <5yrs 57.2% to 65.7% (+8.5%)

= South Africa initiated/transitioned 56% of children <6 yr and 58% of children
<10 yr to pDTG regimens in less than a year, with 1 rates of viral suppression
Ap 2023 to Mar 2024 in this age group(absolute increase of 7.1 to 8.5%).



Viral Suppression, Viral Failure and Safety Outcomes in Children and

o Adolescents on DTG In Europe and Thailand :
~+<Penta _ O eppicc
M EACH B Scott K et al. AIDS 2024, Munich, Germany July 2024, Abs. OAB3803

= Collaboration of 15 cohorts in 14 countries, pooling data on children/adolescents
= This analysis: 1,231 youth age <18 years at time of DTG start, data cut-off date May 2023

] ] Cumulative Incidence Viral Failure (VF)
o Viral Suppression <50
Characteristic Total (n=1231) o

_ ¥4« 58/788 (7%) had VF
Female 607 (50%) , _ s @« Median time to VF 81 wk
_ e B e s TR £ 2~ 4.1% by 96 wk B e
Median age yr 14 yr (11-16) g o at%%ﬁ)wk at ﬂjfjwk § ‘z"" - 8.3% by 144 wk m—
= 10%
Perinatal HIV 1020 (95%) S i 5, /
& Q
Ethnicity: Black 520 (42% x -929 0% 3 ; : _
nictty War:(i:te 451 §370/3 = 8%221 s/;zsupprkeslgt_erdeat 0 ' 14 192 * Adjusting for age, sex and ART/VL status,
Asian 130 (11%) g g et WEE RS , i Tonsece DI St o) higher hazard VF associated with female
Other 105 (9%) b AT o “ " = “ '“ sex, ART-experienced & VL >200, hx VF,
Incidence VF by ART & VL Status At DTG Start i
Region: UK/Ireland 382 (31%) Viral Suppression by ART & VL Status y - and UK/Ireland region
Ukraine 282 (23%) > at DTG Start _93% (95% CI 90-95) i i g o s
Spain 198 (16%) : G o Cmrepviemom ] | 24% (95% C1 16-36) |
Rest Europe 269 (22%) Lo A : € | fRY::: “fnﬂ:m'nl i
Thailand 100 (8%) 5 . = /T’i \ § = ART exp. WL unkoown
ART/VL: Naive 120 (10%) ?—) 1 5 m T e | s
Exp, VL >200 163(18%) — & ™ : / B
Exp, VL <200 603 (49%) | ¥ . -7”°‘95/°°'6“‘83’| b 3 A
Exp, unk VL 345 (28%) = i:r: :t ::";";' | """ S 3% (95% Cl 2-6)
Median duration ART yr 9yr (5, 12) 2 M % e e Iwws\m 02 O%_O — P % 144 12
Median CD4 710 (492, 973) Safety TK;IW DT?'XWS_)I_ i d wh tarted DTG
| -
Advanced disease 127 (14%) * 26 (2.1%) had 52 AE (5 SAE) potentially related to DTG 0S experlence wnhen starte
. 0 ~ 0
Median calendar year 2018 (2017-2020) ) ? Eg'goﬁg Ezg gigﬁ;ﬁ)‘;}ig K)Eelevated lab = ~90% were suppressed on DTG
- No deaths = Low incidence VF except if ART-experienced
» Cumulative incidence all-cause discontinuation: 5% by . :
96 wk and 10% by 144 wk and viremic when started DTG

= Generally well tolerated low AE/SAE



Low-Level Viremia (LLV; VL 50-999 c/mL) Leads to Increased Risk

N Viral Failure in Children on ART In Tanzania
R McKenzie K et al. AIDS 2024, Munich, Germany July 2024, Abs. THPEB119

= Retrospective chart review Oct 2004-Dec 2022 of 2618 CLHIV 0-19 yrs on ART for >6 mos with at least 1 VL
<50 plus >2 subsequent VL at 2 Baylor Tanzania sites (note: did not define VF as 1 or 2 elevated VL)
- Median age 13.2 yr (IQR 9.7-16.7), 53% female; 81.9% on 1% line DTG-based ART; low-level viremia was observed in 40.5%

Viral Failure Defined as >1000 c/mL Viral Failure Defined as > 200 ¢/ML
1004 _ . nNoLv . . . 100 e — History of low-level viremia
Ly — History of low-level viremia (51- Ly
g 51-999) 1 hazard of VF >200
999 ¢/mL) 1 hazard of VF o ( )1 2

by 3.9-fold:

P<0.001 >1000 by 1.6-fold: HR 3.85 (3.3, 4.5))

HR 1.63 (1.4, 1.9)

n

(4]

Cumulative incidanca
viral load =200 copies/m

Cumulative incidence of virologic failure (%)
o
o

0_ T
0 1 2 3 4 5
Follow-up years
Number at nsk Number at risk
No LLV 1558 1199 885 625 420 176 No LLV 1558 1199 885 629 420 176
LLv 1080 939 705 537 383 206 LLV 1060 867 548 374 248 120
RS p— VL 50 — Greater risk VF with higher levels W VL <50 %, Greater risk VF with higher levels
2 o= NLD11E0 fl | | vi [, z — —— VL51-188 : 95.4% . .
g | == iz & o of low-level viremia: . VL 200-399 of low-level viremia:
£ 754 L 400-999 verall p<0.001 C/ml_ 875. 75 VL 400-999
__gf — @_g Overall p<0.001 —C/m L
> a [=8
Z ) g .
g %0 oa . LLV 51-199: HR 1.39(1.1, 1.7) g2 % e LLV51-199: HR 1.41 (1.2, 1.7)
= e r
T 34T gg _— 347% .
E 251 = 27.0% 53 i - o
& . & 27.0% .
5 * LLV400-999: HR 2.03 (1.6, 2.5) £ e  LLV 400-999: HR 9.37 (7.9, 11.2)
3 04 : 0-
(9] T T T T
0 1 ?F 3 4 5 0 1 2 3 4 5
cligae yoars Follow-up years
Number at risk Ry
VL =50 1558 199 BEG 629 420 178 Number at risk
VL 51-198 542 481 353 265 183 g9 VL €50 1558 1199 885 629 420 176
VL 200309 241 211 183 127 a0 55 VL 51-199 542 481 353 265 193 g9
VL 400-998 277 247 189 145 100 52 VL 200-399 241 184 100 &1 30 11
VL 400-999 277 202 95 48 23 10

= LLV increases risk of VF on ART, with higher levels LLV corresponding to higher risk



Emerging DTG Drug Resistance (DR) in Children and Adolescents
with HIV (CALHIV) in Malawi

Simon K et al. AIDS 2024, Munich, Germany July 2024, Abs. WEPEB133

= To evaluate prevalence DTG DR in children on DTG; reviewed HIVDR testing applications and results between
Dec 2019-Nov 2023 on CALHIV on DTG ART

HIV Drug Susceptibility by Stanford Scoring System Among CALHIV with HVL on

Genotyping cascade among CALHIV with 2 or DTG-based ART
more HVL on DTG-based ART 100% — i
—— o E B B! E
enotype Resu eceive ; 18% :
(n=136) . 11% 13% [ 27%
e B0% = 7o 10% - ==

= - o

, 13%
o L]

G2 %
50%
999
91 33124 _ B i i
amplified 27% 40% ) ] 1o L 73%
60% 60% 56%
A 35%

36%

ons N.DI B S ‘
Among 33 CALHIV 0-18 YI= Wwith confirmed resistance to DTG: o ABL [n=123) AZT (n=122) ITC (n=122) TDF (n=122) EFV (n=121) NVE (n=121] ROV (n=121] ATV (n=120) LBV (n=120) DRV [n=120 DTG (n=124)
ART REGIMEN AT GENOTYPE - : — S S - - '
AZT 3TC DTG, 6% TDF 37C Suscentible 0-14 Low Level 15 - 28 B Intermediate Level 30 - 59 = Hiah Level 60+

Mean duration on ART at genotype
80 months (6.7 yrs)
(range 21-82 months; 1.8-15.2 yrs)

= DTG resistance was confirmed among over one in four
(27%) CALHIV with confirmed viral failure on DTG ART.
TOTAL SAMPLES WITH INSTI RESISTANCE (N=33) MOST COMMONLY DETECTED INSTI RESISTANCE
MUTATIONS (N=33)

= Of note, DRV resistance very rare, making it a potential
alternative in children with DTG resistance.




Genotypic Resistance to InSTI, Pl, and TAF Uncommon in Children with
Ty Viral Rebound in CHAPAS-4 Trial of 2" Line ART in Africa

x et al. Pediatric HIV Workshop 2024, Munich, Germany July 2024, Abs. 11

= The CHAPAS-4 trial of 2"d line ART following 15t line ART viral failure on L 545 8o came 45 vomre it g 1T

ABC+3TC or ZDV+3TC (depend on
15 line) N=461

NNRTI ART demonstrated superior virologic efficacy at 96 weeks for DTG
compared to LPV/r & ATV/r, and TAF/FTC compared to ABC or AZT/3TC.

= VL tested at screening, wk 48 and 96 real-time; 6, 24 & 72 wk retrospectively;
at wk 96, samples with VL >400 were tested for resistance; VL was >400
for 124/908 (137%) NRTI Resistance

Week 96 resistance scores by NRTI backbone
Anchor Drug Resistance Week 96 resistance scores by anchor drug

§ |
H ‘ (11%) (17%) 3 601 |

NRTI
Background

DRVr
n=229)

Drug

Anchor

NRTI Backbone TAF+FTC  SOC (ABC/ZVD + 37C)

E Q0+ HHFHFHHHHRHFRAHBEEFEF—HHHA- ®
18/226 27/230 36/229 43/223 g $ sld
E‘ B0+ H HH P HHH PP A HEHE P HHH - : 20 T
*g 21 major NRTI 13/33 40/53 2
§ M AANMEIAAA A AR mutation (p<.01) (39%) (75%) = T T o
3 ‘ e 4 5§ £ & § K
stmaorpoiease 13 oe | v2e | 029 2 aid HH I HHH I HHH I H | intemediatehigh fevelresistance || § § $
mutation (p=0.66 (0%)  (0%) | (4%) | (0%) < < < <
giia . m O ‘ FTC/3TC 1233 38/53 R i o e -
: ¢ & §L TS S & &8 Suscepibilty it
21 major integrase 29 | o7 oma o [SESE SEFE $858 §848 (p=0.002) (36%) (72%) = el
mutation (p=0.01) (22%) | (0%) (0%) (0%) T o o Tenofovir 3/33 0/53 [T Potential Low-Level Resistance Il Low-Level Resistance
— (p=0.053) (9%) (0%) [ intermediate Resistance I High-Level Resistance
[ | Susceptibie [T Potential Low-Level Resistance A e TS - sic

I intermediate Resistance [l High-Leve! Resistance
— In children with VL >400, resistance was uncommon to randomized anchor drug, with —
no resistance to DRV, and 1 high level and 1 intermediate DTG resistance

= Genotypic resistance to Pl or DTG in children failing 2" line ART was uncommon.

= Resistance to 3TC was more common in those randomized to ABC/3TC or AZT/3TC: tenofovir
resistance in TAF arm was also uncommon.

Intermediate level TFV resistance observed only in the TAF arm but was uncommon & no
K65R mutations detected. 3TC resistance more common ABC or AZT vs TAF (72% vs 36%)
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Weight Gain with DTG vs SOC ART in Children

In Odyssey Trial - 192 Week Follow-Up

Turkova A et al. Ped Workshop and AIDS 2024, Munich, Germany July 2024, Abs. £

Thailand
£1(8%)
2 Uganda
374 (47%)
Zimbabwel | Africa
68 [21%) 706 {89%)
a
)

= Extended FU of 683 pt (97% of 707 approached) in Odyssey, median FU 5.5 yr

= 99% of children in SOC arms were switched to DTG by end FU

Odyssey Study Design

3 months to <18 years old,
Starting 1% line or switching to 2" line
N=792

/\

ODYSSEY A:
First-line ART
N=383

ODYSSEY B:
Second-line ART
N=409

Primary endpoint: virological or clinical failure**

DTG superior viral response compared

to SOC at 192 weeks
Mujuru H et al. CROI March 2024, Denver, CO Abs 186

| >14kg (N=707) | <14 kg (N=85)

Baseline Characteristic— Stratified by Weight at Entry

Median age 12.2 yr; 1.4 yr,
96% >6 yr 89% >3 yr

First-line 44% 85%

Second-line 56% 15%

Baseline ART

NRTI 65% ABC/TDF 89% ABC/3TC

92% EFV 1st-line 74% LPVIr

72% LPV/r 2M-line

3'd agent (soc)



@ Weight Gain with DTG vs SOC ART in Children
' In Odyssey Trial - 192 Week Follow-Up

Turkova A et al. Ped Workshop and AIDS 2024, Munich, Germany July 2024, Abs.

Weight change, baseline — 192 week, stratified by weight group

=14kg cohort
DTG-50C (192w)
(95%C1 0.4, 1.8)
p=0.003
14 :
f; 2 DTG-S(JC.:‘JGWJ = + 5 -2
£ 1w {95%(:| 04 1.7) A d
£ p=0.002 P $ 4
5 ¥ 4
8 ° A
8 4 v
< AT Mean weight gain
g2 A DTG 13.5kg,
ol 4 SOC 12.4kg

— T T T T— — T3
0 12 24 3 48 60 T2 B4 06 108 120 132 144 156
VWeeks from randomisation

DTG soc |

T T
168 180 192

Mean change from rancamisation

(= T R

Gt om o~ o ®

<14kg cohort

DTG-50C (192w)
-0.05

(95%CI -0.67. 0.58)
p=0.88

DTG-50C (96w)
gs%c-?'-%a? 0.8) - ; t
Y ) ,.»f” :
t AT
AT
¥t
» |
4

0 12 24 36 48 60 72 84 95 108 1?0 13) 144 156 168 180 192
Weeks from randomisation

|-—-—-—-—< DTG

soc |

BMI change baseline — 192 week, stratified by weight group

214kg cohort oTG ocnezwn < Fohort
0.1 DTG-SOC (152w)
{95%CI 003 0.28) 0.06
54 DTG-S0C (36w) _ P00 (95%C| -0.62, 0.76)
0.13 | : p=0.88
c (95%C1 0.02, 0.24) ) T !
2 4 p=0.019 [ = 1754 |
= ﬁ 15- ) + A 43 I I
g 34 ] 125 T 5 T . T :
5 L 5 A i = i e
£ h/ T R f____+- Pl . : I v % | =
s 2 . .* 2 /] | | Ve 1
C # H £ 4 | s 55 e
5 1 5 2 OTG-SOC (96w) i
b 1_ 1 c 254 i -0.04 | !
b 2 41 (95%C1-0T. 0.84) S
= = 04 p=0 |
9_ - 25+

-----
(] 12 24 36 48 60 T2 84 96 UF] ?0132 -'1-01.;(1{18 801'-!?
Waaks from randomisati

24 3& 48 0 T? 84 96 108 12{! 13? 1141161?8 180 1"-}2
om randomisation

- [+ 4 OTG ) 800
|r— DG ¢ + 500 L

= Weight and BMI 1 greater in DTG than SOC children in >14 kg cohort but similar in <14 kg cohort

Newly overweight/obese

7% 8% 3% 9%
(n=20) (n=20) (n=1) (n=3)

g #

% 15

g

'|

B p=0.86 p=0.29

g E]

H

g

! =1dkg dkg
=i I s

Prevalence of overweight/obese

10% 9%
(n=27) (n=25)

9%  12%
{n=3) (n=4)

I a
] &

Proportion ohess/ovenveight al week 182
o

™ =
|
o
]
&2
©
@
-]
o
@
&

= Few children newly overweight/obese in either arm;
observed prevalence not higher than general population

—Children in 214kg cohort gain more weight with DTG vs
SOC; small differences in weight/BMI between arms

—Children in <14kg cohort gain weight at similar rate in
both arms

—Few children newly overweight or obese in either arm

—Overall, over 192-week follow-up, DTG-based ART
was not associated with excessive weight gain in
babies, children and adolescents
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Effectiveness and Safety of TAF ART

In Children and Youth with HIV in EPPICC

C} eppicc

Chapell E et al. AIDS 2024, Munich, Germany July 2024, Abs. WEPEB124

= Described uptake, effectiveness & safety of TAF in youth age <18 yr at HIV dx and <25 yrs at TAF start
= Among 2,979 youth in FU since 2016 in countries with access to TAF, 580 (19%) ever
used TAF (3 aged <6 yr at TAF start off label excluded), for median 1.6 yr (IQR 0.7-2.8).

