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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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=== Current status with antiretroviral therapy available to pregnant and breastfeeding women

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

4 million new HIV infections
averted among children

2015 2018

= Scenano if no antiretroviral therapy had been available to pregnant and breastfeeding women

Cumulative 4
million new
infections averted
in children due to
maternal ART
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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 WWomen
Varies Considerably by Geographic Region

Eastern and southern Africa
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Western and central Africa

— A decrease in coverage
since 2016 (really 2014.
in west/central Africa
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New Child Infections Have Only Slightly Decreased

Estimated Annual Number of Children Acquiring HIV . .
By Region, 2010-2023 84% of the 120,000 new pediatric
infections globally are in Africa

L ——

41 % west/central Africa

43% east/southern Africa

|

despite 94% maternal
ART coverage!

Number of new HIV infections

B Eastem and southern Africa [l Western and central Africa Asia and the Pacific Latin Amenca
B Middle East and North Africa ] 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 @UNAIDS | £



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

24%

Global 29 000 56 000

Per cent

B Mother acquired HIV during pregnancy or breastfeeding

Different primary
issues regionally:

12 000

75 100

I 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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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%)

Source: UNAIDS epidemiological estimates 2024: aidsinfo.unaids.org
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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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B Number of children living with HIV (aged 0-14 years) receiving antiretroviral therapy = Number of children living with HIV (aged 0-14 years)
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Among Children Living With HIV Not Receiving 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 00O 600 000

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

Technical Brief on Paediatric

— |Identification of older children 5-14 years with HIV and L0 Caseding:
initiation of treatment remains a priority (see UNICEF e
Technical Brief on Pediatric HIV-Case Finding)

OC == (@) unicef® |for every child

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



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 HIV Incidence in Adolescent Girls/Young Women 15-24 Years

Global and Global Alliance Countries Subnational Levels, Sub-Saharan Africa 2024
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— In 2023, 210 000 [130 000-280 000] adolescent — Highest incidence AGYW is in southern
girls and young women acquired HIV globally Africa (>1/1000 per year)

Source: UNAIDS epidemiological estimates 2024: aidsinfo.unaids.org @UNAIDS | &
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Pregnancy, ARVs and Prevention of
Vertical HIV Transmission Cascade
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Pregnancy and HIV Status in Pregnant Adolescent Girls and Young
Women (AGYW) in Eight EGPAF-Supported Countries

'i}v ‘ Fudiainr: I.II:IS ruundaiin
- ' 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 neWIy d I ag n Osed ) Propor: t::' of new ANC - New ANC HIV+ clients with known HIV vs newly dx with HIV by age s
chenfs B o F al > OO0
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— AGYW age 10-24 years made up 46% of all ANC pt Jan 2019-June 2023
— AGYW made up increasing % of ANC attendees from pre- to post-COVID
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HIV positivity new ANC clients by age
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i sl i el S b Ao g N o A — Modest decline in newly dx AGYW overtime but % remains higher 15-19 then yrs
— % AGYW who are HIV+ increases with age = Underscores importance of integrated FP and HIV services targeting

— ART coverage in AGYW in 2021-2023 was 99-100%

AGYW and integrating long-acting prevention for AGYW without HIV



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 o ISIRmak Kdapodvyz g k S

Infant HIV diagnosis months of age

Trends in HEI Diagnosed with HIV and Infant HIV Positivity, African Countries, 2018-2023 i“r No. of HEI diagnosed with HIV '. ey 4
e % diagnosed at 2- | B
20,000 2.2% g, Infant HIV positivity 12 months of age ﬁ
1.9% Absolute - B ¢ % of HEI diagnosed with HIV among 2] A‘
_ 16,000 re % change those tested ;‘
I %
‘s 12,000 1.4% 1.3% 1.3% » . ART linkage
g o + % of HEI diagnosed with HIV who were
(7 2 I
£ 8,000 R inked to ART
2 e ART Linkage, by Country Program, 2018 vs. 2023
4'000 0% 10% 20% 30% A0% SO% 60% 70% 80% 0% 100% 110%
I
0 asme 2018 —
2018 2019 2020 2021 2022 2023 :,:,.':. 2023 —
— Number/% of infants dx with HIV has declined over time (note: reflects only infants iz “_t
who come to EID services, not necessarily reflection of overall MTCT rate) Morambique —
Malawt «
Proportion of HEI <12 Months Living with HIV Diagnosed by 2 Months of Age, Zimbabwe — | 95% Target
African Regions, 2023 iy B E
West/Central Africa Eastern/Southern Africa lj::r:l‘: — :
n=410 n=9,245 (thiopia * !
South Sudan —— I
South Africa [ }
Cameroon L )
DRC — ]
— Linkage to ART remains <95% in many PEPFAR supported country programs (only
36% 47% 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
— Proportion of HIV+ infants dx by age 2 mos is lower in West/Central . . .
than East/Southern Africa — missed opportunities in EID services t|me|y treatment to infants with HIV.



.....

Universal HIV Testing of Children at Age 18 Months, South Africa
Silere-Maqetseba T et al. AIDS 2024, Munich, Germany July 2024, Abs. OAB2106

= |n 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

Hexa-4 Vaccine Coverage vs Annual Live Births — Increasing but not yet universal g
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— Hexa-4 coverage was 70% compared to estimated population, reasons why not universal needs
investigation.

— Increase in % tested in those vaccinated from 32% in 2018 to 45% in 2023.

—48% increase # children tested annually from 238,392 in 2018 to 352,827 in 2023: 1.35 million of
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.

B months of age @ Proxy HIV teating coverage among Hexawalent 4th dose recpients (%)

= Highlights missed

opportunities for
universal testing.

Indicates need to
scale-up
integrated EPI
and HIV testing
services at age 18
mos to close the
pediatric HIV case
finding gap and
also find children
not presenting for
immunization.



Elsbernd K et al. AIDS 2024, Munich, Germany July 2024, Abs. OAC2202

Differences in Risk Factors Between High and Low HIV
Transmission Settings — Mozambique and Tanzania

= Cluster randomized trial of 6505 pregnant HIV+ persons and their 6602 infants at 28 centers
= All infants 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

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

Birth 1.3(1.0,1.7) 0.5(0.3,0.9)
6-week 2.3(1.9, 2.8) 0.6(04,1.0)
12-week 3.6 (29, 4.5) 0.7(0.4,1.1)
18-month 6.8 (4.8, 9.5) 1.6 (0.8, 3.3)
T T Farriasia
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Baseline Characteristics by Country

Individual factors

(N=3969)

Age (years) - Mean (SD) 20.8 (5.54)
Disclosed HIV status - Yes 3684 (92.8%)
ART regimen

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

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

Other 5 (0.1%)

None $3 (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¢/mi)

Suppressed 2733 (68.9%)

Not suppressed 1229 (31.0%)

Not availadle 7{0.2%)

Maternity staff per 100 HIV-positive

dalivarias 2311

— 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%)
793 (31.3%)
7 (0.3%)
28 (1.1%)

45.1 (0, 1230}

2360 (93.1%)

348 (13.7%)
2188 (86.3%)

2309 (91.0%)
208 (8.19%)
22 (0.9%)

9.9 (5.0)

Infant diagnostic testing

"2 v
Abbott mPIMA . - Cagheid Canaipert

i

Adjusted Odds for Risk Factors for Vertical Transmission

5% Cl_ooval. Time of infant HIV detection  aOR

208
VL not suppressed at delivery 2982

——a—  [1679,5205) <0.001|

Age (yoars) 097 ] [0.94, 1.00) 0085 Bath 2839

p-value No ANC attendance by 2nd trimester  1.31 3 [0.79,217) 0.301
6-wook 3199

<0.0001 Non—disciosed HIV status 088 4 [047,164] 0683
0.0658 Timo on ART (woeks) 100 # (100,100 o248 . S
<0.0001 ART regimen at delivery

(ret: TOF+ TC/FTC + DTG) 18-month 1058

- TOF + ITCHFTC + EFV w1 4 [068, 1.81) 0682

s 15 ™ ({066,345 0333

- Other 000 | 0.991
* 0000: 0 S WSV
s — Delivery viral load was only factor associated with MTCT, with

association holding into postnatal period.

< o.ooo:« Maternal Delivery VL and Infant

-nu.um:‘

HIV Status by Age

Tanzania —

- A —

—

Infant HIV status and Biming of HIV detection

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

Higher mom VL in
all age of dx
Only 10.4% had

mother with delivery VL
<1000 vs HIV- infants

Only 4.8% had
mother with delivery VL <50
vs HIV- infants



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 |f <4 WkS then LPV/r ART >4 Wk 3 Resistanlce Mom/Baby by Drug Class and Mutation

— By age 18 mos, 117 infants dx with HIV (2.9%). £

| 3969 MLWH and their 4015 HIV- oxposed 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 tlest one completed PR test
L] ]
39 matching mother-infant pairs
« Both have at least one successful resistance test
* Respective dates of test are no more than 3 months apart
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Drug resistance mutations n: i
Drug resistance mutations (%)

Pl Access

P1 Major
NNRTI
NRTI

Child (m=T75 [l Miather (n=TE

NI Access
INI Major

— Mothers: Any DRM 43.6%; NNRTI 39.7% (mostly K103NT, E138AGKQ), NRTI DRM 5.1% (mostly M184V), InSTI 1.3% and Pl 2.6%.

— Infants:
accessory), P1 1.3%

5]

19 mothes-child pair g 3
TR mgtar 20 metser L=
{4875} (5LI%} £ -
withs CiRM wic DRM -
g
1% infariy A infants 1-1-|rr|-nn l.'mm_ =
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B Transmitied Acguired

— 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 DRIM.

Ml Access

Any DRM 61.3%; NNRTI 57. 3% (mostly K103NT, E138AGKQ, Y181YCF), NRTI 17.3% (mostly M1841V), InSTI 6.6% (1.3% major, 5.3%

= ~50% moms had DRM

— Infants with tDRM developed new DRIM (7/15) more frequently than those without tDRM (7/24).

(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 ™ i

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

= Screening for syphilis in Liberia was low compared to screening for HIV.

= Estimated syphilis in pregnancy in Liberia causes 1,260 fetal deaths, 530 : HIV screening 80%

neonatal deaths, 940 cases congenital syphilis and 350 PTD annually. 180,335

= Revised national guidelines in 2020 to recommend 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. m\— gai“ the trainer

............ — County ownership

= October 2023 conducted facility survey for data Jan-Aug 2023 across TITRRPITINYY  — Onssitetraining

67 facilities and interviewed 256 providers. =

= Introduction of dual testing increased syphilis screening nearly 10-fold
to 75%, almost mirroring HIV screening (80%). for Syphils atthe 1S ANG Visk: Jan-Aug 2023 women treeled with B2 Jen - Aug 2023 rom

patient chart review

= 97% of 256 providers said they use dual HIV/syphilis screening sereening preanant women

coverage rate tested

at first ANC visit. 75% 83,159 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
Pregnant Persons in 8 PEPFAR-Supported Countries

e
P PEPFAR
w Vrazo AC et al. AIDS 2024, Munich, Germany July 2024, Abs. THPEE600

(S/USAID

= 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 N .
% Pregnant women recei\ljpg ANC HIV .& s_y_:pl hm.s Itfsting_u country % Pregnant women wutr: po?si.til\:lﬁ.rll\.l orjfy:_pi r:ii.!ii.test by country °/: Pteg.n.ant:.vtlc:)r.nen g tattir)g. HI-.Y c.or..sy_philis: treatment by country ¥ v ot -
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e  my -
g3"-\. 'i-;ef ° ®
“_ . ¥ — x T
4% Ug « o e
. T e ————————————— f"_:“".‘n.r o - .
- HIV testing at ANC1 averaged 96% = HIV positivity rar"gec_l _from (_)-.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

.%

)4'

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

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

= Used ScanForm (>80% national completeness); customized data
collection tools, with ScanForm app on phone “reads” handwriting

>98% accuracy, automatic monthly reports

Testing Rates for HIV, Syphilis, and HBV for ANC Women

800,000 Nov 2022-June 2024
87% dual
700,000 i J“ . :)l' ttl:lple
s 7178% ¢ esting
% f o
500,000 ‘
62,235 2% i
oo 520671 § w2 ;‘,‘5“\‘.
& (13.00%)
bl 974
300,000 t ot o520 (0.06%) \ 18.4%
© 10 9% ) 22T%)
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Pregrant women MV states ascertained  Tested for Syphils Tested for HBY Type of Test

HIV Test and ART Status by Hepatitis B Test Outcomes
Hepatitis B test

HIV Test and Negative Positive Not Total
ART Status Tested
N M 487,157 6,068 196,773 [ REIEY
iNopetive 70,60 0.88 2852 100.00
o 6.362 163 2345 8870
New Foslin .72 1.84 26.44 100.00
- 15,145 536 337 19,028
Pos. on ART 79.50 282 17.59 100.00
y 5,107 133 3,753 8,003
Not Tested 56.79 148 Il 3 100.00
3.7 D00 206, 726,589
Total l 7 s 1
70.68 0.95 2837 100.00

Distribution Single, Dual, Triple Testing of 726,899 ANC women

HIV Test and ART Status by Syphilis Test Outcomes

Syphilis test

HIV Test and Negative Positive Not Total
ART Status Tested
Negativ 513,940 17372 158,656 639,998
SNOERSIVe T4A8 252 23.00 100.00
New Positive 5.963 LIS 1,862 8,870
67.23 11.78 2.9 100.00
13562 3,108 2,558 19,028
ok S AR 71.27 16.33 1239 100.00
, 6954 581 1458 8,943
Not Tested 77.33 6.46 16.21 100.00
540,419 22,100 navs 726,559
Total 7435 304/ 261 100.00

6,900 HBsAg-positive: 6,201 HIV-negative or not tested, 22 100 syphilis positive: RPR or VDRL to

enrolled in HBV rx program with TDF/XTC; 699 HIV+
(4.3%) on ART or start ART, >98% on TDF ART

confirm; if not available, presumptive treatment;

~1in 5 (4,153) were also HIV+

00 061

B -----------:u---j HIV
g ;h mmnﬂ:mu.mus \E ] B 4 B ored
5 18 Result* Negatve, Result*
- - — = :‘_“.:::':.‘ e Negative (- Porstrve. Negative/
: : Positve (+ )/ Not Done Positve/
;== e | w | R
h *>-‘-_-_-_-:§ T W Wy P | Wy Rs
) - 100 - |3 YO DOOIODC
H 470 B3E = :
i ScanForm . % 'S =23 o iy e 5
] -t & [E O OODOIOOC
HIV Coinfection and Associated OR for Pregnant Women
. HIV -
Discase CoInfection Logistic Regression Results
Rate (%) “l.\ /ARI Odds Ratio Adjusted OR
Status
(95% CI) (95% CI)
Negative 1.00 1.00
Syphilis 14.92 New Pos 5.18%** [154, 554 1.76%** [1.62, 1.93]
l oV \IH' 0.77“' {6.50, 7.96 0.95 [0.58, 1.53]
\ ative 100 1.00
Hepatitis B L7 New Pos 2.05*** [1.76, 2.41 1.20* [1.02, 1.42]
Prev. ART  2.84%** [2.49, 3.10] 1.13 [0.35, 3.58]
Negative 1.0 1.00
Syphilis & s x - R Uht S
0.38 New Pos 5.87*** 384,899 1.83** [1.17, 288
Hepatitis B . n
Prev. ART 11.46°** [9.11, 14.42]  0.67 [0.09, 4.85)

p< 0.05 "'p < 001, "'p < 0.001

HIV/syphilis: 14% coinfection: 1.8-fold 1 odds if newly dx HIV+
HIV/HBV: 1.7% coinfection: 1.2-fold 1 odds if newly dx HIV+
HIV/syphilis/HBV: 0.38% triple infection, 1.8-fold odds if newly dx HIV+

= ScanForm effective for monitoring performance

87% had integrated testing coverage with HIV

= High prevalence coinfection HIV/syphilis



Intimate Partner Violence (IPV) and Vertical HIV Transmission —
sz 46 African Countries: Decision Analytic Modeling ol