Characteristics Youth on TAF

T G ormedanian

3.1[0.6, 8.8]
15.8[12.7,18.5)
2018 [2017, 2019]

Age at ART initiation, years
Age at TAF start, years
Calendar year

ART experienced
of whom, V0L<50c/ml
VL=50c/ml
VL unknown

Previous treatment failure
Previous TDF use
Anchor drug: INSTI

Pl

NMNRTI
Other/mixed

= Clinical AE: 16 (3%) has AE possibly TAF-related; 3 (1%)

553 (36%)
305 (55%)
145 (26%)
103 (18%)

212 (37%)
309 (54%)
335 (58%)
157 (27%)
47 (8%)
38 (7%)

Viral Suppression at 48 and 96 Weeks

48 weeks
261/310,
84% (80, 88%)
157/178,
88% (83, 93%)
47/67,
70% (58, 81%)
46/51,
90% (79, 97%)

Overall
ART exp., <50c/mL
ART exp., 250c/mL

ART exp., VL unknown

‘ 96 weeks

168/196,

86% (80, 90%)

117/128,

91% (84, 95%)

21/35,

60% (42, 76%)

22/23,

96% (78, 100%)

Those suppressed at TAF start did best

had 4 SAE; 1 (renal stones) led to dc TAF; no deaths

= Laboratory AE: Lab data on 366 (63%); 20 (5%) had 23
Gr >3 AE (2.3/100 ply), 73% had 897 Gr >1 AE (83/100 ply)

Rate 100 p/y Gr >1 Lab AE
- total cholesterol 20 (95% CI
- HDL 17 (14,21)

- LDL 13 (10,16)
- triglycerides 12 (10,16)

- <10 for other markers (APT, ALT, AST,
creatinine, phosphate, calcium, Hb, glucose)

16,24)

simplificationfunkn

other than

Viral Failure — Trest e 50

reat exp. VL>=50
Cumulative VF by week 96 was 5%

(95% CI 3, 7%) and similar if prior hx
VF or not

Viral failure (%)

r . T T r
1] 48 96 144 162
Time since TAF start (weeks)

Figure 2: Time to discontinuation for reasons other than

simplification/optimisation and unknown reason

-
£ 10%

8%

6%

A%

2%

64 (11%) dc TAF at median 48 wk [18%
all causes at 192 wk including 8% dc for
simplification)

Among those with known reason (43),
26% dc for simplification, 5% VF,
21% side effects, 21% pt wish, 28%
other reason

o 48 896 144 182
Time since TAF start (weaks) -

Effectiveness outcomes: (i) Viral suppression (viral
load (VL) <50c/ml) at 48/96 (+12) weeks among
those still on TAF; (i) viral failure defined as: failure
to suppress <50c/ml within 48w, or 22 consecutive
VL=2400c/ml, or 1 VL2400c/ml followed by change in
anchor drug.

= ~1/5 cohort
received TAF which
appeared safe and
effective.

= Viral suppression
rates were high, VF
low, few severe AE,
& rates of dc for
reasons other than
simplification/
optimization were
low.



Preliminary Safety, Efficacy, Acceptability of Bictegravir/FTC/TAF In
Children/Infants From Age 1 Month Weighing 6-<14 Kg

Buckley J et al. Pediatric HIV Workshop 2024, Munich, Germany July 2024, Abs. 6

= B/F/TAF is approved for children age >2 yr weighing >14 kg as full strength (50/200/25mg) if wt >25 kg or low-dose
(30/120/15mg) if wt 14-<25 kg.

= New formulation tablet for oral suspension (3/75/15/1.88mgq), berry flavor, suspend in water; evaluated in infants age
>1 mo and wt 6-<14 kg:
- W1t 10-<14 kg, received two tabs BID (n=14)
- Wit 6-<10 kg, received 1 tab BID (n=15)

Cohort 4; Group 2 (10 to < 14 kg); n = 14* | Cohort4; Group 3 (6to <

10 kg); n = 15°

Age, months, median (range)® 30.2 (21.0.56.7) 8.9 (2.8.10.7)
Weight, kg, median (range) 11.3(10.0.138) 8.0 (6.0-0.6)
Female at birth, n (%) 8(57) 11 (738)
Black race, n (%) 14 (100) 13 (87
HIV-1 RNA c/mL, median (range) 48 (19.304) 18 (19-67,000)

HIV-1 RNA 2 50 cimlL, n (%) 6 (46) 6(40)
CD4 count, celis/pl, median (/QR)
CD4 count, %, median (IQR)
Vertical transmission, n (%)

1573 (1126-1987)
336 (316357)
14 (100)

2303 (1563-2686)
36.3 (28.8-40 4)
14 (93)*

e Median (IQR) exposure to B/FITAF was:
Group 2. 54.5 (29.7-61.7) weeks
Group 3. 32.7 (13.6-48.4) weeks

Adverse Events

Participants, n (%)

Cohort 4; Group 2 (10 1o < 14 kg); n = 14 | Cohort 4; Group 3 (6to < 10 kg); n =16

Any TEAE B (43) 14 (93
TEAE related to study drug 0(0) 1(7P
Grade 34 TEAE 17y 1@y
Serious TEAE 01(0) 1(re
TEAE leading to study drug discontinuation 0(0) 0(0)
Grade 34 laboratory abnormalities 2(14) 4(27)

— 1 ptin Grp 3 had Gr 1 puritis considered related to study drug
— The only Gr 3-4 lab AE was increased amylase (all 6 had Gr 2-3
amylase before B/F/ITAF and increase transient and asx)

Efficacy Med CD4 Ch 1,Q3
- M | ~
HIV-1 RNA < 50 ¢/mL (Missing = Excluded)™® e ange (Q1, Q3)
Group 2 GI’OUP ¢ —o—Group 2. CD4, cells/pl.  —e— Group 3 CD4, cellsil
-_\‘,,‘;'r'oegn(' f< 50 &iml) at B W Supprossed (< 50 o/rel) at BL - ® ~Group 2 CD4, % - ® =Group 3 CD4, %
"y e/mL) al BL \
dd 1000
* 100 § 500 . - 5
!im E% —JJ;"‘/"QK == 24
£ 80 w © v = 12 |
o 83 s 1
$ 60 o g8 50
g S 1000
20 1500
0 0 4 12
= 14 1' pais 4
Weex Week r 0 1 T

Participants, %"

— % suppressed increased from baseline both groups
— Overall, absolute CD4 stable and CD4% increased f

Acceptability

1 i L}
Ease of Préperation Perceived Palatability

Group 2 Group 3 Group 2 Group 3
(I N e N s - @
BL  Wk4 Wk24 BL  Wk4 Wk24 aL wu Wk 24 BL Wkd  Wk24
3 1 11 1"
G Very easy ) Easy Neutral 0 Hard @ supergood & Good Maybe good/maybe bad Q Bad

— Most caregivers report easy to prepare and palatable to infant

|
s R / ‘9
. M "
n f=]
% '$A0 U
18 woig abuey)

rom baseline

= B/F/TAF tab for
suspension for young
infants showed
favorable safety and
efficacy and highly
acceptable to caregiver
to prepare and to infant
to take.
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High Incidence of Tuberculosis in Young Children with HIV,

leDER Western Cape South Africa
Anderson K et al. AIDS 2024, Munich, Germany July 2024, Abs. OAB1703

= Evaluated routine EMR data from 2,219 children with HIV born May 2018-Oct 2022 to evaluate factors

associated with TB diagnosis: “TB before ART” = TB dx before/within 3 mo ART start; “TB after ART” = TB dx >3 mos after ART start
Risk Factors for TB Stratified by T|m|ng TB Dx

Child HIV diagnosis Maternal HIV diagnosis — 626/2219 (28%) dx with TB; 25% dx culture confirmed
(A)TB BEFORE ART (B) TB AFTER ART
SHR (95% C1) SHR (95% C1)
io% n=368 with ‘T8 before ART’ n=22 with TB ‘before’ & ‘after’ ART n=236 with ‘TB after ART’ (n=2200) (n=1908)
29% at age 21 . unknown Maternal TB None Ref Ref
el | SOt w_— v sox L. )
23% after 57% before delivery s‘aen . at HIV diagnosis or at ART 5- : ife - . 6Te
delivery 0% 10% 20% 30% 0% 50% 60% 0% 80% 90% 100% “ :99:65 g;: {g:;t:;;
41% before age 1 year 366-731 0,98 (0,64-1.50)
— Maternal TB during pregnancy/PP (80% linked data) immindeficiency ategory time-updated  Nonid el
_ 0 . . 0 . . . Advarneced 1.75 {1422:2‘51) 218 (1.43-3.31)
— 90% (n=1190) start ART, median age 5 mos 12% sf children with Vs 7% of those without TB diagnosis . - _ e .Sii‘:(-éﬁ?.f'ﬁi,'
— Median time HIV dx to ART, 13 d (IQR 6-32) — Overall, 5% CLHIV died; 1/3 not started ART, 36% rbmEE o T
— Median FU from birth, 38 mos (IQR 24-50); from deaths in children dx with TB ‘Tebeforearr 7% (n=26/390) 1000905999 292 (167510
‘TB after ART” 5% (n=14/258) 21.000.900 5.39 (.-949)
ART Start’ 26 mos (IQR 14-40) No TB after ART 2% (n:26/1644‘) Models adjusted for sex, year of birth an:r;kr':/::ts child T8, with death & loss to follow-up as cnnlypetin ;v;nrs
— 24% no clinic visits for >12 mos @ study closure . )
Dx with TB Before or Dx with TB >3 Mo After ART by = 2 risk grps for TB in CLHIV:
@ 20 by Child Age (Mos =2 Child Age (Mos) & Time Since ART Start Viral load e after ART start . .
g Y ge (Mos) : G e e wTe e | — Older children dx with concurrent
16 320 9 VL 21,000 copies/m . .
% 3 i . . HIV/TB, associated with
T & I jf: . - immunodeficiency at time HIV dx.
£ s § 10 on 4 . .
5. 2 . i ,,“: G b B — Younger children despite early ART,
I o 2R 0 g TR R devn o ssocmedi
g ] thiln g 0 1 ¢ VL at & mont VL at 12 months . .
® 02468 t00MBNNRMEBNRNBRORMIERH © 357 SUBBUBABBDBABEIBAGETE Most with TB dx after ART start deficiency and elevated VL.
Child age in months Time since ART start (months) .
m Before ART start ~ ® Early ART (first 3 months) Age<lyear MAgelto<2years Age2to<3years W Age23years PnOOnS_Sa,l;FeprrisRsf(SjtZ:tidand 12 u ReC: Strengthen Chlld HIV
— Median age HIV dx 13 mos (IQR 6-22) — Median age HIV dx 2 mos (IQR 0-8) :
. . compared to those on ART
~ Median time btn HIV & TB dx 5d (IQR 0-31) —» Median time btn HIV & TB dx 12mo (IQR7-21) .o 1 1 testing & ear_ly ART start, support
CLHIV with TB before ART: HIV dx older age, with = CLHIV with TB after ART: HIV dx younger age, started VL su ppression, Strengthen IPT

short time btn HIV dx and TB ART earlier and longer time on ART before dx



TB and HIV Co-Infection in Children with TB In Tertiary Hospital in

Lusaka, Zambia: 15 Year Retrospective Review TB Notifications
Simwanaz s et al. AIDS 2024, Munich, Germany July 2024, Abs. THPEBO069

= Retrospective review of all children 0-15 years listed as TB diagnosis in TB register 2007-2021.

Yearly Child TB Diagnoses Stratified by Age Group and HIV, 2007-2021 Baseline Child HIV/TB Notification Frequency and Trend 2007-2021

Demographics of Child TB Notifications 2007-2021 Variable Metric Baseline (95% pwalue  VYearlytrend  Pvalue
HIV HIY 600 - o) (Baseline)  {95% Cl) [Trend)
Overall N = | | positive, N = negative N = unknown N = P Age
Characteristic 6,075 2,808 3,020 247 value’ Total notifications 525 (457, 594) <0.001* -17 (-26, -8.8} <0.001*
Age in years 30(1.0,80) 3.0(10,90) 3.0(1.0,8.0) 50(20 10.0) <0.001 Frequency of HIV- 277 (236, 317) <0.001% -13 (-18,-7.9) <0.001%
w A
c positive TB
Age group <0.001 .S 400- All oges (0-15)  notifications
(]
Infant 1,085 (18%) 578 (21%) 488 (16%) 19 (7.7%) 2 Percentage of HIV- 55 (47,63 000" | -13(23,037) oou” |
ag positive TB 1 1
1 to 4 years 2,480 (41%) 1,036 (37%) 1,352 (45%) 92 (37%) c naotifications 1 |
m e TR T
51015 2510 (41%) | 1,194 (43%) 1.180 (39%) 136 (55%) = Frequency of HIV- 6149, 73) <0.001 32(-47,-17)  <0.001
years B 200 pasitive TB
5 naotifications
< 1 year
Sex 0.2 Percentage of HIV- 70 (51, 79), <0001°  -25[36,-14]  <0.001° :
Female 2903 (48%) 1373 (49%) 1,422 (47%) 108 (44%) posiive T I i
notifications 1 i
Male 3172(52%)  1435(51%) 1,508 (53%) 139 (56%) 0- Frequency ol HIV-  112(94,128]  <0001° 6.1 (8.2, 40]  <0.001%
I ; ! itive T8
Residence <0.001 2010 2015 2020 :zfiﬂc:tiuns
1-4
High cost 339 (5.6%) 182 (6.5%) 138 (4.6%) 19 (7.7%) Year . Percentage of HIV- 50 (41, 59), <0001 | T3T24,0.24) 00207 |
i ® HIV Positive infant [ 110 4vears | 510 15 vears posttive T8 ! !
Low cost 4043 (67%)  1,885(67%) 2,014 (67%) 144 (58%) GrayCl Tt X :
Medium cost 668 (11%) 364 (13%) 273 (9.0%) 31 (13%) . . Frequency of HIV- 104 {78, 130)  <0.001* -35(46.7,037) 0.031*
— Cases TB in children | btn 2007-2021 all ages positive T8
unknown 1,025 (17%) 377 (13%) 595 (20%) 53 (21%) notifications
i 040, 0% 1- 5- 15 years
TB type <0.001 — Predicted overall HIV prevalence 55%% (<1 yr, 70 A)’ 1-4 yr, Percentage of HIV- 52 (43, 60) <0.001" 0.71(-1.8,0.33) 0.2
50%: positive T8
EPTB 1,425 (23%) 344 (12%) 970 (32%) 111 (45%) ! notifications
P8 4650 (77%) | 2,484 (88%) 2,050 (68%) 136 (55%) — Yearly trend in HIV prevalence by age 2007-2021 7B site
Extropulmonary  Percentage of TB 26019, 33) <0,001* 0.32(-1.2, 0.51) 0.4
Smear results <0.001 s 0 - - notifications
— <1lyr:-2.5% (-3.6, -1.4) S
positive 336 (5.5%) 165 (5.9%) 163 (5.4%) 8 (3.2%) . confirmation
(54% — 1-4 yr: -1.3% (-2.4, -0.24) Bacterialogically Percentage of TB 3.7 (-0.06,7.4) 0.053 0.49(0.03,0.94] 0.038"
negative 1,517 (25%) 736 (26%) 744 (25%) 37 (15%) | positive notifications

not available 4222 (69%) 1,907 (68%) 2,113 (70%) 202 (82%)

. 6075 children with T8: median age 3yr (10r 1.8) © revalence TB/HIV coinfection high, but there was |coinfection over time.
— 77% pulmonary TB = Infants highest TB/HIV coinfection baseline but fastest | in coinfection rates.