[ o
. . CIHRIRSC
R 45 Kuchukhidze S et al. AIDS 2024, Munich, Germany July 2024, Abs. OAC 2205 B
. . . . . . . Postratal
= Used a decision analytic model to estimate population attributable fraction e —
. . . . . . . A ___bresstiesdrg FANaTNI0n.
(PAF) of vertical transmission (MTCT) due to intimate partner violence in s/ et e
46 African countries between 2014-2022. S ARy
= Parameters from: ) g B &
" . " . . \ A AN ( - Pocnatsl
— Spectrum projection files for 2023 (HIV incidence, MTCT) N AT — e
Y \ ™| manaminaion |~ /S5 posnail
— Systematic reviews/cohort studies (impact IPV on MTCT) e i
- WHO Global Database on Prevalence of Violence Against Women (IPV) Parameters thatvary by IV (i
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
IPV PA ART Uptake . | :
. P o Central Africa Eastern Africa |
Eastorn 044
Western @ @ :‘:’3"‘"" A ? N4 r) ]
AV Central sub-Saharan . §, = o
= Africa : S - —
@ : = Southern Africa 1l Westorn Atrica
Souren Standardized PAF ’ | ART uptake / %
lzm. 'ro\ { ool e
e e s o e i 5% Borf : R
£33 Pant ywar prevasence of phyacal o wwual, o Both, veenate partrer violence (% = 10% v ot T T T TN )
Sertuve, 022 o o § [ S R =1 10+ -2 %34 9 104 454a
— Globally 1:4 women have — Across 46 countries, 14% (95% CI 6-23%) of MTCT is due to IPV, ranging & 05}
experienced IPV from 4% in Niger vs 28% Uganda ,‘ s i
— Lifetime IPV prevalence in — Settings with high PAF coincide with settings with high ART uptake: 210 Jorai 25778 30734 3538 404a .‘;;a
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 highest (20%) among 15-19 year-old pregnant
27% to 44% + In countries with low ART uptake, reducing IPV has smaller impact on MTCT adolescents; lowest among women 45-49 years (6%)

= QOver 1in 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.



Implications for Programming: Preventing Vertical Transmission

= Triple elimination is a strong example where the HIV response can be
leveraged for broader health gains. This is becoming a global imperative.
Syphilis rates are climbing worldwide and this includes congenital syphilis.

= Countries in Africa are beginning to pilot triple elimination and there is
significant co-infection between HIV and syphilis, so this is not just good for
triple elimination, its essential care for women living with HIV to be tested and
treated for syphilis .

* In high burden settings, closing the “PVT" gap should focus on adolescents,
HIV retesting, and on HIV prevention before & during pregnancy and
breastfeeding.

= Data shows that addressing “structural challenges” including inter-personal
violence has an impact on vertical transmission because it lowers AGYW risk.
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Accelerating Treatment Optimization for Children South Africa
Silere-Maqetseba 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

— 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

Mational 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% 10 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

Adolescents on DTG in Europe and Thailand £} eppice
Scott K et al. AIDS 2024, Munich, Germany July 2024, Abs. OAB3803

\'?

Zn<Penta

'R

= 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)

oy Viral Suppression <50
_ 1. 58/788 (7%) had VF

Female 607 (50%) oI SN e § ol Mjci'oa/” ;'m;6t° ;/ L
¥ e - 41%by 9% w
i . 3 89% 91% 2 i
Median age yr 14 yr (11-16) ‘j . s e e g A= 8.3% by 144 wk
Perinatal HIV 1020 (95%) 8 &g . —/
% 3 °
Ethnicity: Black 20 (42% Ll -929 i v v , S
thnicity Wer]\(';t 25? (374) S 88-92% suppressed at 0 ] % " 12 » Adjusting for age, sex and ART/VL status,
-| e ( 0) 24-192 weeks DTG Time since DTG start (weeks) : i i
Asian 130 (11%) e : : : —— . ‘ ’ higher hazard VF associated with female
Othor 105 (9%) e x o - ‘..4ART . \7 . A DTG'MS sex, ART-experienced & VL >200, hx VF,
i L Stat t tart i
Region: UK/Ireland 382 (31%) Viral Suppression by ART & VL Status nc| ‘ence y atus AtoTe a and UK/Ireland region
Ukraine 282 (23%) -~ at DTG Start_93% (95% C1 90.95) iz e SR e
Spain 198 (16%) h CaAi | et e | 24% (95% C1 16:36) |
Rest Europe 269 (22%) L™ 1~ J e e
Thailand 100 (8%) J ) ' >0 n . inii
ARTNL: Naive 120 (10%) 2 — /' ! :
Exp, VL >200 163(13%) —¢ T LE
Exp, VL <200 603 (49%) | - TR OIS0 et 3 :
Exp, unk VL 345 (28%) *— ART dog WL <N0ckm ; 3% (95% Cl 2-6)
< == ART axp Y1 o o o o .
Median duration ART yr 9yr(5,12) ity S r . e = =7 =
o sl st e DTG famades! Time since DTG start (weeks)
Median CD4 710 (492, 973) Safety .
Advanced disease 127 (14%) * 26 (2.1%) had 52 AE (5 SAE) potentially related to DTG MOSt ART—experlenced When Started DTG
Median calendar year 2018 (2017-2020) " 5(0.4%) had 25 AE related to elevated lab . ~90% were su ppressed on DTG
y « 7 (0.6%) had 8 neuropsych AE .. . .
- 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

Viral Failure in Children on ART in Tanzania

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 15t line DTG-based ART; low-level viremia was observed in 40.5%

Viral Failure Defined as >1000 c/mL

E100Y _ s
g | L — History of low-level viremia (51-
g ™ 999 ¢/mL) 1 hazard of VF
;i e >1000 by 1.6-fold:
3 " 40.1% HR 1.63 (1.4, 1.9)
3 —
% *1 ,_,I'/I_ 270%
3 ﬂé.‘—""—'./ :
? ' l';mﬂ-l.rpﬂi:l. ‘ :
Humizer at rss :
Vi W T s wm e
; e R s — Greater risk VF with higher levels
3 E[ é‘%‘% o Of low-level viremia:
§ 7 " c/mL
E r—— sz el LLV 51-199: HR1.39 (1.1,1.7)
g 25 D :;? °
E e * LLV 400-999: HR 2.03 (1.6, 2.5)
o
¢ 9 i 2 3 4 5
Follow-up years
Humber ad nek
WL =20 1058 e G [+ 420 107G
WL 51-100 542 481 353 265 193 ¥
VL 200-386 241 1 183 137 I 55
WL 400000 2TT 247 184 145 100 582

Viral Failure Defined as > 200 c/ML

1004

Mo LLY
— LY
&
B3 754 T1.2%
E —
3 St
% sty ] J__,_H-r"” <0 001
gE T
&4
3
el
5
O il
B _//" 270%
—
v} a 5
Fiodlorw-ug yRars
SR W NS
Mo LLW 1558 1150 0] &2h 420 ima
LU 100 a7 B4 374 246 120
1004 BE 4%
=== Y DAk I
= —— — WL Ei-189 T A%
= WL 200=309 g
§E' 75+ = WL &D0-B00
E Cwerall g0 004
38
504
E§_ 34.T%
N Ry
%E 254 G
- 27 1A
=
01 —
3 4 *
Follow-up yaars
Mumiber at risk
WL =50 1558 15 B&E 620 &0 ITe
WL 51-1609 542 481 353 265 193 =]
WL 200-309 241 164 100 B 30 1
WL S00-000 27T 202 a5 48 23 i0

— History of low-level viremia
(51-999) 1 hazard of VF >200
by 3.9-fold:

HR 3.85 (3.3, 4.5))

— Greater risk VF with higher levels
of low-level viremia:
c/mL

 LLV51-199: HR1.41 (1.2,1.7)

* LLV 400-999: HR 9.37 (7.9, 11.2)

= 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 e _
- = - w e e [
Genotype Results Received ' = 1
(n=136) e 130 27%
3 . . 7% o 15%
Ao 11% T8

3% 6%

= -
] 124
9
amplified I

302
189 ol
Bl . 138
144 1
o 978 96% %
1 33/124 . Ll 1%
27% = 7% - ™ T8
33 £ 08, o
. 2y .
Applications.  Applications  Genotype -

% TG resstance ‘
Ameong 33 CALHIV 0-18 yrs with confirmed resistance to DTG: e R mERT et [ e | e [ e e e | s il Eaiacr | Tk i
ART REGIMEN AT GENOTYPE = = il e e o i o =
AZT ITC DTG, 8% — Susceotible 0-14 Low Level 15 - 29 B Intermediate Level 30 - 59 mHiagh Level 60+

= DTG resistance was confirmed among over one in four
(27%) CALHIV with confirmed viral failure on DTG ART.

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

TOTAL SAMPLES WITH INSTI RESISTANCE (N=33) MOST COMMONLY DETECTED INSTI RESISTANCE
: MUTATIONS (N=33)




Genotypic Resistance to InSTI, PI, and TAF Uncommon in Children with
= 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" line ART following 15t line ART viral failure on [ 20 chkdous g 145 Yoy g % Wi AT
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 (13.7%). e

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

[T R ee—— S— e g— P—
100 48/454 76/454 g o H |
e S, B g

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

H B0 St b M M} d bl b b ed SESh’ ST
A 18/226 27/230 36/229 43223 £ $ o4 H | ] )
3 \ 21 major NRTI 13733 4053 s Y= i
_ § “T | iilmbitililmh mutation (p<.01) (39%) (75%) ’ °! VT Y *!l
; 5 X q < ; X § 2
- ‘ Rarcomaed A - N N N I\ & N
mutaton (p=0.66) ©%) (%) | (4%) | (0%) | Ul o T = 4 s B 7
m. _:T—:‘?‘ i -:-J —:—:‘:E’-— :‘::‘—;o o Suscepsoity i Tenolovie FTCATC ABC oV
21 major integrase 29 | on7 om2e o9 é“é“g‘ 5 §E£56 §5£6 8556 (p=0.002) 0% (72%) : |
i e ] ool A o TN T S A |DRW | ia Tenofovir 333 053 [ Potactal Low-Lovel Resistance ([l Low-Lavel Resistance
r -y (p=0.053) (9%) (0%) B 1ermediate Resstance I HonLevel Resstanco
v Loiaret ASC: stacawr. FIC o0 TG tnmvu

-wm Resstarce [l Hiph Level Resstance
— In children with VL >400, resistance was uncommon to randomized anchor drug, wit
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.

h — Intermediate level TFV resistance observed only in the TAF amm but was uncommon & no
K65R mutations detected. 3TC resistance more common ABC or AZT vs TAF (72% vs 36%)



Weight Gain with DTG vs SOC ART in Children

g in Odyssey Trial -

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

192 Week Follow-Up

* 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: ODYSSEY B:
First-line ART Second-line ART
N=383 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% LPVI/r

72% LPV/r 2nd-line

3rd 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 BMI change baseline — 192 week, stratified by weight group

=14kg cohort <14kg cohort 214kg cohort <14kg cohort
nT:c.n.Tl (152w} nm-:a_g:;.::1nzn| um.s;;:-%n?zm DTG.50C Hawh
= e — b 1 wdfon it F—— o= o E
; = ;I:UJU-! ] - : 3 :_:.i"" - . ‘ ? ::.', | B i ) | = = + *..+_‘..| a2 N (] |
L) PoLs > o N a1 YT
5. = . . 51 7 -"I;-" sl "1 orasocen - | 1] 44
b ] Mean weight gain L, | ; § 14 L5 * ] e
? 2 - DTG 13.5kg, ;‘c" g A E : | 5 off it R
ol A S0C 12.4kg i e o < O —
Weight and BMI 1 greater in DTG than SOC children in >14 kg cohort but similar in <14 kg cohort
Newly overweight/obese Prevalence of overweight/obese  —Children in 214kg cohort gain more weight with DTG vs
s o T s e W . . .. SOC; small differences in weight/BMI between arms
5 i —Children in <14kg cohort gain weight at similar rate in
bl = AR both arms
i ’ | 0.86 0.28 %I:‘
- P P2 s pe0.95 p=0.66 . . . ;
3 - J ¢ . —Few children newly overweight or obese in either arm
-.Hh:_ oTo r.,:'.-\:.“=I = —"

B TG N SoC

Few children newly overweight/obese in either arm; —Overall, over 1_92'Wee_k foIIow-uP, DTG_'based_ABT
observed prevalence not higher than general population was not associated with excessive weight gain in

babies, children and adolescents




Effectiveness and Safety of TAF ART
S<ZPenta iIn Children and Youth with HIV in EPPICC

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

(:} eppicc

= 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

Age al ART initiation, years 3.1 [0us, 8.8)
Aga al TAF stari, years 158 [12.7.18.5)
Calendar yoar 2018 [2017, 2019)
ART experienced 553 (96%)
of whom, VL<50aimil 305 (55%)
VLES0ciml 145 (26%)
VL unknown 103 [ 18%)
Previous treatment fadure 212 (3T%)
Prévvious TODF use 309 [(54%)
Ancher drug: INST 335 [58%)
Pi 157 (2T%)
NNRTI 4T (8%)
Otherimixed 38 (1)

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

Viral Suppression at 48 and 96 Weeks

Vel el — e
168/196, - Cumulative VF by week 96 was 5%
86% (80, 90%) (95% CI 3, 7%) and similar if prior hx

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

ART exp., VL unknown

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

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 p/y)

Rate 100 p/y Gr >1 Lab AE
- total cholesterol 20 (95% Cl 16,24)
- HDL 17 (14,21)
- LDL 13 ({10,18)
- triglycerides 12 (10,18)
- =10 for other markers (APT, ALT, AST,
creatinine, phosphate, calcium, Hb, glucose)

117/129, -
91% (84, 95%) =

21/35,

60% (42, 76%)

22/23,

VF or not

96% (78, 100%)
Those suppressed at TAF start did best

o 48 i) 144 182
Tima simce TAF siar (woaks)

Figure 2: Time lo discontinuation for reasons other than

simplification/optimisation and unknown reason

" 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

a 48 o8 144 102

Tirray garcy TAF siar] | e b

Effectiveness outcomes: (i) Viral suppression (viral
load (VL) <50c/mi) at 4896 (+12) weeks among
those still on TAF; (ii) viral fallure defined as: failure
o suppress <50cml within 48w, or 22 consecutive
Viz400c/ml, or 1 V0L2400c/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 (50/200/25mgq) if wt >25 kg or low-dose
(30/120/15mg) if wt 14-<25 Kkg.
= New formulation tablet for oral suspension (3/75/15/1.88mg), berry flavor, suspend in water; evaluated in infants age

>1 mo and Wt 6'<1 4 kg Efficacy Median CD4 Ch Q1.Q3
) HIV-1 RNA < 50 ¢/mL (Missing = Excluded)*® —— _ge fat, 9%
- Wt 10-<14 kg, received two tabs BID (n=14) Group 2 Group 3 S S i e i G
- Wt 6-<10 kg, received 1 tab BID (n=15) il BtemevWeian  -S-GUPRCDLN  -e-GmpXCN
Cohort 4; Group 2 (10 80 < 14 Kg); 1 = 14*| Cohort 4, Group 3 (6 90 < 10 kg); A = 15° ad : = o
Age, months, median (range)* 0221057 8028907 ;z. 100 gg - i 5 g
Weight, kg, median (range) MNIMO13I8) 808008 g 80 17 “w 3 0 i . il v Gg
Feenale at birth, n (%) 8(57) 1"(79) 3 . 82 1 ‘ s 23
HIV-1 RNA clml, median (range) 48(19.304) 19 (19.67,000) Sy o 000 ! ) ®
MIV-1 RNA 2 80 o, n (%) 6 (46 0 {40 20 '5'7'-"q - " =3 15
CO4 count, celisil., median (1GR) 1573 (1126.1987) 2300 (1563 2680) 0 X -
COM count, %, median (IQR) Vo n M3 (288404) . : ‘. n .= .‘, Wook .‘ 12
Vertical transmission, n (%) 14 (100) 14 (03 Wetk - 8
% suppressed increased from basellne both groups
e Med (IQR) exposure to B/F/TAF was

Group 2: 54.5 (20.7-61.7) weeks — Overall, absolute CD4 stable and CD4% increased from baseline

A = B/F/TAF tab for

Acceptability

Adverse Events o Popeiid Pttty suspension for young
::vbtnpanh, n (%) Cohort 4; Group 2 (1010 < 14 kg), n = 14 | Cohort 4; Group 3 (6o <10 kg); n = 18 i i Group 2 Orown s
y TEAE 6 (a3 14 (539 rou rou .
:A;.:::uu.:um g ‘clx;', ”; . l = . l I . . . Infa ntS ShOWGd
sercn TEAS favorable safety and
TEAE leading 10 study drug discontinuation 0(0) 0(0) .
_Grade 34 laboratory abrormalities. 2(14) 427) 2 | 1B | 8 8 B 8 | B efﬁcacy and hlghly
— 1ptin Grp 3 had Gr 1 purltls conS|dered related to study drug BL We4 W24 oW wa BL  Wkd W24 e W .
— The only Gr 3-4 lab AE was increased amylase (all 6 had Gr 2-3 @ oy oy @) it B 1o B on T i A b Q - acce ptable toca regiver
amylase before B/F/TAF and increase transient and asx ;
Y ) — Most caregivers report easy to prepare and palatable to infant to prepare and to mfant

to take.