5-5% smear + (69% not available) = Suggest TB/HIV elimination activities effective in reducing burden of TB and

Overall HIV prevalence 46.2% (2,808/6,075) H|V, especially in the youngest children.



Improving Uptake of TB Testing Using Urine Lipoarabinomannan (LAM)
In Children with Advanced HIV Disease (AHD), Southern Nigeria

Onwah O et al. AIDS 2024, Munich, Germany July 2024, Abs. OAE2004

= Meyer Quality Implementation Framework used to improve TB testing in children — assessed outcomes of this
approach for increasing uptake of urine LAM in 215 ART-naive children <15 yr dx with advanced HIV disease
Oct-Dec 2022 (Perlod 1 “before”) vs Jan-Mar 2023 (Perlod 2 “after”) in 153 clinics southern Nigeria

U derstanding our system *  Designated HRH for lrng.logﬂ
National gui dlme A management, data reviews

*  Needs assessment - TB diagnosisin Ph'se 1 *  Virtual and on-site capacity building
AHD *  Simplified testing algorithm

. Resources available for T8 testing g |!:M . High-frequency inventory monitoring

«  Pos b!tvf adaptation

v Servica providac Capacy regarding the host | for implementation

setting
*  Learning from experience Phase 4 Pha” 3 *  Onsite mentoring/monitoring
< 4 Weekly performance reviews
Imptoving luture Ongoing structure E
applications once implementation *  Supportive feedback
begins

3 woam oot "y Capacity building for service providers in Cross River State,
— Nigeria

— Developed simplified algorithm for using urine LAM TB test
— Optimized the inventory system for LAM
— Conducted weekly data reviews

e e — —45.6% tested for TB with LAM
—18% tested positive

Uptake of T8 testing using LF-LAM among children with AHD Ouutcomes of TB Testing using urine LF-LAM among children
with AHD
1 : .
[ - 16(18.0%)
104
Mate

9(10.5%) 89(69.0%)
— 215 children with AHD; 40% dx
AHD Period 1 and 60% Period 2
— Median age 2 yr
. 2(22.2%)
LT
Period 1 Period 2 Period 1 Petiod 2

® Negative & Positive

— Uptake LAM significantly higher . | AM positivity rate similar in both

in Period 2: 69% Period 2 vs Periods: 18% Period 2 vs 22.2%
10.5% Period 1, p<0.01 Period 1, p=0.75

= QI approach increased uptake of TB testing with LAM in children dx
with advanced HIV disease and increased the number of children
with positive test dx with TB



Xpert-Ultra MTB/RIF Assay in Stool and Urine for Diagnosis of TB In
Children with HIV — MSF Experience

Moreto Planas L et al. AIDS 2024, Munich, Germany July 2024, Abs. THPEB052
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= MSF cross sectional study in Guinea-Bissau and South Sudan Nov 2019-June 2023 of 93 children 6 mo-15 yrs
with presumptive TB; had respiratory (“gold standard” for dx), stool and urine samples analyzed with Xpert Ultra.

= 75% had severe acute malnutrition, 77% were on ART at baseline, 34% CD4 <200 at baseline.

= Confirmed TB = Xpert Ultra positive on > 1 sample (N=10, 11%); unconfirmed TB = clinical diagnosis via
algorithm (N=61, 66%); unlikely TB = alternative diagnosis and good response to other treatment (N=22, 24%).

Baseline Characteristics Children with Presumptive TB

B

Characteristic Overall, Confirmed Unconfirm Total TB, Unlikely N p-value
N 93 N 10 ed N 61 N71 22
Study site 0.024 |
Bissau 57 (61%) 9 (90%] 30 (49%) 39 (55%) 18 (82%)
Malakal 36 (39%) 1 (10%] 31 (51%) 32(45%) 4(18%)
Age < Syears 53 (57%) 1 (10%] 40 (65%) 41 (58%) 12 (55%) 0.9
40 (18, 126 (99, 25 (15, 84) 36 (16, 48 (22, 0.4
Median age (IQR) 120) 141) 120) 116)
Females 49 (53%) 7 (70%) 30(49%) 37(52%) 12(55%) 0.8
Past TB history 9(9.7%) 1(10%) 7(11%)  B8(11%) 1 (4.5%) 0.7
TB contact 37 (40%) 7 (70%] 24 (39%) 21 (44%) & (27%) 0.2
SAM 70 {75%) 7 (70%] 4B (79%) 55(77%) 15 (68%) 0.2
D4 < 200 4 (44%) 15 (20%) 10 (32%) i
cells/mm3 26 (349%) 7 (41%)
Missing CD4 data 16 1 10 11 5
On ART 72 (77%) 7 (70%]} 45 (74%) 52 (73%) 20 (91%) 0.14
Pulmonary signs
Cough 80 (B6%) 9 (90%) 53 (B7%) 62 (E7%) 18 (82%) 0.5
Tachypnoea 5(54%) 1(10%) 4 (6.6%) 5 (7.0%) 0 (0%) 0.3
| Hypoxemia 20 (22%) 4 (40%) 15(25%) 10(27%) 1(4.5%) 0.035]
Fever B2 (67%) 6 (60%)] 41 167%) A7 (66%) 15 (68%) 0.0
Extra-pulmonary
signs
Gibbous 4(4.3%) 2(20%) 2 (3.3%) 4 (5.6%) 0 {0%) 0.6
Lymph nodes 7 (7.5%) 1 (10%) 3 (4.9%) 4 (3.6%) 3 (14%) 0.3
Subacute .
Meningitis 1(11%)  0(0%) t(e%) 1A% grgey 209
Abdomen distended 6 (6.5%) 1 (10%} 3 (4.9%) 4(3.6%) 2(9.1%) 0.6
> 2Zweeks of ;
diarrhoea 15 (16%)  0(0%) 12(20%) L2U17%) 5iyqqy 209
Fainless enlarged
Joints » 3(3.2%) 0 (0%) 3 (49%) (8.2%) 0 (0%) >0.9
Pleural effusion 1(1.1%) 0 (0%) 1 (1.6%) 1(1.4%) 0 (0%) =09

— 86 samples for stool and 91 for urine; No added diagnostic yield in pt negative on respiratory secretions

Diagnhostic Accuracy of Stool/Urine Ultra Compared to + Ultra Respiratory Sample in Children with HIV

Sensitivity % Specificity % PPV % NPV %
N TP FP FN___ TN (95% CI) (95% CI) (95% CI) (95% CI)
Xpert-Ultra on stool,
estimate (95%CI) 86 7 0 1 78 87.5% (53,98) 100% (95,100) 100% (65,100) 98.7% (93,100)
Xpert-Ultra on urine
estimate (95%CI) 91 3 0 7 81 30% (11,60) 100% (96,100) 100% (44,100) 92.1 (85,96)

N: number, TP: true positive; FP: false positive; FN: false negative; TN: true negative; PPV; positive predictive value; NPV: negative predictive
value.

= Xpert-Ultra on stools showed high sensitivity and specificity in children with
HIV compared to gold standard.

Test performance (sensitivity) Xpert-Ultra in urine was low (but number
confirmed cases low as well).

Further evaluation of Xpert-Ultra on stool as earlier screening test and use
of urine test is warranted.



Xpert-Ultra MTB/RIF Assay in Stool and Urine for Diagnosis of TB In
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Children with HIV — MSF Experience

Moreto Planas L et al. AIDS 2024, Munich, Germany July 2024, Abs. THPEB052

= MSF cross sectional study in Guinea-Bissau and South Sudan Nov 2019-June 2023 of 93 children 6 mo-15 yrs
with presumptive TB; had respiratory (“gold standard” for dx), stool and urine samples analyzed with Xpert Ultra.

= 75% had severe acute malnutrition, 77% were on ART at baseline, 34% CD4 <200 at baseline.

= Confirmed TB = Xpert Ultra positive on > 1 sample; unconfirmed TB = clinical diagnosis via algorithm; unlikely
TB = alternative diagnosis and good response to other treatment.

Overall
Total TB
Confirmed

Unconfirmed
(clinical dx)

TB unlikely

93
71

10 (11%)

61 (66%)

22 (24%)

— 86 samples for stool and 91 for urine; no added diagnostic yield in pt negative on respiratory secretions

Diagnostic Accuracy of Stool/Urine Ultra Compared to + Ultra Respiratory Sample in Children with HIV

Sensitivity % Specificity % PPV % NPV %
N IP FP FN__ TN (95% CI) (95% CI) (95% CI) (95% CI)
Xpert-Ultra on stool,
Etlmate (95%C1) 86 7 0 1 78 87.5% (53,98) 100% (95,100} 100% (65,100) 98.7% (93,100)
Xpert-Ultra on urine
estimate (95%CI) 91 3 0 7 B1 30% (11,60} 100% (96,100) 100% (44,100) 92,1 (B5,96)

N: number, TP: true positive; FP; false positive; FN: false negative; TN: true negative; PPV: positive predictive value; NPV: negative predictive
value.

= Xpert-Ultra on stools showed high sensitivity and specificity in children with
HIV compared to gold standard.

= Test performance (sensitivity) Xpert-Ultra in urine was low (but number
confirmed cases low as well).

= Further evaluation of Xpert-Ultra on stool as earlier screening test and use
of urine test is warranted.



Randomized Trial of High-Dose Vitamin D and Low-Dose Calcium Supplement to

Vil Improve Bone Mineral Density in Perinatal Adolescents in Southern Africa
" Ferrand R et al. AIDS 2024, Munich, Germany July 2024, Abs. OAB2102

= Enrolled 842 perinatal HIV children age 11-19 yrs on ART >6 mos in s (g 13 yeas) aseses o ity (v, 410
Zambia and Zimbabwe, randomized to once weekly high-dose vit D, ﬂ e o
(20,000 1U) & daily 500 mg calcium carbonate x 48 weeks. l ‘

i i

* On ART for < 6months (n=94)
Baseline Characteristic Balanced Btn Arms Intecvention arm | Placebo arm |

+ Pregnant (n=20) « Unable to understand (ne2) ‘
vention a
(423; 50%) (423; 50%)

Characteristics Vit D/calcium (50%) Placebo (50%) « Withdrew from trial (n=a8) S :\:’-::*:J:’;gamu:’r:':_(:;u)
Female sex, n (%) 226 (53.4%) 223 (53.0%) s ;‘,’:;“::‘:')"’""”"‘""’ « Died (n=a)
Median (IQR) age, years 15 (13-27) 15 (13-27) . Prcgnan!!brea';tfeedmg (n=5) : g':‘q‘l::j::‘:‘:;‘;:t‘:i:g:&n-m
Median (IQR) duration on ART, years 9.7(6.2,12.3) 9.9 (6.4,12,2) i (c,’,'f;f""” ButceMindow peiRc Included In 48 week | [ Incloded in 48 week period (n=14)
*Viral load <60 copies/mi, n (%) 277 (65.8%) 262 (62.2%) . + Refused/Lost DXA scan (n=a) p'(";;’fq‘;'l‘:;};‘" "'("!“7""""8:'_';':;'5
Median (IQR) CD4 count, cells/mm? 567 (436-718) 568 (417-741) Effect of Intervention on BMD at 48 weeks B -
*ART regimen, n (%) DTG 335 (Bo.0%) 340 (80.8%) . . .
Vit D/calcium Placebo Adjusted Mean P- .
NNRTI ]|
39 (9.3%) 31 (7.4%) Outcome N : u
PI/Other 45 (10.7%) 50 (11.8%) mean (SD) mean (SD) Difference (95% Cl) value NO Ove ra” eﬁeCt Of Vlt D
Taking tenofovir disproxil fumarate (TDF), n (%) 350 (83.1%) 338 (80.3%) i . .
Median (IQR) daily dietary calcium intake, mg 100.3 (54.6, 140.4) 100.3 (54.6, 146.9) Primary TBLH-BMD Z-score 751 -1.53 (2.18) -1.56 (1.12) 0.03 (-0.02, 0.08) Rl S U p p I e m e nt I nte rve ntl O n
Physical activity, median (IGR) MET minsjwk 1497 (693-2775) 1203 (666-2510) Secondary LS-BMAD Z-score 6 -0.64 (1.2 -0.71 (1.16 0.04 (-0.02, 0.11) 0.10
I:AS(OH(););;SB’;.EOQI:AIDH %) 331 (78.6%) 308 (73.290) | . 74 4(1.19) 7 ) & ! on B M D i
) i o -1.64 (1. -1.63 (1.19) H H H H H
ol s e — No difference total or lumbar spine BMD with intervention
| Height-for-age Z-score <-2 121 (28.7%) 127 (30.2%) | - I . | H W V r I n Ifl nt T In
Tanner Stage IV-V, n(%) 244 (58.0%) 226 (53.79%) No diff subgroups by sex, age-group, country, pubertal stage owever signitica

— 75% had vit D deficiency at baseline; 29% stunted

BMD seen in pt with vit D

Effect of Intervention on BMD Stratified by Baseline Vit D Deficiency

with helght for age z-score <-2 Baseline2s |~ VitD/calcium  Placebo Adlj;fsfted asaan St Interaction |nSUﬁ|C|ency (75% Of pt)_

48 Week Vitamin Levels & Defici BY Study A (OH)D level mean (SD)  mean (SD) (;:;é‘f)e Valve  pvalue

eek Vitamin Levels & Deficiency By Study Arm

Vit D/calcium Placebo TBLH-BMD Z score u Safe, We”'t0|erat8d,
(GEETF)] (n=392) <zsnmol/L 562 -1.63 (1.22) -1.61 (1.13) 0.04 (0.00. 0.08) 0.027 o078 . .

Mean (SD) 25(0OH)D at 48 weeks, nmol/L 80.5(23.4) 66.7 (14.7) 275 nmolfl 189 -1.52 (1.03) -1.45 (1.12) -0,05 (-0.16, 0.07) 0.44 i Cheap Interventhn
25(0OH)D <75nmol/L at 48 weeks, 189 (48.2%) 283 (72.2%) LS-BMAD Z score
Mean (SD) change in 25(0H)D from baseline to 48 15.9 (21.6) -1.1(12.4) <7snmol/L 558 -0.64 (1.19) -0.71(1.13) 0.04 (0.02,0.11) 0.016 e promote bone aCCrual
weeks, nmol/L >7snmolfl 188 -0.51 (1.08) -0.70 (1.24) -0.10 (-0.23.0.03) 0.13 = .

o - o _ _ o ~during adolescence,
— Significant increase in vitamin D levels and — Significant difference in total and lumbar BMD in children with

decrease in % with deficiency in intervention arm vit D deficiency at baseline but not in those without deficiency possible | stunting?