Implications for Programming: ART for children

= DTG is working! Viral suppression rates are increasing in all regions including
among treatment experienced children. DTG is well tolerated and does not result
in weight gain.

* Most kids who experience failure on DTG therapy will resuppress with adherence

support, but DTG is not infallible — resistance is on the rise although high level
resistance with multiple mutations is still rare.

= New treatments for children are coming!
— TAF is well tolerated and approved for use in children >2 years.

— The regimen TAF/FTC/Bictegravir is available as a low dose child friendly
formulation and recently as dispersible tablet for use in infants 1 month and
older.

— TAF/FTC/Bictegravir is not yet available as a generic but the regimen is well
tolerated, highly effective and offers option of a universal regimen for all PLHIV.
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High Incidence of Tuberculosis in Young Children with HIV,
'S_?Ef Western Cape South Africa

Anderson K et al. AIDS 2024, Munich, Germany July 2024, Abs. OAB1703 V

= 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 Timing TB Dx

Child HIV diagnosis Maternal HIV diagnosis — 626/2219 (28%) dx with TB; 25% dx culture confirmed .
26% 1 :0% n=368 with ‘T8 before ART n=22 with T8 before” & “after” ART n=236 with ‘T8 after ART” “::-(?m::" ’»'::'(:::'(l)
=l el i e ik — 9 o“:’zoxx 157 's.;‘-a)u:-
year st n=626 _”‘ e :c:w-n ;;1 :o.nmn‘) 0466 10440.37)
23% after 57% before delivery ::T:l?;ﬂl i et s i a;e o.m:.:s 111)
41% before age 1 year . oo mememe e e ;,9?63;;‘ 33«3:‘;14‘4
— Maternal TB during pregnancy/PP (80% linked data) Immumodetiency category tme updated  None/mid : I
- 12% of children with vs 7% of those without TB diagnosis corkoed
— 90% (n=1190) start ART, median age 5 mos o ) 9 o Unknown 075 (052.107) —
- Viral q o 'l < Ref
— Median time HIV dx to ART, 13 d (IQR 6-32) — Overall, 5% CLHIV died; 1/3 not started ART, 36% e e
—» Median FU from birth, 38 mos (IQR 24-50); from deaths in children dx with TB ‘eveforearr 7% (n=26/3%0) 1000998395 292 (147510
. ’ ‘TB after ART' 5% (n=14/258) 21,000,000 5.39(2929.96)
ART Start’ 26 mos (lQR 14_40) No TB after ART 2% (n=26/1644%) Models adjusted for sex, year of birth on:;‘r’::;s child TB, with death & loss to follow-up a3 (C\"\’prlrnqr‘vt’n;'\
— 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:
@2 by Child Age (Mos = Child Age (Mos) & Time Since ART Start Viral load ries after ART start . .
e & ge (Mos) - ge (Mos) el B L — Older children dx with concurrent
£ 16 3 20 p . .
¥ 3 i = . HIV/TB, associated with
< : - I immunodeficiency at time HIV dx.
S 8 10 . .
. 3 | — Younger children despite early ART,
3 4 3 s Iy Lol s oot i ' ith i
22 s lH | NS TR |I [ Ay dovelop TB assoclated with immuno-
02 46 85101214161820222426283032343638404244464850 = 3 57 9 111315171921232527293133353739414348547 8 — MOSt Wlth TB dX after ART Start def|C|ency and elevated VL.
Child age in months Time since ART start (months) .
8 Before ART start  m Early ART (first 3 months) Age<lyecar WAge 1to<2years Age 2 to <3 years WAge 23 years :]noonsSaL‘;tpeF;rz;S-re(:tZ:‘tidand 12 u ReC: Strength en Chl Id H IV
— 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 5 d (IQR 0-31) — Median time btn HIV & TB dx 12 mo (IQR 7-21) withgutTB teStIng & €a rly ART Start’ Support
CLHIV with TB before ART: HIV dx older age, with = CLHIV with TB after ART: HIV dx younger age, started VL suppression, stre ngthen 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. THPEB069

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

. . . _ Baseline Child HIV/TB Notification Frequency and Trend 2007-2021
Demographics of Child TB Notifications 2007-2021 Yearly Child TB Diagnoses Stratified by Age Group and HIV, 2007-2021

HIV HIV

___________

Child TB notifications

___________

1
* HIV Positive Infant - 1to 4 years - 510 15 years " :

Gray:Cl N,
— Cases TB in children | btn 2007-2021 all ages

— Predicted overall HIV prevalence 55%% (<1 yr, 70%; 1-4 yr,
50%;
| | — Yearly trend in HIV prevalence by age 2007-2021
— <1yr:-2.5% (-3.6, -1.4)
| | — 1-4yr. -1.3% (-2.4, -0.24)

., 6075 children with TB: median age 3yr (QR 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) HlV, eSpeCiaIIy 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 (Period 1 “before”) vs Jan-Mar 2023 (Period 2 “after”) in 153 clinics southern Nigeria

Understandng our system *  Desgnated HRH for testing, logistics
*  National gudelnes , management, data reviews
*  Needs assessmen t - T8 dagrosis in 'h.’. 1 th z *  Virtual and on-site capacity buldeg
ANHD / = Sewplfied testing algorithm
*  Resources avallable for TD testing, Initial *  High-frequency inventory monitoring
«  Possbiley for adaptation considerations Creating a structuce
*  Service provider capacity regarding the host  for implementation
setting
. Learning from experience Pha“ 4 phm 3 . Onaite mentoring/monitoring
Improving fulure Ongong Mtruchare *  Weekly performance reviews
sppieations orceimplementation. | ©  Supportive feedback
begirm

-h wnam  heswen - ‘ Capacity bullding for service providers in Cross River State

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

O gt e 0 e ) —45.6% tested for TB with LAM
-« o —18% tested positive
I Uptake of TB testing using LF-LAM among children with AHD Ouutcomes of TB Testing using urine LF-LAM among children
with AHD
—mm BN 16 (18.0%)
e 3(10.5%) 59 (69.0%)

— 215 children with AHD; 40% dx
AHD Period 1 and 60% Period 2

— Median age 2 yr
2 (22.2%)
L TaN)

Porodl Peviod 2

Period 1 Period 2

8 Dd ot hove LT LAM done * L LM Come
# Negative = Posktive

— 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

P
I jiecrs

Children with HIV — MSF Experience

Moreto Planas L et al. AIDS 2024, Munich, Germany July 2024, Abs. THPEB(052

= 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 TP FP FN__ TN (95% CI) (959% CI) (95% CI) (95% CI)
Xpert-Ultra on stool,
astimate (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 B1 30% (11,60} 100% (96,100) 100% (44,100) 92.1 (85,96)

M: 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.
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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 lathon estimates of ALMIV 15-19 2017-19 I .
able population estimates o years Figure 1. PHIA estimates of proportions of diagnosed and undiagnosed ALHIV 15-18 years 2017-2019 F.I:unr . PHIA estimates of propertions of diagnesed and undiagnosed ALHIV by age 2017-2019

Testsl ALHIV Disgnosed ALHNY Undisgnoted ALHIY e . |
Extmate % PEe E shmare N PR shmafe B4 PR [ Np— s ol s ome

Cameroon [2017.16) 0T 0650 [ 40m 45 8957 1888 TATT.1a0e | TR

15T years 12,041 4 260 1R EDY 2 LRCEL ] B30T 2383 0668 L% BT B {Pediagnoned

1810 years T 1vZ.10273 1.300 0. 2004 5437 arm.pgm | & Usdagnosad
Eihinpla (201718 WEG  04A.2TH0 | taEm BE30 - 20,808 a5 5% - B,302 - s

1517 years 13,17 & BET . 20,378 ETH 3 406 - 1667 ch ] 0- 7,34

18- 10 ypars 5, Gl 1 9T . 405 4375 1002 - 7,388 1,411 0 - 3451 e BN ]
Banya (201819 41 877 o5 S . 5T T 35 OT4 20 385 - 40 7o & 803 8IS - 13 T

11T yides 122 o7 B . 4 4L ITEIR £4 430 - 40 840 4593 0 -5 . o

15-18 years BE14 3,718 - 15810 1535 2062 - 13018 2378 0. 4,848 o
Marmibis (2017 W08 7,208 . 10,845 1430 5,780 - B070 1589 T34 . 2483 a0 iz

1517 years 5,380 3,936 . 8 524 4555 1337 . 5679 7l 185 - 1784 6% s

15-19 years 164% 7 3% . 4 ORd 2778 1 855 - 3 BSA ET4 468 - 4 583 W
Rwands (701515 7,458 473610180 | 5365 3479 7 55 2083 B41.-3845 e

1517 yoars 4 504 2,550 - & 560 1343 1874 - 5,012 1,981 0-24%3 .