High Prevalence of Curable STI in Young Adults in Rural South Africa
AHR'“ Busang J et al. AIDS 2024, Munich, Germany July 2024, Abs. WEPEC235

RESEARCH
INSTITUTE

= Baseline data May-Dec 2022 from 2,090 young persons age 15-30 yr randomly selected from a health and
demographic surveillance area; 1,345 consented to self-sample urine & vaginal swabs tested for chlamydia,
GC, trichomoniasis & DBS for HIV; median age 22 yr, 55.4% female. i1 racors associated with any curabie sTi disgnosis

Prevalence Any and Specific STl by Sex and Age . Factor Adjusted for sociodemographic and other* selected
Any STI . Female Chlamydia Gonorrhoea Trchononas I . factors S
B e 1 o 12 | Men (n=578) | Women (n=689)
50 _ OR (95% Cl) ! OR (95% Cl)
Age group P=0.095 P=0.002
! o —15:19 1 ' 1
- | 20-24 | | 2.59 (1.09, 6.19) | 2.00 (1.15, 3.48) ]
& 3 T~ 25-30 i _ 1.98 (0.82, 4.76) 1.00 (0.57, 1.75)
2 " i F 3 'Highest level of education | P=0.636 P=0.582
= i.;_’ ! 5 2 Primary or some secondary _ 1 | 1
83 28.7% 5 §4 % ~ Completed secondary or tertiary | 1.13 (0.69, 1.85) 1.14 (0.72, 1.80)
g g E 3 Employment status _ P=0.992 i P=0.334
o a2 & g _Not employed. | 1 _ 1
° " Employed . 1.01(0.51,200) |  0.55(0.25, 1.22)
) 'Food insecurity | P=0.819 | ~ P=0.178
10 1 Yes 0.94 (0.69, 1.85) [ 0.80 (0.57, 1.11)
1% Substance use (smoking/alcohol use) | P=0.122 | P=0.108
) . 5 I_‘(ga ' 1.52 (0.80, 2.55) i 1.35 (0.94, 1.86)
' L S ——— Condom less sex (last month) | P=0.443 P=0.009
15-19 J[L;:, G'j[;‘;l['- Overall 1518 JJI'JA,;-; Gr;;.nt[': Cverall 15-18 .’[;;‘; Gr;:j-p-.ﬂ Overall Yes _ _ . 1.25 (0_-”. 2_22) II 1.77 (1_15’ 2_73) I
Confirmed (DBS) HIV status P=0.737 P=0.005
— Overall STI prevalence 22.6%; males15%, females 28.7%. Lpalwe—l . 087(039,194) | 167(117,240) |
. HIV viral load2400 coples/ml P=0.765% P=0.062t
— Chlamydia most common STI (prevalence 22.2% %, 14% male ) > Yes | 084(027,285) | 1.69(0.97,2.94)
. Ever been circumcised P=0.153 NA
trichomonas (7.8% %, 0.3% ) > gonorrhea (5.1% <, 1.2% %) s " i48(086.255) | .
Currently using contraception MNA P=0.020
— Age group 20-24 yr most frequent for STI Lﬁs | - NA 747 (106,205 ]

*substance use, confirmed HIV status, circumcision (in men), and contraception use (in women)

| P reval e nce Cu rable ST I and H IV re m ai nS h i g h i n yo u n g ad u ItS 1Obtained from a separate model adjusted for sociodemographic and other selected factors

excluding HIV status

InS Afrlca, espeC|aIIy females. — In males, age 20-24 yr associated with higher odds any STI
= SRH services including STI self-sampling provides opportunity  — In females, age 20-24 yr, condomless sex last 1 mo, living with

to deliver HIV prevention and dx/rx STI HIV, contraception use associated with higher odds any STI



Increased Biomarkers of Cardiovascular Disease (CVD) in Perinatal Young Adults

(YA-PHIV) with Viral Non-Suppression or Metabolic Syndrome
Aurpibul L et al. AIDS 2024, Munich, Germany July 2024, Abs. OAB2104

= 347 young adults with perinatal HIV (YA-PHIV) aged 18-25 yrs initiated on ART at 5 sites in Thailand Nov 2020-
Jul 2021 had blood collection at entry, with biomarker testing for sCD163, I1L-18 and hs-CRP.

Risk of CVD Determined by hs-CRP levels

Definitions of non-communicable disease (NCD) risks Table 1 demographic characteristics of study participants
Number of

Dyslipidemia  -Low-density lipoprotein (LDL) 2140 mg/dL or Characteristics of study participant: Number (%) or medi participants
-Triglycerides (TG) 2150 mg/dL or (n=347) (interquartile range) Wi 170 (49%)

-Cholesterol 2240 mg/dL or
-High-density lipoprotein (HDL) 540 mg/dL in males, Female sex 187 (54%) - Median hs-CRP level

and <50 mg/dL in females I Age (years) 21.8(20.1-23.5) l 1.04 mg/L (IQR 0.41-3.22).
Obesity: Body mass index (BMI) 230.0 Current body mass index (kg/m?) 20.06 (18.21-23.15) 140

Duration of antiretroviral treatment (years) 16.7(13.4-18.4) 120 51% YA-PHIV had levels Showing intermed_high CVD risk

Hypertension Blood pressure (BF) 2140/90 mmHg

Definition of metabolic syndrome: Age < 5 years at treatment initiation 157 (45%)
National Cholesterol Education Program.-Adult Treatment Panel 1il criteria 100 88 (25%) 89 (269%)
Presence of any 3 out of 5 of the following: Current CD4 lymphocyte count 564 (356-753)
(celts/mm?) 80
1. Central obesity: waist circumference 2102 cm for males, and 288 Number with current CDA £200 cells/mm? 49 (14%) -
om forsemeles: Number with current HIV viral load > 1,000 66 (19%) =
2. TG 2150 mg/dL, copies/mL
3. HOL <40 mg/dL for males, and <50 mg/dL for females Number with = 1 NCD risks 238 (69%) 20
4. Blood pressure =130/85 mmHg Number with metabolic syndrome 27 (7.8%) 0
5. Fasting blood sugar (FBS) 2100 mg/dL NCO rigk: non-communiceble disease risks included dyslipidemia, obesity, and hyp: Low risk (<1 mg/L) ntermediate risk (1-<3 mg/L) High risk {23 ma/L)
IL-18 Levels — median 82.4 pa/mL SCD163 Levels - median 53.6 ng/mL — YA-PHIV with VL non-suppression had significantly higher hsCRP than
IL18 (pg/mi) . .

N those with suppression (2.0 vs 0.8, p=0.001) and those with metabolic

G -~ - .

syndrome had higher hs-CRP than those without (2.7 vs 1.0, p=0.008)

10

4 75

duanovAEArncEnasusnilE S SS S St oo = As YA-PHIV age, CVD risk is likely to rise.
t . o Y Tl O 1 2 = Increased levels of hs-CRP, IL-18 & sCD163, markers
© w e o w W of CVD in adults, with viral non-suppression and low
e o D4 count, emphasizes importance of ART &
— Sighigher IL-18 in males (111.2vs - _, sjg higher SCD163 with CD4 <500 (64.2 CD4 count, emphasizes imp

62.9), CD4 <500 (111.2 vs 62.9) or vs 45.9) or viral non-suppression (1.8 Maintaining viral suppression & minimizing modifiable

viral non-suppression (129.1 vs 74.0), 46.4), ig trend b taboli . . . .
no diff by metabolic syndrome Z;ndm%en&nl_ségvsrzg.s,ypinoefoano © metabolic risk factors by changes in lifestyle.
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Neurocognitive Trajectories in Young People from 4 African Countries:

M, coicos Associations with HIV and Food Insecurity
e Frndak S et al. AIDS 2024, Munich, Germany July 2024, Abs. OAB2103

= AFRICQOS started 2019 enroll pt age 15-18 yr with (PLWH) & without HIV (PLWoH) from 12
clinics in Kenya, Nigeria, Tanzania & Uganda; 47.5% of all age 18-39 yr (46% PLWH)
reported food insecurity at enroliment.

= Neurocognitive testing annually: Trail Making Time (TMT)=processing speed; Auditory- ZN
Verbal Learning Total Recall (AVLT)= verbal memory.

= Data from 933 pt age <26 yr at enrollment (698 PLWH on ART >6 mo; 235 PLWoH). o~

Trail Making (TMT) time (processing speed) Auditory-Verbal Learning (AVLT) total recall (verbal memory) TMT by Age Stratified by HIV & Food Insecurity AVLT by Age Stratified by HIV & Food Insecurity

fﬂ o -

&

. PLWH
Shorter time PLWoH PLWH PLWoH

' as age up ;
gw w

Better memory é S v}: J/ / Food nsecurty
as age up o Se 2 ¥ | oy
— y X o | | 1
— Overall young people performed better on both neurocognitive i -‘ T : L : ;
tests over time reflecting practice effects and neurodevelopment o e et ’
= Processing speed (TMT): PLHIV & those with — PLWH were 4.5 seconds slower  — No difference AVLT score PLWH and
; g | ) g than PLWoH regardless of age PLWoH or with or without food insecurity
performed more poorly as age — Those reporting food insecurity — Significant interaction
= Verbal memory: those with food insecurity performed more were 2.7 seconds slower than and age (p<0.001), with those with
poorly at younger (<15 yr) but not older (>20 yr) age those without lower AVLT score at younger

but not older age than those without

= Concern on added burden of food insecurity in PLWH & PLWoH




Biomarker Confirmed Alcohol Use In Adolescents/Young Adults with HIV |

LLLLLLLLLL

Mwangwa F et al. AIDS 2024, Munlch Germany July 2024, Abs. OABZlOS
= SEARCH Youth study evaluated a multi-level life staged intervention (figure) in ' h Study Inf

HIV youth age 15-24 yr in 14 sites in rural Kenya/Uganda; improved viral ==
suppression by 10%. s
= As part of study did a cross-sectional survey in 718 youth in intervention arm restoc
conducted during year 3 (Oct 2021-Ap 2022) S
Measures : : R———
Demographics Viral load
Alcohol use + Median age: 24 years (IQR: 21-26) + Viral suppression (<400 copies/mL): 95%
« Self-report: Ever and the Alcohol Use Disorders Identification Test - . Say 809 fermale
Consumption (AUDIT-C) over the past 3 months \ CouEry 5P from Usands
* Biomarker: Phosphatldxlethanol (PEth), a blood-based biomarker of total prior Participants with Unhealthy Alcohol Use had higher
onlzzzh::(’ho' SRR odds of viral non-suppression
+ Viral non-suppression (>400 copies/mL) Alcohol consumption
Erricairs + Ever (slf-report): 50% Adjusted odds ratio=2.8 (95% CI: 1.2-6.6)
+ Unhealthy Alcohol Use (combined measure) i u"h:a't:?' M:_:°h°'f":::on_c oEth: 25%
AUDIT-C positive (=3 for women, 24 for men) or PEth 250 ng/mL Az;‘{;’(‘:ap:;l:e: oo or ¥ Model adjusted for gender, age, and country
Unhealthy Alcohol Use* ikl _
No, n (row %) Yes, n (row %) = One in four youth had unhealthy alcohol use.
fan 538 (75%) 177 (25%) — 1in 4 youth had unhealthy alcohol use
ST Sy " = Higher prevalence in males, older age and Uganda.
= i 448 (7ik) 8 — More common male than females
T A LG ", More common older age = Unhealthy alcohol use was significantly associated with
139 (se%) 60 (2%) viral non-suppression in youth receiving the effective
Uganda 251 (62%) 155 {38%) . .
kenrs _ 287 (o350 22 0%) — More common Uganda SEARCH intervention.
(2400 coplearmt) 24/525 (5%) 13/166 (8%) — More common to have viral non-

= Need to address alcohol use in young persons with
HIVto be able to achieved universal viral suppression.

*Combined measure: AUDIT-C positive (23 for woman, 24 for men) or PEth250 na/mL SuU ppresslon
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Population Estimates of Adolescents with HIV 15-19 Yr and Proprortion

Undiagnosed in 5 African Countries Using PHIAS
Teasdale CA el. AIDS 2024, Munich, Germany July 2024, Abs. EPC059

= Population HIV Impact Assessment (PHIA) nationally representative household surveys, persons >15 years
received HIV rapid testing and self-reported HIV status and provided blood for detection ARV and VL testing.

= Using PHIA data from Cameroon (2017-18), Ethiopia (2017-18), Kenya (2018-19), Nambia (2017) and Rwanda
(2018-19), estimated country-specific estimates of ALHIV and % who were diagnosed and undiagnosed.

Table 1. PHIA population estimates of ALHIV 15-19 years 2017-19 Figure 2. PHIA estimates of proportions of diagnosed and undiagnosed ALHIV by age 2017-2019

Figure 1. PHIA estimates of proportions of diagnosed and undiagnosed ALHIV 15-19 years 2017-2019
Total ALHIV | Diagnosed ALHIV . Undiagnosed ALHIV | ...
Dlagnosed
| Estimate 95% PB* | Estimate GE%PE | Eslimate  05%PB | = Diagnosed
Cameroon (2017-18) 18779 10,657 - 26,901 4,081 45-8,137 14688 7477-21,880 90
1517 years 12,051 4282 - 1981 2,781 0-6489 9,261 2,353 16,166 R E Indiagnosed
18-18 years 6,728 3,182 - 10,273 1,300 0-2864 5427 22348621 a ® Undiagnosed
Ethiopla (2017-18) 18,803 10,495 - 27,110 13,822 6,839 - 20,805 4081 B59 - 8,302 0% 7o%
15-17 years 13,117 5857- 20,376 9,547 3,416 - 15,678 3,569 0-7,385
| 18-18 years 5606 1967-9.405 | 4275 1182-7368 | 1411 0-3481 | con
Kenya (2018-18) 41877  25985.57.769 | 35074 20,385 - 49,764 6802  895-12710
15-17 years 32062  17680-46445 | 27538 14,430 - 40,648 4623 0-8,780 0%
| 18-19 years 9814 3718-15910 | 7,535 205213019 | 2279 0-4948 |
Namibia (2017) 9,029 7,208 - 10,849 7430 5,790 - 9,070 1,509 734 2,483 a0
15-17 years 5,380 3,936 - 6,824 4,655 3,332 - 5,979 724 186 - 1,264
| _18-18years 3,649 2334-4984 | 2775 1665-3895 | 874 185-1563 | 0%
Rwanda (2018-19) 7458 4,736 - 10,160 5,365 3,178- 7,551 2083 541 - 3,645
1517 years 4,504 2,338 - 6,669 3,343 1674-5012 1,181 0-2438 20%
18-19 years 2955 1,392 -4518 2,023 734 -331 1 932 45 - 1,818
[an i 95945 75089 1165002 | 65783 48.801-82765 | 30162 19.735-405m0] OF
15-17 years 67, 114 49038 - 85 188 47 875 32 784 - B2 966 18,239 6,658 - 28 818 0%
18-19 years 28831 20602-37,061 | 17,908 11,168 - 24 647 10,924 6,150 - 15,607 e
Cameroon Ethiopia Kenya years years years years years years years years

~04% Probatsiny Band (PRI

Kerya mamibia Rwanda Al countries

— There was an estimated 95,945 ALHIV across the 5 countries I high . g g
. . : Overall, higher % of ALHIV age 18-19 years were undiagnose
Across all 5 countries, 30,162 (31.4%) were estimated to be undiagnosed -
- ( ) g (37.9%) compared to ALHIV age 15-17 years (28.7%) across

— Cameroon highest proportion undiagnosed (78%) , Kenya/Namibia lowest (16-17%) the 5 countries; similar all countries except Ethiopia.

= Across 5 countries, >30,000 ALHIV 15-19 yrs were undiagnosed and thus not on ART in 2017-2019, with
differences across countries in numbers undiagnosed.
= Underscores need to address gaps in diagnosis and treatment for ALHIV.



Facilitating Adolescent Access to HIV Interventions through
Age of Access (AoA) Policy Reform

Kavanagh M et al. AIDS 2024, Munich, Germany July 2024, Abs. OAF4104 ,

Unlockmg Access: Reforming HIV Age of Access
for Adolescents in Africa

@ Policy Lab

= Collected national law and policy documents globally for HIV testing/treatment. T

. i Adoption of AOA Policy Exemption from Parental Consent
under r "a“‘poilcy? Pregnant

Exceptions g aallll
12 . s E
octoind iyt rar w oo

Moture minors I | 2

Can adol HIV
without p.

+ AoA ranges from 12 years to 21 years Married
18% * Some countries include exceptions to

Adopled. National law/policy does not require adolescents
(212 years) to obtain parental/guardian consent in order to

access HIV testing and/or treatment - P‘"ental com"' requ"emen"
s * Some exceptions are better than others Fmoncinated minor I 10
| adopted: National law/policy requires adolescents to - * What is not good: —
obtain parental/guardian consent in order to access HIV testing = Definition of ‘emancipated minor’ / .
and/or treatment ‘mature minor’ varies widely e
»  Atleast 8 countries leave AOA I

licies are adopted if they include a blan

ptions: p

ket ® Adopted -

exceptions to HCWs' discretion

exception for adolescents at risk (e.g., sexually active ® Not adopred T
adolescent) which does not rely on provider's judgment. No data .
,'; oL A | — 2
. . . Age of Access Policies vs Consent to Sex vs Age of Majorit 0
Age of Access Policies Africa g ¢ WCIJf\ y Snin_n __j
’ & 3::.':0:“:‘ rictions i 11.5% 12 yoara - In 16 countnes PrepP Po“cy
‘ ‘ s S adolescents can Age of access for HIV testing, treatment and PrEP
‘\M’ 36.5% 18 yours 23.1% 15-17 years Iega”y Consent tO Countries r:;;ll.-umhlm ::::'::e-!ulm' Age of access for PelP
"3.&8!7"# ‘7 sex before they ey 5
L, [ age for HTS |Cauntries
‘j v, ~ 12 Burund), Exwatin|, Lesothe, Rwanda, South Africa, Uganda Can aCCGSS HIV "::; .‘_‘
13 (Gamibia, Malaws e 1"

14

Congo, Gabon, Guinea,

, Uberia, Kamibia

15

Angola, Camercon,

, Ethiopia, Kenya, Seregal, Tansania

16

Batswana, Céte d'lveire, Ghana,

, Ubya, Zamisia, Zembabwe

uAge of majority wsConsanttosax sADA for testing

testing without
[ EsA | parental consent

— 24 countries

= Globally only 23% countries adopted optlmal AoA poI|C|es in 16 countrles adolescents
can legally consent to sex before can access HIV testing without parent consent.

= 24 countries have delinked AoA for testing from age majority/maturity.

= Urgent reform needed to ensure adolescent access to HIV test, ART, and PrEP.

Central African Repishlse

algeria, Benin, Burkina Fasa, Cantral Afric n epablic, Dpmocratic .
cpubic ofthe Cango, Dilbwut, Eerpt, Ecetoral Guincn have delinked
Madaga MIMn MuM.r«'.
18 Sa\n:: sﬁsu 3 Leone, Sau nsuauan,us:m:ﬁ::mwm AoA for HIV
e 10 pestrictions
21 Niger, Chad .
Den
Nodata |Cape Verde, Eritrea, Guinea-Bissau, Sao Tome and Principe teStIng from age Con o no data
WO [ | o o bl i Dyl o dat no data
estrictions [comoros,5omat | WG LS IS SIS f ma]orlty Kow - i evatrictinns
Faqu

— Most countries without clear policy on PrEP

— Several that do have policy set PrEP
access older than HIV testing



Reaching Adolescents and Young People (AYP) with Use of HIV Self-Test

(HIVST) as Alternative Approach to Case Finding in Nigeria
W Nwangeneh C et al. AIDS 2024, Munich, Germany July 2024, Abs. THPEC250

= Compared Aug 2022-Sept 2023 case-finding and linkage rates between HIVST and conventional rapid test kits

(RTK) in AYP (10-24 yr) in 153 clinics southern Nigeria.
= HIV-ST were distributed by adolescent peer supports directly to peers; positive results confirmed RTK.

— 23,441 HIV-ST kits distributed to AYP, with 86 (0.4%) HIV+ (69 ¢, 17 %)
« Confirmatory test + concordance 97.7% (84/86) Figure 1. Case-finding and linkagerates  Figure 2. Case-finding and linkage rates for
for HIVST HIV RTKs

— 274,107 AYP tested with RTKs, with 2,452 (0.9%) HIV+ (2,4099, 403 &) ——

Comparison Case-Finding and Linkage to Care for HIVST and RTK Overall and by Sex

Number of . :
Number of AYP Case-finding Number linked A
AvEirenched for tested positive rate (%) to treatment LiRSgetHELS)

_HIV testing | Coax) 97.7% Tosv ) 98.8% |
HIVST RTK HIVST RTK HIVST RTK HIVST RTK HIVST RTK o o
| ! 23,441
Female | 12232 174,611 69 2049 060% 1.20% 67 2023 97.10% 98.70% — - - 2452 242
| : | Number of AYP  Number of AYP tested  Number linked
Male 11,209. 99,496. 17. 403 0.20% 0.40% 17. 3993 100.00% 99.00% Number of AYP Niifiber sFAYP tasted.  NGmbatiinked s “__,L,_thi?r-mr,jw i Num ;Jsma:::e teste ur:l[Fzmllli to
Total 23441 274107 86 2,452 0.40% 0.90% 84 2422 |97.70% 98.80° reached for HIV testing positive treatment Sl 2skis

— Slightly lower case-finding with HIVST, similar rates of linkage to care

= HIVST seems to be a reasonable alternative viable approach to improve reach to AYA.



Incentives to Increase Linkage to Confirmatory Testing After
HIV Self-Testing in Community Pharmacies by AGYW Tanzania

Saronga HP t al. AIDS 2024, Munich, Germany July 2024, Abs. THPEC258

= Randomized trial conducted in 8 pharmacies and 6 health facilities (FU) Dec 2022-May 2023 in 360 AGYW in

Tanzania Control Arm Intervention Arm
Participants in the control arm  Participants in the intervention arm
Pharmacy-provided PrEP program - : . ! . R i Incenti Total
:ic\fs";‘ed- ;) pe‘é‘;catf'on 0'2 HI\Z received the same education, eceived Incentive ota
an r rom raimne -
HIVST kit, and referral and also . :
pharmacists or peer educators at ! _ Confirmatory testing No Yes
; ; were offered the opportunity to
community pharmacies; 2) one ) ; No 78 42 120
HIVST kit; and 3) encouragement €2 @ non-monetary incentive (44.3%) (22.8%)
to access further care after HIVST  upon linking to confirmatory HIV
as per national guidelines at one of  testing at partner health facilities. Yes 980 14% 240
6 partner health facilities. (55.7%) 77.2%)
— Mean age AGYW enrolled 20.5 yr (range 15-24 yr) Total 176 184 360

— AGYW who received non-financial incentive were
significantly more likely to return for confirmatory
testing (77.2% vs 55.7%) (p<0.001)

— 240/360 (66.7%) presented for confirmatory test after receiving
the HIV self-test

— HIV positivity rate among the 240 presenting for confirmatory
testing was 1.3%

— All dx with HIV were started on ART Makongoro HC 2f61=33% 9/59-11.9%

' — Overall, 18.1% of AGYW who were HIV-negative were started tyakcto D pensy L foi2y

I ‘ on PrEP; differed by site. BuorgualC 0/45 b/A5=13.3%
Nyamagana Hospital 0/35 5/35=14.3%

l = Community pharmacies are a promising location to engage AGYW sz« a5 2.2% 2= 45%
['E with HIV prevention and care sy Sl

= Incentives significantly increased linkage to confirmatory testing after
self-testing, which enabled HIV+ to access ART and HIV- to access PrEP



Point-of-Care Urine Tenofovir Assays Highly Acceptable and

High Prediction Viral Suppression Adolescents and Youth with HIV
Gacheru J et al. AIDS 2024, Munich, Germany July 2024, Abs. EPB040

= 155 young adults 18-24 yrs (median age 22 yr, 53% ) with HIV and participating in Kenya study on
effectiveness of HPV vaccine enrolled in substudy with 12 mo FU.

= Adherence counseling at each visit; last visit survey of self-reported adherence to ART and acceptability of
POC-TDF test; in subset POC test run and relationship with suppression evaluated.

Qualitative Survey Data
— 153 (98.7%) said POC-TDF test acceptable

— 142 (91.6%) said didn’t think POC test would
impact relationship with provider

e — 149 (96.1%) thought the test would improve
adherence

— 140 (90.3%) wanted test performed at
subsequent visits

Negative Positive

= POC-TDF highly acceptable to youth with HIV.

= Test had high predictive value for assessing viral
suppression and provides opportunity for objective
real-time adherence evaluation to support counseling.

37 (63.8%)
21 (36.2%)

33 (94.3%)
2 (5.7%)

sit!'ve
Negative

4(17.4%)
19 (82.6%)

Subset with VL
— Test done for 58 pt, 48 (82.7%) of whom had viral failure at enrollment.

— Among the 58 tested, 35 (60.3%) were suppressed at |ast visit, of
whom 33 (94.3%) tested POC-TDF positive; 23 were not suppressed,
and only 4 (17.4%) tested positive.

— 47 (81%) self-reported ART use in past 3 days — but only 35/47 (60.3%)
who reported taking ART had a positive POC-TDF test.

Sensitivity, Specificity, PPV, NPV POC-TDF for Viral Suppression
89.2% (95% CI 74.6-97.0)
90.5% (95% CI 69.6-98.8)
94.3% (95% CI 80.8-99.3)
82.6% (95% Cl 61.2-95.0)

Sensitivity
Specificity
Positive predictive value

Negative predictive value



Prevalence and Consequences of Low-Level Viremia (LLV)

@ uplift In Adolescents with HIV (ALHIV), South Africa
Leon Z et al. AIDS 2024, Munich, Germany July 2024, Abs. EPB221

= Analyzed VL data from longitudinal cohort of 1,107 ALHIV age 10-19 at baseline in 2014-2015; using routine VL
data btn 2015-2022, calculated prevalence of LLV at 15t VL test for 737 ALHIV with results.

Figl. LLV prevalence

— Prevalence of LLV increased from 12.4% in 2015 to 23.5% in
2022 at 15t test (baseline)

Fig2. Odds for progression to virological failure

N il /

= Almost 1in 4 ALHIV in 2022
(DTG era) had 1 LLV at cohort
entry.

= |n addition to not being '
suppressed at 1st VL, LLV ) 13%
predicted subsequent risk ... o <50 masl-one
of VF in ALHIV. S

60%

C-gemograpnic factors were associated with LLV at first test

Factors OR C1(95%)

Age 1.09 103125
0.80, 151
Mode of HIV 0.96 052179

COL jisition

— Older age was associated with having LLV at 15t test, but not
sex or mode HIV acquisition

10

— Among 628 ALHIV who had at least 3 consecutive
VL during the period, 13.4% had LLV at 15t VL test.

— 18.6% of these ALHIV progressed to confirmed VF.

— The 13% with LLV at 15t VL were 2.89 (95% CI 1.6-
6.2)-times more likely to have VF compared to
those with undetectable 15t VL.

— The 27% with unsuppressed 15t VL were 8.6-times

1

e<ed >1000 more likely to fail as those undetectable at 15t VL.



Experience/Acceptability of Long-Acting Injectable (LAlI) CAB/RPV

Treatment in Adolescents in South Africa — AFINAty Study
Atujuna M et al. AIDS 2024, Munich, Germany July 2024, Abs. OAD3705

DESMOND TUTU
HEALTH FOUNDATION

= Study to assess effectiveness, acceptability, feasibility of community injectable CAB/RPV in vouth 12-24 yr —
reporting on qualltatlve data from 15t series of interviews

Lon, x. cxtewd d

senal 1DI3

(n=8) per

cohort
. Ptuu LAI or
17

Per cohort
+ Oral ART use
+ Acceptability of
LAI
+ Experiences squort needs needed

Optional Long term Oral ART Switch
extension phase back (SOC
°

Key Eligibility
Criteria

Extended Back

related llinesses) = W -24 to W

- Virologically /5. 5 eed - ®
suppressed
\ /Mque cases (n-8)
Table 1. Main study sample characteristics Table 2. Qualitative study sample characteristics Key informant }
N =S et Overall Acceptability of LAI v (45

MEDOR I R R P e aein 2005 2oa320 A 2067:29) _ Overall | Cohort 1 | Cohort 2 | Cohort 3 Other Perspectives on LAI
WEBES Female sex 15(63) 4(50) 4(50) 7(88) N=24 n=8 n=8 n=8 7

Screening

1\
4

Female sex  B5(63) 38(64) 15(43) 32(80) at birth
at birth » = - 5 Preference Who should get LAI?
R s e Bl 8] 1 S o e e
switch Length of 10 (1- 8(1-16)  13(2-18) ART Naive Pills okay but 1 0 0 1
Le‘rli'?‘tel'\ :r: 14(6-17) 12(4-16) 17(9-18) ART Naive t|‘r\nﬁevzn 18) LAI better - " ’ Who should provide LAI? Health
ARVs (IQR) (Mean) . O B id fessional, fi :
o iode ot 7355 a2 30088 1(3) pModeot  13(54)  6(79) 7(88) 0 — All yOUth have accepted 2-year extension phase for | aﬁ:'u?;ss;t(n?i:':eﬁ;gre.ﬁ:);?on:end'v
ransmission ransmission .
—— Note. Values are N (%) unles(spirti;x‘::ll:se specified. pOSt-trIaI access to LAI =
Qualitative study population characteristics similar to main study I e
youth friendly spaces.
— Adolescent experiences and approach to LAl varied depending on stage in treatment cascade
What must be done? Must be provided
Cohort 1: Adherent to ART: Cohort 2: Adherence challenges Cohort 3: ART naive m A1 R STk o
* “Living life fully, as though HIV-negative’| |« LAl discrete, no unplanned HIV disclosure | |. Removes burden remembering pills
* “Injection simplifies life” * LAl removes burden on self and others

= Adolescents adherent to long-term oral ART felt LAl enabled them to live more freely, like individuals without HIV

= Adolescents with poor adherence due to disclosure challenges appreciated LAI discretion and reduce fear unplanned disclosure
= Recently diagnosed adolescents, LAI provided the space to navigate HIV and related challenges

= For most, switching back to oral ART will be difficult and they hope it will be available for all



Long-Acting CAB/RPV Every 8-Week in Suppressed Adolescents:
Voo IMPAACT 2017/MOCHA Study Week 48 Outcomes

IMPAACT -
S Gaur A et al. AIDS 2024, Munich, Germany July 2024, Abs. OAB2606LB

= Data from Phase 2 of safety/PK study of LA CAB/RPV in 144 adolescents 12-<18 years with viral suppression
from 18 sites US, Botswana, South Africa, Uganda, Thailand

Viral Response

m«i’nﬂé —— _E”":“‘?:‘fﬁ';?"”‘“'“""“"“ — [m‘.:,ar:::; 15years“2'\:a7')ue — All 140 pt in Cohort 2 were suppressed_(VL
30 (CAB) and 25 (RPV) 44 (Conort 1 oll over and 100 (Cohort 1-nalve) - — <50); per FDA snapshot, 97.2% were viral
emale %
Black or African American 74% Success . .
— — ! o . Acquired HIV vertically/perinatally - No Conflrmed Vlral fallures
2 - - ” - = Body Mass Index (median [min, max]) 19.5 kg/m? (16, 34)
2 i’ z ST 5 g ;IT Weight (median [min, max]) 48 kgs (35, 101) = V|ra||y Suppressed adolescents
- . switched to LA-CAB/RPV
Injection Site Reactions (ISR) for CAB, RPV, Overall .
Wesk 4 Week & Waek 18 Wesk 24 | Wesk 32 Week 40 | Waek 43 PharmaCOkinetiCS q 2 mos had.
i & g : _ — No unexpected safety events

- 34% reported ISR, 90% Grade 1, 89% resolved by 7d o
— Trough levels similar to adults

— Maintained viral suppression
— Despite injection pain, all

— Pain reported by 44% CAB, 93% RPV, all pt reported
preferring LA injections to oral ART , A
- Adherence to dosing interval was 97.9% to wk 48 . e
’ e N indicated preference for
‘ llull = Trough levels CAB (2.77 ug/mL) and RPV (67.9 Injections over oral ART
ng/mL) in adolescents were similar to Adults, and all — Continuing through wk 96

S D were well above protein adjusted IC
8 37% had drug- related AE, 99% <Gr 2,no P J %0

drug-related SAE; only 1 pt d/c injections

ne (meg/ml.)