18- 15 yrars 5 8 0 . 4 51 2023 T - 30 w2 5 - 1,810 : 1%
Iml1w|. g B T Gl - 118 503 | 65 T3 40801 - 52 TBS ¥MoMEE 19T [ . =

1517 yoars. e 14 49 (09 - 5 1 AT AT I THE - 0 G I 2058 - 2015 ! o

i ; e e Fwands AN coumrs

e Bt LLALL ANk L AR AR Camarosn  Erhispis Wan  vue W pen  mm v e W e v g |an
— There was an estimated 95,945 ALHIV across the 5 countries - 0""“““ o R - e
— Across all 5 countries, 30,162 (31.4%) were estimated to be undiagnosed — Overall, higher % of ALHIV age 18-19 years were undiagnosed

(37.9%) compared to ALHIV age 15-17 years (28.7%) across
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.

— Cameroon highest proportion undiagnosed (78%) , Kenya/Namibia lowest (16-17%)



Facilitating Adolescent Access to HIV Interventions through

Age of Access (AoA) Policy Reform i e e
Kavanagh M et al. AIDS 2024, Munich, Germany July 2024, Abs. OAF4104 <

= Collected national law and policy documents globally for HIV testing/treatment. o ——
e RS Adoption of AOA Policy Exemption from Parental Consent SR — ;
‘:'mou parental consent under muonal policy? C'.- ' ’ y . 2 E
Adopted: National law/policy does not require adolescents e 4 “ 1% i = JOp——
(zn years) to obtain parental/guardian consent in oeder to ~ P ] > 12 o ¢ e piems v Wiy
access HIV testing and/or treatment S S "‘,. — ::‘._::::_.:.:_
ouu’r\ wrm0xmfnr:::3lmmm::mm H)“n .’:_{"1-'::{ W . E—
E pob e ok d f they include a tlanke! ‘xr* —
ox mpomlovommlsnf isk (0.9, sexvaly active - ;
adolescent) wivch does not rely on provider’s judgment. ) ¢
Age of Access Policies Africa ' Age of Access Policies vs Consent to Sex vs Age of Majorlty : » 8
e :“ ST — In 16 countries PrEP Policy
= \ e adolescents can Age of access for HIV testing, treatment and PrEP
e U Bk -0 o legally consent to s || b T
; sex before they - 2 0
R TR — can access HIV i
T ! testing without horens 5 et .
b e _ " it w1 ESA | parental consent G ] ; -
e N | — 24 countries o |
Bl of e G, b, et g G, have delinked i A o S
ey AoA for HIV > : - Te—1 A
bie-claia i::::"-::LmJ DeoraaBonas, dac Tome wnd Frivcion teStIng from age s A— . - dte -
B e of majority . =
= 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. —» Most countries without clear policy on PrEP

— Several that do have policy set PrEP

= 24 countries have delinked AoA for testing from age majority/maturity. 2coess older than HIV tesing

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



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

(HIVST) as Alternative Approach to Case Finding in Nigeria

ECEWS
X | 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 linkage rates  Figure 2. Case-finding and linkage rates for
for HIVST HIVRTXs

— 274,107 AYP tested with RTKs, with 2,452 (0.9%) HIV+ (2,409%, 403 7) 274107

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

MUmbey o1 Numberof AYP  Case-finding Number linked

AYP reached for Linkage rate (%)

5 tested positive rate (%) to treatment
HIV testing _ 0.4% 97.7% 0.9% 98.8%
HIVST RTK HIVST RTK HIVST RTK HIVST RTK HIVST RTK
23,441
Female 12232 17461 69 2049 0.60% 1.20% 67 2023 97.10% 98.70% _ 6 4 oaii 242
Male 11_209 ‘}9,495 17 403 0.20% 0.40% 17 300 100.00% 99,00% N af AYD Sirba or A ey Nurnber Bnked ¢ Mumbar of AYP Mumber of AYP tested Number linked to
ool umberof ATEiesied  NUMDErinkedi0 reached for HIV testing positive treatment

Total 2344 274107 86 2452 0.40% 0.90% 84 2422 |97.70% 98.80% reached for HIV testing positive treatment

— 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
Fhamacy-rovided PIEE BLodiam  received: 1) education on HIV, received the same education, Received Incentive | Total
HIVST and PrEP from trained -
pharmacists or peer educators at ot - b e anq Feo Confirmatory testing No Yes
_ . were offered the opportunity to
community pharmacies; 2) one ) ) No 78 42 120
HIVST kit; and 3) encouragement €arn @ non-monetary incentive (44.3%) (22.8%)
to access further care after HIVST upon linking to confirmatory HIV i :
as per national guidelines at one of  testing at partner health facilities. Yes 98 142 240
6 partner health facilities. (55.7%) 77.2%)
— Mean age AGYW enrolled 20.5 yr (range 15-24 yr) Total 176 184 360

7 — 240/360 (66.7%) presented for confirmatory test after receiving - AGYf\_N whlo recelvlc_akd Inon-flnanm?I mcer;.twe were
3 the HIV self-test S|gn.| icantly more likely to return for confirmatory
_ . . testing (77.2% vs 55.7%) (p<0.001)
— HIV positivity rate among the 240 presenting for confirmatory
testing was 1.3% _
' = 2
— All dx with HIV were started on ART Makongora H 2/61=3.3% 9/58=11.9%
— Overall, 18.1% of AGYW who were HIV-negative were started A DuRTENY S obealit
I ‘ on PrEP; differed by site. Buhongwa HC 0/45 6/45=13.3%
. . o . Nyamagana Hospital 0/35 5/35=14.3%
‘[ = Community pharmacies are a promising location to engage AGYW  suuugic 1452 2.2% it K
PrEp . . : _ z S
= with HIV prevention and care M Ty g EoEE
“ [~

= 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

f‘_ " impact relationship with provider
i | — 149 (96.1%) thought the test would improve
adherence
— 140 (90.3%) wanted test performed at
Nepithve | Positive

subsequent visits

= 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.

33 (84.3%)
2 (5.7%)

n=23)
4 (17.4%)
19 (82.6%)

37 (63.5%)

Poiml..'e
Megative

Subset with VL

— Test done for 58 pt, 48 (82.7%) of whom had viral failure at enroliment.

— Among the 58 tested, 35 (60.3%) were suppressed at last 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% CI 61.2-95.0)

Sensitivity
Specificity
Positive predictive value

Negative predictive value



Prevalence and Consequences of Low-Level Viremia (LLV)

@ uplift iIn 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 LLY prevalence by year

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

- /

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

= |n addition to not being
suppressed at 1st VL, LLV

predicted subsequent risk i 50 51.999
of VF in ALHIV. =

factors were associated with LLV at first test

emographic f

Factors OR C1(95%)

Age 1.09 103125
0.60, 151

Mode of HIV
acquisition

052 179

— Older age was associated with having LLV at 1t test, but not
sex or mode HIV acquisition

— 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 18t 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
>1000 more likely to fail as those undetectable at 15t VL.