Trough CAB Co
1

Trough RPV Cone {ng/mL)

Percentage o Participants with ISRs (%)
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Awareness and Acceptability of PrEP in HIV-Negative Pregnant and
Breastfeeding Women (PBFW) Zambia — Analysis of ZAMPHIA 2021

Sichembe W et al. AIDS 2024, Munich, Germany July 2024, Abs. THPEC184

Age groups

Level of education

Healtlr facility visit in lnst 12 months

= Analyzed PrEP awareness and acceptability in women testing HIV-negative in ZAMPHIA household survey; interviewed
2,132 HIV-negative PBFW interviewed in 2021 ZAMPHIA, median age 26.3%.
= PrEP awareness was low, 24.3% = PrEP acceptability was high, 68.2%

Univariate Associations with PrEP Awareness Univariate Associations with PrEP Acceptability

Auwarencss of PrEP among PEFW by Residence

Awarencss of PrEP EW by A PoabNty ol PYEP: sinjohia PREW B A08 aroup Acceptability of PrEP among PBFW by Residence
§ § Urban
wre [
swer [ES—  Older age § : !
9 g Urban residence 5 g
25-34 years Rursl L3
Rural
15-24 years
2 0 10 20 30 40 4 % e 2% 5 : iy h o
: . g st 0 X i o TeeT Perceniage with acceptance of PrEP 2 Parcentage with acceptance of PrEpP
Percentage with awareness of Pref 8 Awareness of PrEF among PEFW by HIV status of sexual partners Acceptability of PrEP among PBFW by Level of Education 3 o
Awareness of PrEF among PBFW by Level of Education E H Acceptability of PrEP among PBFW by HIV status of sexual partners
s o~
-~ 2 £
- :
: (3.0285) | v [ =
wo [ 20R396(1981) [ aOR 9.21 (30-285) | wewsr i
3 Hiv+ partner last 12 : oo
i i : panner_ast 22 oS ¢ - [ :
Secondary - Higher education g H
3
- I | - s -
Tertiary s 2
8 0 20 a0 50 & 0 20 w0 60 ) S n 25 50 75
? Percentage with gw:?eﬂe,ss of PrEP ; Percentage with awareness of PrEP Percentage with acceptance of PrEP 3 Percentage with acceptance of PrEP
Runarenoss of PIEP among PBFW by Health facilily visitin fast 12 months Awsreness of ProF aoona PBEW by Wealth Quintiles Accaptability of PYEP among PBFW by Number of '“"i"ab"ﬁ"i"’s 4(1.2-1 9) Acceptability of PrEP among PBFW by Wealth Quintile
; £
¢ o D gy 7 SORUALDATINGTS § e [
£ -, £
E—— T S TSR o % . =
Third x
sited clinic last 12 mo: g
{ oo N Higher wealth quinile | .. _ . =
Not visited — | g
5
Lowest aOR 3.81 (2.2-6.7)
0 60 0 20 40 60 0 20 40 60
2 P.::m"u. With swarsness :,GP,E, !0 Parcantacs with aunraness of PrER. Prreentann with acenptance of PrEP Parcentage with acceptance of PrEP

= Efforts to improve awareness of PrEP are needed; should address the identified disparities in awareness
gaps in rural areas, younger PBFW, and socioeconomically disadvantaged. Universal rather than risk-
based approach would further improve awareness and acceptability.

=3
s

=3
=



Preferences for PrEP Services in Sexually Active AGYW —
G Discrete Choice Experiment (DCE) Zimbabwe S

- ‘F*.' =y T
“*.‘.:;._.: Eeg % c 0\3‘\0

e Sibanda E et al. AIDS 2024, Munich, Germany July 2024, Abs. OAE1205

= 900 AGYW aged 16-24 years, sex with man in past 12 mos

PrEP Product Oral, vaginal ring, injectable

= DCE questionnaire paper based, interviewer administered Vene for Pre Local linc, CHW, pharmacy
= Presented with 2 program choices with option to select neither (no PrEP) 7" S ——
= Each pt given 9 choice sets from 1 of 4 randomly assigned ?aires PIEP Cost No cost, 52, 55

Which option would you prefer as PrEP program? i Would you like a programme to Attitude health worker Friendly, welcoming; unfriendly unwelcoming
Which PrEP product would you prefer ettt WIII!ng = SUDPOIL pavnts and guaeeans of
T e t0.use to prevent IV ¢ > " PP BB T e et s ACYW ascossing Time spent venue ZE TS GRS Gl
SRHS, such as PrEP and family . .
IEP prodet -, |lnjecmule| || planning Support program for parents Available, not available
€ 3 -
...... — — Oral pil _ j | — — Relatlve Preference for Program AttrIbUtes CHW: Community Health Worker
SR ! )] 4| Prep product Vaginai ring —— GHS: General Health Services
::‘.,;wo‘ o “E § Vaginal ring I 5 No l (vs Oral) Injectable =
e == o W § 6 Venue CHW —_—c
0% % 0% 50% % 00% " 0% 0% BO% % " .
= : g g Aol Tl 'Z | Lo = = Lo 300 (vs Pharmacy) Local public clinic | o
Where would you prefer to access 45 Distance ~2 hours walk o
PrEp? 50 (vs Walkable in few mins) ~8 hours walk ——
250 | Integration SHRS for all ol
[ e sk ek ok aak (vs GHS for all) GHS for AGYW —al]
W these he
o s Pharmacy - What is the level of importance of this vee FerlIetinciesse L]
':;:‘:}:e‘:n ‘re_.= ndline 5S to youona scale of 1to 10, titude (vs Unfriendly) Friendly 5
Community health . with 10 being very important? Time at the PrEP venue Per 1 hour increase
workers 9
0% 20% 40% 60% 80%100% & AN ) o o)
) o Constant Option A —=
How far would you be willing to travel " vs Neither) Option B =—r—
to access PrEP? 2
. 05 1 15 2 25 3 354
_ 5 65% never selected “neither” Odds Ratio (95% Cl)
from home I
About 2 hours walk from 3| . . N .
home 0 2 = PrEP programs can be optimized to reach sexually active AGYW if
Not a walkable distance l N | P [
st i : _ reP is
2% a0, = RO 100 .
ORI ZUR A oS00 How much time* would you be willing
Neither _ . oL . i
s B e S t spend atthe vene where you Accompanied by activities to build parent support for adolescent SRH services
access PrEP? : - Provided by friendly community health workers/clinic

> 2 hours up to & hours '

| > kgt 2t » At low cost for user

arstoral [ 311060 mnutes [l + Atvenues within walking distances
S [ et e ] Short waiting times
tomnutesorless « Choice of injectable PrEP

¥e 20% % 0% BO0% )
0% 20% 40% 60% BO% 100% % 20% 40% 60% BO% 100%

GH5: General Health services: SRHS: Sexual and reproductive health services;



How Layering New Injectable CAB PrEP Onto Existing Person-Centered

Service Delivery Support Patient PrEP Continuation, Zambia
Musonda M et al. AIDS 2024, Munich, Germany July 2024, Abs. OAE3906LB

- |n Feb 2024’ Zambia introduced CAB-LA PI‘EP Zambia CAB-LA PrEP Introduction Timeline

Zambla CAB-LA PrEP Cllent support Strategy :::::RBCABM ::A;Bv-lzxz’ Aug 2023 Nov 2023 Feb 2024
donation implementation PreP guidelines National level IP CAB-LA launch and
c AB_LA lmp|ementati°n: Integration Strategy announced plan developed updated training sessions implementation

Fab 2023

Strong Oral PrEP Sites:
Selected sites excelling in oral PrEP
especially for adolescent girls and
young women

Human Resources:
Trained oral PrEP health care workers

June 2023 Oct 2023 Jan 2024
PrEP task force
meetings with CAB-

LA on agenda

CAB-LA technical
working group
meetings

Regional level IP
training sessions

CAB-LA arrivesin
Zambia

' and peer mentors in CAB-LA service
provision and demand creation,
Person-Centered Care:
Sites with high scores in staffing, Health '""”"‘?'“" SYStent;
service provision, and direct client Updated electronic health records - - .
4 system and data collection tools to Reasons for discontinuation of CAB-LA
support using the JSI PCC =
incorporate CAB-LA data

assessment tool,
Hypersencivity reacvon [

Service Prav‘s!on: Community Engagement: Missed Basedine HIV Infecton [N
Upgraded oral PrEP service rooms to Leveraged existing oral PrEP demand creation
Include CAB-LA provision. and cor ity st

Prograncy I

Continuation assessment at 1 mo

= CAB LA: 446 pt due 1 mo (2" injection)
— 335 got 2" injection — 75.1%1 mo

continuation (73% women, 77% men) JSUPPCN G N )

— Continuation by risk o

No Longer 3t Risk |1 NG

= Between Feb 9-Mar 31,
2024, 641 pt started CAB-LA
— Mean age 28 yr (16-54)
- 57% female, 43% male
- 32% AGYW, 33% ABYM

Chienc/Parent preference |
Relocavon

ron

5% 0% IS% 20% 25% 30% 35%

Lessons Learned

« AGYW 70% ABYM 82%, FSW
77%, MSM 33%, high risk >25 yr
83%
= Oral PrEP: 631 oral PrEP same site
— 463 due for 1 mo visit
— 345 (74.5%) returned at 1 mo

- 30% transitioned from
oral PrEP to CAB-LA,
70% no prior PrEP

@ 208 (32%) were acolescant giis and young women
@ 215 (53%) were acdolescent boys and young men
@ 170 (27%) were high-nsk individuais >25 years old
@ 27 (4%) were femaie sex workers
@ 10 (2%) men who have sex with men
@ 11 (2%) oiher key population

Early implementation of CAB-LA demonstrates minimal
difference in continuation between at sites with
established person centered care services and strong oral
PreP performance.

Integrating injectable PrEP into oral PrEP services can offer
a viable option for reaching non oral PrEP users
expanding PrEP coverage.

This demonstrates the timely gains in layering a new HIV
prevention option onto a strong existing service delivery
platform, with established client trust.



Safety Outcomes of Infants of Mothers Using DPV Ring .
or Oral PrEP in DELIVER MTN 042 Trial A

trials network

deliver
4%

ﬂ Fairlie L et al. AIDS 2024, Munich, Germany July 2024, Abs. TUPEC197

= 546 infants enrolled (Cohort 1: 147, median 1U exposure 3.4 wk; Cohort 2: 154, 9.1 wk; Cohort 3: 245, 16.0 wk)

Birth Outcomes, AE, Infant Deaths, Early Growth by Cohort and Product

S Uired product Cohort 1 Cohort 2 Cohort 3
ohert pp— L e e .
é Ch —5 350§ nagweds se—— é Ring Oral TDF/FTC Ring Oral TDF/FTC Ring Oral TDF/FTC
GRS CITE Preterm births [EEVECIOES) 2/49(4%)  6/103(6%)  4/51(8%)  8/200 (4%) 3/48 (6%)
Low
ic| bt 2/94 (2%) 3/47(6%)  6/101(6%)  3/50(6%)  12/193(6%)  3/48(6%)
2 LTFU prior to PO 3LTFU prior to PO | 3 LTFU prior to PO | Bowbatd 73/90 (23%)  15/48(31%) 30/103 (29%)  10/51(20%) 41/197 (21%)  6/48 (13%)

1 Pregnancy Loss 1 Pregnancy Loss 3 Pregnancy Loss 3 Es

- Infant deaths 0799 (0%) 1/48 (2%) 4/103 (4%) 0/51 (0%) 4/197 (2%) 0/48 (0%)

6-week WFL z-
score (median,
1QR)

Ring: Dapivirine vaginal ring; IQR: interquartile range; WFL: weight-for-length; SAEs: serious adverse events;

104 0.53 0.62 0.65 0.80 0.97
(-0.27-1.87) (-0.38-223) (-0.63-1.43) (006-1.63) (-0.08-1.68) (-0.30-1.96)

13-.7_( §3!§!-':G-nw it 145 (94%) G-month visit PrEP: pre-exposure prophylaxis

133 (90%) 12-month visit 134 (87%) 12-manth visit

235 (96%) 6-month visit
233 (95%) 12-month visit

#Infant deaths causality: Hypoxic Ishaemic encephalopathy (1), prematurity (1), meconium aspiration syndrome (1), severe pneumonia (1),
blunt head injury (1), dysmorphic features, CMV, multi-organ failure (1), Acute gastroenteritis (2). None deemed related to study product
Beasng for infant Reasons for infant Bessons for Infant earty exposure by site Pl or protocol medical officer. * Included congenital anomalies reviewed and verified by study geneticist: Missing toe nails,

ination: inatini: termination:
:T::lrl:::;:::p :.‘:::rtt;r::::?:r; | it o Bl Trisomy 21, laryngomalacia, polydactyly, undescended testes (3), dysmorphic features, biliary atresia, pectus excavatum, tongue tie
P #denth b — No significant difference PTD, LBW by cohort or product
3 withdrawals 2 withdrawals 5 wnhdn_‘awal . . . -
e e — SAE in 61/399 (15%) infants exposed to ring, 14/147 (10%) exposed to oral PrEP, none related to product

®Includes one twin pregnancy previously undiagnosed
LTFU=Lost to Follow-Up; PO=pregnancy outcome; PPO: Post-Pregnancy Outcome

!

9 infant deaths (DPV ring 8/399, 2%; oral PrEP 1/147, 1%), none considered related to product (see above
footnote)

WAZ at 6 wks did not differ by cohort/product
11 birth defects infants (see above footnote), no clustering and none considered related

— Infant retention across visits and cohorts high (87-95%)
— Overall, 99% live births, 4.4% PTD, 5% LBW

!

!

— Developmental milestones through 12 mos in normal range for most in all cohorts & products

= Through 6- & 12-mo FU of infants, no safety concerns observed related to DPV ring or oral PrEP.
= Supports use of ring and oral PrEP in pregnancy.



Bone Mineral Content (BMC) in Infant Born to Women Without HIV

R CAPRISA Infection Receiving PrEP During Pregnancy or Deferred

Naidoo KL et al. Pediatric HIV Workshop 2024, Munich, Germany July 2024, Abs. 24

= Evaluation of BMC by DXA scan at age 6-74 wks in infants of mothers randomized
to get TDF/FTC PrEP during pregnancy compared to those born to mothers not

receiving PrEP during pregnancy (deferred) (CAP 016 trial)

= BMC whole body with head and lumbar spine by DXA at 6, 26, 50 and 42 wk;
maternal TFV levels measured twice during pregnancy

Whole Body with Head BMC

Immediate PrEF

Deforrod PrEP

iu

TNumber ?posed [Number  Not El;o;d Mean Difference (ggﬁTCl) ﬁi’d]usl;a 1
(n) Mean (SE) (n) (Mean (SE) P Value
Whole Body (with head) Bone Mineral Content (g) |
} + — ===
Age (Weeks) | 0.283
= 137 115.11 (2.90) | 128 115.86 (2.82) |-0.74 (-8.69 10 7.20) 0.854
[=] |
- 26 100 120092 (3.60) | 80 1202.18(3.23) | 1.26(-10.75 t0 8.23) 0.795
50 66 | 266.24 (3.94) |65 [275.41(3.89) |-9.17{-20.02 to 1.69) 0.098
74 56 132774 (4.30) | S5 1322.72 (4.20) |5.02 (-6.74 to 16.78) 0.403
| Lumbar Spine Bone Mineral Content (g)
Age (Weeks) | 0.329
3 131 |2.06 126 199 0,07 (-0.10t0 0.23) 022z |
—| _ l{oos) | (006
2% a8 |3.13 78 EEE 0.02(01810022) 0.838
L " {0.08) {0.07)
50 3 470 66 4383 0.14 {-0.36 10 0.09) 0241
| (0.08) {0.08)
B \ 74 58 6.29 55 6.15 0.14 {-0.11 10 0.38) 0.274
= {0.09) (0.09)
Adjusted for birth weight, gestational age, breastfeeding <or>20d

— No significant difference BMC btn in utero PrEP

exposed/unexposed in unadjusted and adjusted analysis

— Stratified maternal PreP based on maternal TFV levels (low vs

moderate-high) and compared only moderate-high PrEP to unexposed
Whole Body (with Head) and Lumbar Spine Bone Mineral Content in Infants by randomization

arm and maternal PrEP adherence

PreP NO PrEP
Pregnancy Pregnancy
271 269
LTFU 19 LTFU 21
Livebirth Livebirth
242 239
Included in | |nfantDXA | Included in
analysis 168 6-74 wk analysis 167

Immediate PrEP Arm

Deferved PrEP Arm

[ Mcan Difference (9S%CT): Moderate
| ta-1Tigh Adherence vs Deferred PrEP

P value

) Low Adherence

200 fmol/punch)

Moderate-to-High

Adherence (200

dheren
Lol punch)

Pri:P Unexposed |

Bone Mincral Con

tent ot Lumbar Spine (g)

4651053}

Bone Mineral Col

nteal of Whole Body (with Head) (

2)
n 2 15.16
92 46
r 0.439
05,14 ( 201.37 129.37
g S31(-11.83 1022 35) 0540
291,88 (3871) 9.31 (38.54) 264044493
4 530 -17.01 (4497 10 10.06) 0.230

LWL R

1 08447 A

— No difference BMC comparing moderate-high PrEP use to unexposed

= No significant change in BMC with in utero PrEP exposure during pregnancy.




Early HIV Infection Diagnostic Challenges With CAB-LA PreEP

Implementation in Routine Public Health PrEP Service, Zambia
Mulenga L et al. AIDS 2024, Munich, Germany July 2024, Abs. OAC2206LB

= Oral PrEP programs in place in Zambia since 2018; Q= Q= Quemn  Qumoax g9 2 - v &
preparation for CAB PrEP introduction began in 2022, i S SR, e e e
s - : - . - b > alongside oral
. . . . . PrEP and DVR PrEP
with PEPFAR CAB donation arriving in 2024. | it
* Implementation: phase 1 9 sites, phase 2 +12 sites Ome  Qmz  Quenaon
CAB PrEP Initiation Criteria, Screening and HIV Testing 50 Initiations Disaggregated by Sex
HTS Client Zombia HV Testng . s;:recir;)iggs; Jgrté\ct’:lute HIV Infection (AHI) using - 492 ) ) . .
=y ) ZlgeTesmg — 11 incident pregnancies in women
m Standard national testing algorithm 400 on CAB-LA PreP ("‘15%)
;172“)19 rapid tests (A1: Determine HIV-
= Blood sample collected for Nucleic Acid ' S0 ° 5 StOpped and tl’anSItloned tO
Amplification Test (NAAT)
-' Non-Reactive Reactive -| N/?AtT not pre-requisite for injection 200 Oral PrEP
iniiaion
T e eeng 100 8 58 * 6 have continued CAB PrepP
> 1st CAB-LA initiation injection is . .
administered 5
INDETERMINATE n = * 2nd CAB-LA injection is given one
Nonfomeive | (R (NI | eontruation iRty
: ' CAB PreéP: Risk Group “ CAB PrEP Age Group

— Feb 9-July 10 2024: 1335 pt screened to be at risk HIV
— 1248 were RDT/AHI negative and started on CAB (~48% female, ~51% male).
— 12/1248 started on CAB tested RDT negative but found to be NAAT positive
= 4/12 on CAB-LA when NAAT results received (3 had 1, 1 had 2 injections) j:j
= VL on CAB when NAAT returned: <30 x2, 131 and 533,000; started on L= I I . =

TDF/FTC/DRV/r ART; 2 tested, no resistance mutations observed

e — - -

= Good uptake and demand (including adolescents) but missing some with acute HIV; plan to strengthen
screening including use 2 parallel RDT to increase positive predictive value; strengthen pregnancy registry.



Evaluation of Long-Acting CAB PK During Pregnancy —
et Pharmacokinetic Substudy HPTN 084 & HPTN

HIV Prevention

Marzinke M et al. AIDS 2024, Munich, Germany July 2024, Abs. SY2504 4 Triais Network

= Nested sub-study evaluating PK CAB-LA in pt who continued to receive CAB-LA injections during pregnancy;
data presented on 15t 50 evaluated. Criteria:

— Pregnancy resulted in live birth or stillbirth/IU fetal demise with GA at time outcome >36 wks
— >4 CAB-LA injections during pregnancy AND >4 CAB-LA injections in year prior to 15t + pregnancy test

= Pt underwent monthly sampling during pregnancy; plasma trough levels averaged for each . ... seee semone oo

pt over pre-pregnant, pregnancy by trimester, and 24 wk PP period e
+ st timester: pregnancy report date through 12
. . weeks, 6 days gestation
= Evaluated the frequency of trough levels above protocol-specified threshold (4x-protein- -
. . . . . 26 weeks, 6 days gestalion
adjusted 90% inhibitory concentration [4x PA-ICy, = 0.664 ug/mL. R Sa—
pregnancy outcome date
= Trough ratios compared between pregnant and pre-pregnant period + Postparum: pregrancyoucame g w24
weeks after pregnancy outcome date
Sub-Study Patient Characteristics )
Median Age (years)* (Q1, Q3) 25 (22. 29) CAB-LA Trough Levels in Pre-Pregnant, Pregnant and Postpartum People
Median Weight (kg)* (Q1, Q3) 61 (52, 69) Pre-pregnancy Pregnancy Post-partum
Median Body Mass Index (kg/m#"* (Q1, Q3) 24 (21, 28)
Pregnancy Outcome Participants (n) 50 50 49
Full-term live birth 45/50 (90%) i
Pre-term live birth 5/50 (10%) Weight (kg)
Total number of CAB-LA injections prior to pregnancy Mean (SD) 66.3 (15.9) 71.8 (15.5) 68.6 (15.5)
Median (Q1,Q3) 19 (7,24) BMI (kgfm2)
Number of CAB-LA injections in the year prior to pregnancy Median (Q1, Q3) 253 (22.1, 30.3) 27.6 (23.6, 31.7) 25.8 (23.7, 29.7)
4 5/50 (10%) - 5 = - =t - e
2 3/50 (6%) CAB-LA Cy,qn(Hg/ML)
|6 39/50 (78%)' Median (Q1, Q3) 21(1.3,2.7)<—>» |1.9(1.5,2.2)) «—» 2.5 (2.0, 3.5)
7 3/50 (6%) 95% CI for median 1.80,2.43 1.76, 2.07 2.23,3.18
Number of CAB-LA injections during pregnancy .
[4 35/50 (70%) — CAB-LA trough levels are lower in pregnancy than

5 /50 (30%
Py e pre-pregnancy or postpartum but well above ICq,




Evaluation of Long-Acting CAB PK During Pregnhancy —

Leng-actag bancyite F it Eponsc

Pharmacokinetic Substudy HPTN 084

Marzinke M et al. AIDS 2024, Munich, Germany July 2024, Abs. SY2504

HIV Prevention
Trials Network

<125 HPTN

€

CAB-LA Trough Levels in Pregnancy By Trimester

Overall

First Second Third
Pregnant - z E
2 trimester trimester trimester
Period
Participants with any CAB C,,,;, measurements (n) 50 47 50 47
Number of C,,;, measurements per participant
Median (Q1, Q3) 4 (4,5) 1(1,1) 2(22) 2(1,2)
CAB-LA C,y ., (HG/ML) >
Median (Q1, Q3) 1.9(1.5,2.2) 25(2.0,3.2) 1.7(14,23) 1.6 (1.3, 2.0)
95% CI for median 1.76, 2.07 2.28,2.94 1.63, 1.99 1.38,1.79
5% percentile 1.09 144 1.04 0.81
Participants with average CAB-LA Cm,wh 20.664
i e 100 [ 100 100 98 |

*Protocol-defined target CAB-LA concentration: 4x PA-IC.

— CAB-LA trough levels | over the course of pregnancy, lowest in 3™
trimester; however, 98-100% have levels above efficacy target
Sensitivity Analysis of CAB-LA Trough Level Ratios

12 month Pre-Pregnancy (~6 injections)
Pregnancy/ 15t Trimester/ 2" Trimester/ 3" Trimester/
Pre-Pregnancy Pre-Pregnancy Pre-Pregnancy Pre-Pregnancy

CAB-LA Cyy,q, Ratio
Median (Q1, Q3) 0.8 (0.6, 1.0) 1.1(0.8,1.3) 0.8 (0.6,1.0)
95% CI for median 0.7.0.9 09,13 0.7,0.9 06,08

6 month Pre-Pregnancy (~3 injections)

Pregnancy/ 15t Trimester/ 2™ Trimester/ 3" Trimester/
Pre-Pregnancy Pre-Pregnancy Pre-Pregnancy Pre-Pregnancy
CAB-LA Cyygn (HE/mL)
Median (Q1, Q3) 0.7 (0.6,0.9) 1.1(08,1.2) 0.7 (0.5, 0.9)
95% Cl| for median 0.7,08 0:9:1.2 06,09 0.6,0.8 u

— Sensitivity analysis restricted “pre-pregnant” period to the 6 or
12 mo period prior to pregnancy; results similar, with | levels in
2nd and 3 trimester

0.7 (0.5, 0.8) n

CAB-LA Trough Level Ratio Pre-Pregnant and Pregnant Periods

Pregnancy/ 15t Trimester/ 2 Trimester/ 3 Trimester/
Total Pre-Pregnancy Total Pre-Pregnancy Total Pre-Pregnancy Total Pre-Pregnancy

CAB-LAC,, g, Ratio”

Median (Q1, Q3) 0.9 (0.7, 1.5) 1.3(1.0,1.9) 0.9 (0.7, 1.5)

95% CI for median 0.9,1.1 1.7 08,11 0.7,1.0

*A ratio of 1.0 means no difference between pre-pregnancy and
pregnancy

— Ratio of trough levels between pre-pregnant and each trimester
decline from 1st through 39 trimester, lowest in 3" trimester

Estimation of Area Under the Concentration Time Curve (AUC)

Overall First Second Third
Pregnant Period trimester trimester trimester
Participants with measurements during peried (n) 44 -1 458 34
Duration of time period included in analysis (days)
Median (Q1, G3) 197 (18O, 217) 56 (56, 67) B4 (56, 84) BT (56, 77)
CAB-LAALC (days*pgimL)'
Meadian (21, Q3) 429 (350, 504) 148 {143, 158 137 (112,187) 108 (77, 132)

— AUC | over the course of pregnancy

CAB-LA levels (trough, AUC, trough ratios) | during pregnancy
but 100% in 142" and 98% in 3 trimester were above target.

Dose modifications likely not needed, will have more data (+25
pt, contribution weight, BMI, alboumin on PK; unbound levels).
Planned assessment of women who become pregnant and
first initiate CAB during pregnancy and evaluation infant
exposures during breastfeeding.



Initial Evaluation of Injectable CAB-LA Safety During Pregnhancy —
084 HPTN 084 Open-Label Extension (OLE)

Loegastag bancytie F et Eponsc

<125 HPTN

HIV Prevention

Delany-Moretiwe S et al. AIDS 2024, Munich, Germany July 2024, Abs. SY2503 4% Triais Network

= Evaluation of pregnancy outcomes in women who became pregnant during OLE of HPTN 084.

Pregnancy Incidence During Original Study Randomized Period and Pregnancy Qutcomes OLE Pregnancy Study Design
. WCABn=1814 = TDFFTC n=1610 SABLA TR Original study arm Product choice :L‘;Gg::‘::r?t'ct:
o 15 Pregnancies with a reported outcome 79 91 = Cpffgg::gf
E Jo
g3 e Outcomes g
é.ﬁ- Ectapic 0 (0%) 1 (19} CAB 5‘5’
E Therapeutic/slactive abortion z (3%) 1 (1%} 5
918 e 14 Spontanecus abortion <20 weeks 10 (13%) 4 [4%) §
é | Stillbirth/intra-uterine fetal death = 20 weeks 4 (%) 4 [4%) 5 CAB
g Premature e birth < 37 weeks 4 (5%) 4 (4%) 2
s Full term live birth = 37 weeks 58 (73%) 77 (84%)
‘ Blinded period Unblinded peried _ . _ o If no consent to
Mo. confirmed” oregnancies i) 27 56 66 Wajor.conganital anomalles: L L T;:;:}gdr‘;ﬁ;\zﬂup
. . . . - . . B-weekly through
— During randomized study, most births full term, similar rates PTD, stillbirth for pregnancy

CAB and oral PrEP, slightly more miscarriages CAB.