Experience/Acceptability of Long-Acting Injectable (LAI) 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 youth 12-24 yr —
reportlng on qualltatlve data from 1st series of interviews

Key Eligibitity
Criteria

Optional Long term

Screenir
Screening extension phase

Table 1. Main study sample characteristics

= e .,...,‘ e R OveraIIAcceptablllt of LAI s e

Mean Age in  20{13- 20({13-24) 19 (15 17-23)
(£5D) in 22)

o 2= 223k Yo | 24y N Overall Cohort 1 | Cohort 2 | Cohort 3 Other Perspectives on LAI
yesrs Female sex  15(63) 4(50) 4(50) 7(88) —24 n=8 n=8 n=8
Female sex 85(63) 38(64) 15(43) 32(80) at birth "'
MR % MeanViat 20 (19- 19(19-20) 22(1949) 19(19-19) Preference 8 7 - Who should get LAI?
VL (IQR) st 19(19- 19(19- 19(19-  19(19-19) peoduct 49) for LAI Adolescents should be the target
product 19) 19) 19) switch population for the injection,

Mean 19(16 1915 19 (16 20(18-22)

u T: 14(6-17)  12(4-16) 17(9-18) ART Naive e dogy IS ARG ARG Pills okay but 1 0 0 1

( . - time on
T L A ARve ) LAI better Qg ] Vo should provide LAX? Healtn
ARVs (1QR) (Mean) . S providers that are professional, friendly,
SOt TS w22 0ew 1) plldest 1) &) 2(88) e — All youth have accepted 2-year extension phase for [5, with the skill to deliver injections.
(pernatal) (perinatal) -

Note. Values are N (%) unless otherwise specified. pOSt-trIal access to LAI
. . . . L . Where should it be accessed?
Qualitative study population characteristics similar to main study Convenient, quick, confidential and

youth friendly spaces

— Adolescent experiences and approach to LAl varied depending on stage in treatment cascade

ﬂnalmusug_donezl 1te rovided
Cohort 1: Adherent to ART: Cohort 2: Adherence challenges Cohort 3: ART naive >
* ‘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:
Vo IMPAACT 2017/MOCHA Study Week 48 Outcomes

IMPAACT

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

| cohort 1 Cohort 2
| (retain background cART) (switch from background cART)
| Total n = 55 Total n = 144:
| 30 (CAB) and 25 (RPV) 44 (Cohort 1 roll over) and 100 (Cohort 1-naive)
W o OEW
B
OR
ORAL OAW or CBW :
RPY @A
= : - =
! i al E I 1 6 &
~ o _I : T
w -

Injection Site Reactions (ISR) for CAB, RPV, Overall

Percentage of Patcopants weh I5Rs (%)

Werk 4 Week & Week 16 Week 24 | Week 32 Week 40 | Weak 48

Mnmbot of p-mop- s with in| |odm

- 34% reported ISR, 90% Grade 1, 89% resolved by 7d
- Pain reported by 44% CAB, 93% RPV, all pt reported

preferring LA injections to oral ART
| - Adherence to dosing nt|erva was 97.9% to wk 48

CM O«vm cne Ow CIA 0‘ (‘M Oui c:e OQ' CPB Mﬂ

= 37% had drug -related AE, 99% <Gr 2, no
drug-related SAE; only 1 pt d/c injections

Variable

Value

Age (median [min, max])*

15 years (12, 17)

Female

51%

Black or African American

74%

Acquired HIV vertically/perinatally

92%

Body Mass Index (median [min, max])

19.5 kg/m? (16, 34)

Weight (median [min, max]) 48 kgs (35, 101)
Pharmacokinetics
; CAB
g . P
§ o ;
o
5 Moo
% M—‘
& 2
2 _.‘.._......_.‘—--_..‘_.._.._....

Study Week

= Trough levels CAB (2.77 ug/mL) and RPV (67.9
ng/mL) in adolescents were similar to Adults, and all - Continuing through wk 96

were well above protein adjusted ICq,

RPV

Viral Response

— All 140 pt in Cohort 2 were suppressed (VL
<50); per FDA snapshot, 97.2% were viral

success.
— No confirmed viral failures.

= Virally suppressed adolescents
switched to LA-CAB/RPV
g 2 mos had:
- No unexpected safety events
— Trough levels similar to adults
"~ Maintained viral suppression
— Despite injection pain, all
indicated preference for
injections over oral ART



Implications for Programming: Adolescents and HIV

= Analysis of PHIA data suggests that there are large numbers of undiagnosed
adolescents...we don’t have a global estimate, but we need to ensure “case-
finding” includes adolescents 15-19 years.

= Bring services to where adolescents are, increase access to HIV self-testing,
link services to social networks, use non-traditional access points such as
pharmacies — all of these strategies work. What is needed is quality scale-up
of these services.

= Long-acting injectables containing cabotegravir and rilpivirine work well for
virally suppressed adolescents on treatment — well tolerated and much
preferred, but not yet approved by WHOQO as a preferred regimen.

= Urine dipsticks for tenofovir detection could be useful to screen for virologic
treatment failure.
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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. THPEC 184

12 monans

Mentoh fac Ty visst in fosr

* Analyzed PrEP awareness and acceptability in women testing HIVV-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%
Univariate Associations with PrEP Awareness

Awaronows of PrLP among POIW by Age group

Older age §

4
Percentage with awarensss of PrEP
Awarsnass of PrEP among POI'W by Level of Education

~ [
— B aOR 3.96 (1.9-8.1)

o [N Higher education
«= [

evud PVTNeVS in Jast 12 monts

HIV Status of s

b @
Percentage with swarensss of PrEP

Awarenenss of PrEP smong PEFW by Health faciity vist in st 12 mootha

3
sitec clinicllast T2 mog
Not vated |

° L] 0 32
Purcentsoe with swarensss of PP

Awaconass of PrLP among POFW by Residence

Urban

Unknown

MY Negaive

Urban residence
|

o

w0 o0 30 @
Pearcentape with swarsness of PrEP

Awacensss of YEP among PEFW by MV status of sexual partners

aOR 9.21 (3.0-28.5)
HIV+ partner last 12 mos

HIV Positive

o

40 w0
Percentape with swaceness of FvEP
Awaronass of PYTP among PRFW by Wealth Quintios

|m¢.u
Pourth
Third
Second

Lowost

. Higher wealth quintile
aOR 3.81 (2.2-6.7)
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= PrEP acceptability was high, 68.2%

Univariate Associations with PrEP Acceptabilit
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Acceptability of PYEP among PEFW by Age growp

7

Acceptabiity of PrEP among PEFW by Level of Education
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Acceptabiity of PYEP among PBFW by Resdence

x 40
Percentage with acceptance of Ml

Acceptabinny of PYEP among PBFW by HIV status of sexual panners.

s
I |

EH

»
Porcentsge wih scceptance of Prep

Accoptabiity of PYEP among PBFW by Wealth Quintile

Parcontage with acceptance of PripP

= 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.



Preferences for PrEP Services in Sexually Active AGYW —

3 : : : :
& Discrete Choice Experiment (DCE) Zimbabwe =
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 e e |

PrEP Product Oral, vaginal ring, injectable

= DCE questionnaire paper based, interviewer administered Venue for PrEP Local ciic, CHW, pharmacy

= Presented with 2 program choices with option to select neither (no PrEP) mnnelk il Erioalae
Service integration AGYW services only, general services, SRH services

= Each pt given 9 choice sets from 1 of 4 randomly assigned ?aires PIEP Cost No cost 52, 35

Which option would you prefer as PrEP program? Would you like a programee to Attitud e health worker Friendly, welcoming; unfriendly unwelcoming
Which PrEP product would you prefer icthapecs wo\;mELo(u bﬁs'{,",":“( - SUPUIGH DA 200 ol of
pay to access PrEP (in "7 [open AGYW to have a more positive : :
g egam—et e to use to prevent HIV? attitude towards AGYW accessing Time spent venue Few minutes, 4 hours, 8 hours

P e——— SRHS, such as PrEP and family . .