Pregnancy Incidence Rate 100PY Original Study and OLE

Blinded period Unblinded period ®=OLE

Incidence rate per 100 PY

Blinded period Unblinded period

Mo. pregnancies® 57 122
— # pregnancies significantly 1 during OLE
(relaxed LARC requirements)

12

OLE

367

Relaxed LARC requirements, optional oral lead-in

From start of OLE until 31 DEC 2023

2472 participants
joined the OLE

410 participants
had = 1 pregnancy recorded

312 participants
|
| had 21 pregnancy with a recorded outcome

[ Utrmsound =t
Week 12

HIV testing and
safaty
assessments at
monthly visits
through to
pregnancy
outcome

» Pregnancies were categorised by exposure into

+ CAB-LA injections during pregnancy

+ CAB-LA injections prior to pregnancy only, or
+ No CAB-LA injections (TDF/FTC group)

* Note: participants are no longer randomised

(n=64 pregnancies al time of OLE start, n=261 incident pregnancies)

320 pregnancies with 1 outcome
5 pregnancies with 2 outcomes

325 pregnancies with recorded outcome included in safety analysis




Initial Evaluation of Injectable CAB-LA Safety During Pregnhancy —

084
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HPTN 084 Open-Label Extension (OLE)

Delany-Moretiwe S et al. AIDS 2024, Munich, Germany July 2024, Abs. SY2503 d

HPTN

HIV Prevention
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[
1,
<

L

Active CAB-LA Prior CAB-LA No CAB-LA
n (% or IQR) n (% or IQR) n (% or IQR)
Total no. pregnancies 212 68 45
Median age at pregnancy star (years) 28 (26-33) 27(25-30) 27 (24-30)
Median no. previous pregnancies 2(1-3) 1(0.5-2) 2(1-2)
Mean no. previous live F/T births 2(1-2) 1(0-2) 1(1-2)
Pregnancy history
No prior pregnancy 20 (9) 17(25) 4(9)
No previous poor outcome 138 (65) 38 (56) 30 (67)
Previous poor pregnancy outcome 94 (25) 13 {19) 11 (24)
History of STls pre-pregnancy 158 (75) 44 (65) 24 (53)
Median BMI (kg/m?) at pregnancy detection 27 (23-31) 27 (24-33) 27 (23-31)

— Most pregnancies CAB exposure (86%); baseline
characteristics of pt similar btn group.s

Pregnancy AEs

Active CAB-LA  Prior CAB-LA No CAB-LA =
n (95% CI) n (95% Cl) n (95% CI)
Any Grade 2+ AE incidence rate* 376 (337-417) 282 (208-374) 238 (168-326)
;‘.‘, 751
Pregnancy-related Grade 2+ AE incidence rate® 38 (27-53) 47 (20-93) 31 (10-73) ‘;
Gestational hypartension 9 (4-17) 6 (<1-33) 6 (<1-35) S sl
Hyperemessis gravidarum B (2-14) 12 (1-42) D (0-23) =
Aftertirth pain B (2-14) B (<1-33) D (0-23) 'g,
Pre-eclampsia 3(1-9) 0(D-22) 6 (<1-35) % 25
Meconium-stained amniotic fluid 2 (<1-8) 0(0-22) 0 (0-23) g ’
Premature labour 1(<1-8) 0(0-22) 6 (<1-39) =
Foetal distress 1{<1-6) 6 (<1-33) 0 (0-23) 004
Post-partum haemorrhage 1 (<1-6) B (<1-33) 0 (0-23)
Cephalo-pelvic disproportion 0 (0-4) B (<1-33) 13 (2-45)

— Incidence rate pregnancy Gr 2 AE similar btn
groups — > active CAB > no CAB.
PT labor, preeclampsia, highest in no CAB grp.

CAB Injections Prior to Pregnancy

Active CAB-LA Prior CAB-LA No CAB-LA
n (% or IQR) n (% or IQR) n (% or IQR)
Total no. pregnancies 212 68 45
Total no. CAB injections pre-pregnancy
None — 20 (9%) . 45 (100%)
103 32 (15%) 11 (18%)
>3 160 (75%) 57 (84%)
Median interval between last injection and first 8 (8-9) 14 (8-56)
positive pregnancy test (weeks)
Median no. CAB injections during pregnancy 4 (24)

— Most of active and group pregnancies had >3 CAB injections prior to
pregnancy, with 8-14 weeks between last injection and pregnancy diagnosis.

Pregnancy Weight Gain

Delivery: Maternal Mortality

{ CAE

1 gain of kg per mon

m Active CAB n=212 = Prior CAB n=68 Mo CAB n=45

18%
18%
17%
8%
Delivery complications 15%

6%

Ceasarean section

0%
Deaths 0%
0%

0% 2% 4% 6% 8% 10% 12% 14% 16% 18%  20%

— Weight gain during pregnancy highest in the

" L Tzime sincze Prcgn;ncy Re;ort Dal: (momh;) ; " . . .
— CS similar btn groups, rate delivery
complications similar in active CAB and no

active CAB group; none above recommended CARB group; no maternal deaths in any group

weight gain for pregnancy
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Pregnancy Outcome

mActive CAB n=212 = Prior CAB n=68 No CAB n=45

B7%
Full-term birth = 37 weeks 24% : Background
67% rates
5%
Pre-term birth <37 weeks § 1% o B%-27%,
S h W25
Stillbith/IUFD = 20 weeks J‘il"w 0.3%-4%
I O
Spontanecus abortion <20 weeks 31% =
13% 15%-30% |
Elective abortion &b\ﬁb—- 18%:
9%
W 1%
Ectopic pregnancy B 1%
0%
08 10% 20% 30% 40% 50% B0% 70% 20%

— Pregnancy outcomes CAB & no CAB ~ similar by
exposure and consistent with background rates

IU Growth = Birth HC, Length, Weight Z-Scores by Exposure Group

Weight

11l g
LN ENLE

T T T T T T T T
Aciive CAR Prior CAR No CAF Active CAR Prior CAR No CAR Active CAR E

— No different birth anthropometrics btn groups

Infant Qutcomes, Live Births

Active CAB-LA Prior CAB-LA No CAB-LA
N (% or IQR)
Live infants 157 3 35
Median gestational age at delivery (weeks) 39 (37-40) 38 (36-40) a7 (37-39)
Median birth weight (kg) 3(3-3) 3(3-4) 3(3-4)

Size for gestational age*
Small 17 (10%) 2 (6%) 3(9%)

Appropriate 104 (66%) 15 (48%) 15 (43%)

Large 21 (13%) 10 (32%) 9 (26%)

Missing 15 (10%) 4 (13%) 8 (23%)
Neonatal death within 28 days 4 ] 0

1 death associated with major congenital anomaly, 3 deaths due to respiratory distress

— Most live-born infants all
groups full-term with
similar birth weight;
appropriate size for GA
highest in active CAB
group

— 4 infant deaths, none
considered related to
study product

= Maternal, pregnancy & infant outcomes were consistent across non-
randomized exposure groups and with expected background rates.

— No maternal deaths or HIV infection

- Similar rates adverse pregnancy outcomes regardless CAB exposure

- Infant growth parameters similar across groups

= CAB-LA was well-tolerated in pregnant women.
- Pregnancy-related AE rates similar across groups, including gestational hypertension

- Weight gain within normal range for pregnancy

= These initial data provide reassurance regarding use of CAB in
pregnancy; high pregnancy incidence allows for ongoing safety

information accrual.



vs F/TAF In Cis-Gender Women in Uganda and South Africa
“PURPOSE Bekker et al. AIDS 2024, Munich, Germany July 2024, Abs. SS0407

Clsgender Women

9 Ba BTz AR R S p Background Demographics Balanced Between Arms
s AR e Participants
L 1 ] A ears, median (range) 21 (16-25) 21 (16-26)* 21 (16-25)
Cross-Sectional B8 LEN SC every 26 weeks st = i Prespecified Age 16 to <18, years, n (%) 36 ‘12.""] 45 (2.1} 23 11_-1]' I ®
+ oral F/TAF placebo or F/TDF placebo (2:1) intgn;_m analysis Black race,” n (%) 2135 (99.9) 2136 (100) 1068 (99.8)

Incidence Cohort ‘ Highest education level college/university,® n (%) 183 (8.6) 198 (9.3) 109 (10.2) B4.3%
s 1| - N T TITIR 1 cee  Harslstatu,  4) s
Cisgender |_and-eislbla®. +SC LEN placebo every 26 weeks 1. LEN vs background HIV | hfa':"‘?d S 26 (1.2) 30 (1.4) 17 (1.6) 4= 7
el 1. FiTAF vs hackzrﬂund HIV Living with primary partner 148 (6.9) 132 (6.2) 73 (6.8) Uganda
F/TDF oral daily @)  Active control = [~ Secondary analysis®: | 5Tls, n (%)
MV positive, | *SC LEN placebo every 26 weeks J F'-ﬁ;‘;zfﬂ?g, Chlamydia trachomatis 520 (24.3) 562 (26.3) 263 (24.6)
recency assay Neilsseria gonorrhoeae 197 (9.2) 178 (8.3) 90 (8.4)
- Forioncesd Trichomonas vaginalis 154 (7.2) 165 (7.7) 82 (7.7)
| background Background HIV incidence [N Syphilis 57 (2.7) 63 (2.9) 29 (2.7)
_ HIV incidence Background HIV incidence iz the incidence expected withaut Prep, that would have Any prior use of PrEP, n (%) 143 (6.7) 121 15.7) 71 16.6)
been expected in a placebo group (the counterfactual HIV incidence)'” CliriealTrisks aov: NCTOMU54500 N‘Iy prior HIV testing, n (%) 1713 (80.1) 1731 (81.0) 860 (80.4)
Background HIV incidence primary Comparison Median time since last HIV test, months (Q1, Q3) 6.8 (4.7, 11.5) 6.6 (4.8, 11.0) 6.5 (4.6, 11.0)

2-3% young adolescent enrolled

1st Interim Analysis - Stopped Early by DSMB _
7 LEN and F/TAF vs Background Incidence:

A 2.41 LEN 100% effective; F/ITAF not different than background LEN and F/TAF vs F/TDF :
12 _— LEN 100% effective; F/TAF not different than F/TDF
B 1 2.02 ‘
- igt 1 w i
) 0 P« 000013 a & et Bil
oy L 3 £is Le g2 0% tib
5 815 E:
£ - g £18
5 s 0.84 :3 28 067 & E 1.20 14
= FITAF 4 L FITAF 1 : -
i N=2,134 ; :

0 i

o T HIV Incidence Rate Ratin (%' I ! A HIV Incidence ?-\ZIEL(‘ Ratio [95% Cl) !
LEN FiT4F F/TDF Lowaer than background HIY incidence Higher than backgrodnd HIV incidend Favors LEN or F/TAF [ Favors
0 infections 39 infections 16 infections
1939 PY 1932 PY 949 PY

— Zero HIV infections in women receiving twice-yearly LEN for PrEP; all pt being offered open-label LEN
— LEN efficacy was superior to both background incidence and F/TDF



Adherence to Oral PrEP Poor but Was Excellent for
LEN On-Time Injections; All Drugs Well-Tolerated and Safe

Bekker et al. AIDS 2024, Munich, Germany July 2024, Abs. SS0407

“PURPOSE 1

— Adherence to both F/TAF and F/TDF oral PrEP was low and

declined over time
Adherence by TFV-DP Concentration in 10% Cohort

F/TAF F/TDF

80 I I
g Adherence”
£ 601 = High o
] {= 4 doses/week)
& Medium
%] { ]
= 404 (2-3 doses/week)
& mLow

{= 2 doses/week

201 (< 2 doses/week)

Week 8 13 16 39 52 B 13 19 32

n 200 204 192 17 a2 106 103 101 B 43
— Preselected 10% sample assessed for TFV-DP in DBS

*  FITAF: low <450; medium >450-<900; high >900 fmol/punch
*  F/TDF: low <350; medium >350-<700; high >700 fmol/punch

— Case/control analysis found medium-high adherence to oral F/ITAF
was associated with 89% protection from HIV acquisition (OR 0.11,

95% CI 0.012-0.49, p=0.0006)

100 4

—

80 4 Adherence®©
= mHigh (> 4 doses/week)
‘% 501 Medium {2-3 doses/week)
'g 40 4 mLow (< 2 doses/week)
£

20 4

04

Matched controls”
n=159

People who acquired HIV
n=37

— Cases=persons who acquired HIV; Controls uninfected, matched on site and
baseline VOICE risk score from same visit as HIV diagnosis visit of each case

Excellent adherence to on-time injections for LEN and for LEN
placebo

Injections were on time? for:
» 91.5% (4545/4967) at Week 26
= 92.8% (2025/2181) at Week 52

On-time injection similar on LEN
and placebo (F/TAF and F/TDF)

— Adherence to LEN defined as on-time injections, <28 weeks from last injection
— Pt who presented late required negative HIV test to reinitiate product, which

included reloading with oral LEN or placebo

Injection site reactions were mild and decreased frequency
with subsequent injections (only 4 d/c in 25,329 injections)

100

o o0
o o

s
(=]

Participants (%)

20

LEN and F/ITAF were well-tolerated and safe

LEN F/TAF F/TDF
n=2138 n= 2137 n = 1070

Adverse Events®, n (%)

Nodule

LEN

Placebo
(FITAF « F/TDF)

Pain Swelling
LEM Placebo LEN Placebo
(FATAF « FATDF) {FITAF + F/TDF)
EHEE .- mEE =l
& A9 &y & Ao & A9 &V R R ¥
ST S0 St ST
AL Pt FE P
W No ISR Grade 1 W Grade 2

Any 1631 (76.3) 1665 (77.9) 830 (77.6)
Grade z 2 1111 (52.0) 1078 (50.4) 533 (49.8)
Grade >3 B8 (4.1) 95 (4.4) 20(4.7)
Serious AEs 39 (2.8) 85 (4.0) 35 (3.3)
AEs leading to discontinuation of study dru 5 (0.2)0 2 (<01} o]

AEs occurring in 210% of participants, n (%)

Headache 185 (13.3) 352 (16.5) 155 (14.5)
Urinary tract infection 307 (14.4) 305 (14.3) 163 (15.2)
Genitourinary chlamydia infection 300 (14.0) 317 (14.8) 129 (12.1)
Upper respiratory tract infection 271 (12.7) 274 (12.8) 121 (11.3)
Nausea 144 (6.7) 234 (10.9) 142 (13.3)
Vomiting 125 15.8) 235 (11.0) 107 (10.0)

Lakb y abnormalities, n with 21 post-baseline result 2126 2113 1054

Any Grade = 1, n (%) 1929 (90.7) 1904 (90.1) 959 (91.0)

Six deaths” all in the F/TAF sroun: none related to studv drue per investisator



Pregnancies Were Common and Rate of Adverse Outcomes

B oURPOSE 1 Similar to Background Rates in General Population
Bekker et al. AIDS 2024, Munich, Germany July 2024, Abs. SS0407

LEN FJ'TAF FITDF
Participants and Pregnancies, n (%) .40 — Pregnancy not uncommon ("'9'10%)

A Bl A B »  _ Stillbirth & miscarriage rates not different with
Confirmed pregnancics " £ % LEN vs to oral PrEP and none significantly
Completed pregnancies 105 (54.4) 119 (54.3) 53 (54.1) diﬂ:erent than expected background rate.
Stillbirths 3/105 4/119 1/53 (1.9%) _ _
Births Sosetpouneas 55 (28.5) 45 (20.5) 21219 — NoO signal of increased adverse pregnancy
Interrupted pregnancies - ;;:.::’I’ie‘j;f:;:::&ém 50 (25.9) 74 (33.8) 32 (32.7) 0 UtCO m eS Wlth L EN .
Induced abortion * -30% of biachemically 30 (15.5) 40 (18.3) 20 (20.4)

detected pregnancies
Spontaneous miscarriage® 20 (10.4) 34 (15.5) 12 (12.2)

Additional Studies LEN PrEP Ongoing in MSM/TGW, US Cis-Gender Women, and Injection Drug Users

Overview of Lenacapavir *
(LEN) for PrEP Trials

Trial Poputation i Size 2022 2023 24 025
Cisgender adofescert South Africa 5,010 = =
PURPOSE 1 irls and young worren and Uganda ;m:;gim: mm-um
*“‘47' enacapaic infections 14 £ LEN amm .

pu POSE 2 Cisgender men who have US, South 3,000 ‘
Phazes sexwith men, Transgender  Africa, Peru,
women Transgendar men, Brazl, Mexico,
Injectable lenacapdr: || oy onbioary Argenting, and
Thalland
opu RPOSE3 Cisgender women us 250
HPTN 102
Phase 2
Injectable lenacapavir
VPURPOSE &4  Pepewhoinisctdngs  Us 250 v
HPTN 103 s *
Phase1
Injectable fenacapavir
Cisgender men who have France 262
PU R;POSE 5 sexwith Transgender  and UK
e Wwomen, Trarsgender e




Thank You For
Your Attention!

CAN YOU IMAGINE
THE END OF AIDS?
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