R - Irgactable _ planning Support program for parents Available, not available
Q » X
= owipe [ = —r! D— Relative Preference for Program Attributes o
% = ‘g4 ‘) PrEP product Vaginal ring —— GHS: Garmeal Moait Services
s .E § O | 5 - N l (vs Oral) Inpactable -
e 0% 20% 40% 60% : Venue CHW ——
- - o w0 | (vs Pharmacy) Local public clinic -
S v nsed ~ Where would you prefer to access 2 Distance ~2 hours walk ——
s 5 PrEP? P (vs Walkable in fow mins) ~8 hours walk s
20 | SHRS for all e
et (vs GHS for all) GHS for AGYW —al
Tarvcn rtngmon R et 0wt o S 56 B
- :-': a:: Pharmacy - ‘What is the level of portal o Eh Fee Per 1 USD increase <o
(g ee— e A ) friendiingss 1o you on & scake of 1 to 18, (vs Unfriendly)  Friendly G
AR $5.00 Comuty e W 10 bng ver Enportantt Time at the PrEP venue  Per 1 hour increase 5
workers
.| Parents programme Yes

- ’ ’ $0% 60% 80%100% ; (vs No) ==
soter Sodusvg o =SS5 — : 1 - Constant Option A D
oo e ——— How far would you be willing to travel ' (vs Neither) Opticn B | e

ey to access PrEP? *
.-..;.«...Lﬂ L= o . 05 1 15 2 25 3 35 4
P cotacionvenne | By - 3 ' 65% never selected “neither” Odds Ratio (95% CI)

r e 4|

-..w-vum: - — - Aboy alk from i . . . .
e : : = PrEP programs can be optimized to reach sexually active AGYW if
pssarD e | LY ] W [x W Not a walkable distance L | .
- i , Sy rg o™ -
e gl ; w e = = PrePis:
e 0% 20% 40% 60% S0% 1009
Ocin 3 How much time* would you be willing . o ags . .
e A 8 Bekhec 0 spend at the venue where you - Accompanied by activities to build parent support for adolescent SRH services

Nhich option would you prefer to
YooY collect PrEP?

socess PrEP? e - Provided by friendly community health workers/clinic
ST «  Atlow cost for user

* At venues within walking distances

* Short waiting times

* Choice of injectable PrEP

fobeh Karraryal Hahrs weiont o SRHY Sl b St T e R RS e,



Evaluation of Long-Acting CAB PK During Pregnancy —
olss Pharmacokinetic Substudy HPTN 084 % HPTN

HIV Prevention

Marzinke M et al. AIDS 2024, Munich, Germany July 2024, Abs. SY2504 "8 Tiais 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 . ... ceeowu oo
pt over pre-pregnant, pregnancy by trimester, and 24 wk PP period i

= Evaluated the frequency of trough levels above protocol-specified threshold (4x-protein-
adjusted 90% inhibitory concentration [4x PA-ICq, = 0.664 ug/mL.

= Trough ratios compared between pregnant and pre-pregnant period

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) S0 50 49
Full-term live birth 45/50 (90%) I
Pre-term live birth 5/50 (10%) We th I'klg]
Total number of CAB-LA injections prior to pregnancy Mean (SD) 66.3 (15.9) 71.8(15.5) 68.6 (15.59)
Median (Q1,Q3) 19 (7,24) BMI (kg/m?)
ymber of CAB-LA injections in the y y ;
e i L R N T O ) — Median (Q1, Q3) 25.3 (22.1, 30.3) 27.6(236,31.7T)  25.8(23.7,297)
50 (10%) R :
5 3/50 (6%) CAB-LA Cyy(Hg/mL)
|6 39;50|78:0;‘| 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% Cl for median 1.80, 2.43 1.76, 2.07 223 318

Number of CAB-LA injections during pregnancy

|« 35/50 (70%)| — CAB-LA trough levels are lower in pregnancy than
5 15/50 (30%)
SRR oot T W e S ) pre-pregnancy or postpartum but well above 1Cq,




Evaluation of Long-Acting CAB PK During Pregnancy —
O34 Pharmacokinetic Substudy HPTN 084

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

<12 HPTN

HIV Prevention
Trials Network

CAB-LA Trough Levels in Preanancy By Trimester

Overall

First Second Third
Pregnant
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(2,2) 2(1.2)
CAB-LAC, » (Hg/mL) >
Median (Q1, Q3) 19(15,22) 25(20, 32 1.7(14,23) 16(1.3 )
95% CI for median 1.76, 2.07 228,294 163, 1.99 38 '
5* percentile 1.09 144 1.04 0.81
Participan i Ver - '
articipa 3sw1ha erage CAB-LAC,, ., 20.664 100 | 100 100 98 |
pg/mL (%)
*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)
1* Trimester! 2 Trimester/

Pregnancy/ 3™ Trimester/

Pre-Pregnancy Pre-Fregnancy  Pre-Pregnancy  Pre-Pregnancy
CAB-LAC,., Ratio
Median (01, Q3) 0.8 (0.6, 1.0) 1.1{0.8,1.3) 0.8 (06, 1.0)
95% Cl for median 0.7.08 0913 0.7.08 0.6, 08
& month Pre-Pregnancy (-3 injections)
Pregnancy/ 1* Trimester, 20 Trimester/ 3 Trimester/

Pre-Pregnancy Pre-Pregnancy  Pre-Pregnancy Pre-Pregnancy
CAB-LA Gy, s (HQIML)
Median (21, Q3) 0.7 (0.6, 0.9) 1.1 (0.8, 1.2) 0.7 (0.5, 0.9)
85% CI for median 0.r.08 0.9, 1.2 0.6,0.8 0.6, 0.8

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

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

Pregnamncy/ 1* Trimester/ 20 Trimester/ 37 Trimester/
Total Pre-Pregnancy Total Pre-Pregnancy Total Pre-Pregnancy Total Pre-Pregnancy
CAB-LA C,,,, 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 09,11 1.1, 1.7 0.8,11 0.7.10

A ratio of 1.0 means nd dfference babween pre-pregnancy and
preEgRancy

— Ratio of trough levels between pre-pregnant and each trimester
decline from 15t through 3™ trimester, lowest in 3™ trimester

Estimation of Area Under the Concentration Time Curve (AUC)

Oreirmll Firge Sacand Third
Pltl"l'lil". Pariod ArimaS b RS D Irimaster
Patcpants =
i |56 B4 (58 5T ({56, 1T
Median {S1, T3 429 (350, 504 148 {143, 158 137 (N2 ET 108 {77, 132

— AUC | over the course of pregnancy

CAB-LA levels (trough, AUC, trough ratios) | during pregnancy
but 100% in 18Y2"4 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 Pregnancy —
084 HPTN 084 Open-Label Extension (OLE) <%, HPTN

e Delany-Moretiwe S et al. AIDS 2024, Munich, Germany July 2024, Abs. SY2503 ¥ watider

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

Pregnancy Incidence During Original Study Randomized Period and Pregnancy Outcomes

OLE Pregnancy Study Design

- s 1464

Oivigarail #fudly BT Présust st Product chisoe
Cal-Lin TOFFTC and Consant 10
Pregaancies with a reporied ouboomss 3] w1 i::?;;?
r Unrasound at
H = H Wesk 12
1’.' Eclopic 0 PO%) 1 (1%} E IV teting and
gz . Theragse:fic/lsctive abartion 2(3%) (1% CAB 5 S s S
F . 1.4 G et o, @bt < 20wk 0 {13%) & [A%) ] MOy e
E 2 Shlibarthdinira-utenna letal death 2 20 weeks 4 [5%) & (4% a E‘Eﬂ::‘;
g Prematune fee Birth < 37 wesks 4 (5% & (4%} CAB 2 e AT
Full b ool Berth & 3T weakl 58 (T TT (B
Sl a3 ik P e Pregnancies were categorised by exposure into
Mo, CONEG® CeOnSnCies w0 27 6 56 Majof congenithl ansmalies 1 1 sub-study or on « CAB-LA injections during pregnancy
Ly W + CAB-LA injections prior to pregnancy only, of
— During randomized study, most births full term, similar rates PTD, stillbirth for P I pregnancy * No CAB-LA injections (TDF/FTC group)
. . . ' * Note: participants are no longer randomised
CAB and oral PrEP, slightly more miscarriages CAB.
Pregnancy Incidence Rate 100PY Original Study and OLE From start of OLE until 31 DEC 2023
Bindad panod Unblnded period = OLE

14

2472 participants

> 12 joined the OLE
; " 410 participants
g had 2 1 pregnancy recorded
£ 2 312 participants
E 5 & had 21 pregnancy with a recorded outcome
? Binded period Uniblirded perod OLE 325 pregnancies with recorded outcome included in safety analysis
No. prégnancies’ 57 123 267 {n=64 pregnancies at ttme of QLE start, n=261 incident pregnances)
— # pregnancies significantly 1 during OLE 320 pregnancies with 1 outcome
(relaxed LARC requirements) = IUENRNCSS Qi< fliehmes




Initial Evaluation of Injectable CAB-LA Safety During Pregnancy —
0% HPTN 084 Open-Label Extension (OLE) 2% HPTN

e HIV Prevention

- Delany-Moretiwe S et al. AIDS 2024, Munich, Germany July 2024, Abs. SY2503 o e B

Active CAB-LA  Prior CAB-LA Mo CAB-LA

n(%oriQR)  n(%oriQR) (% or IQR) CAB Injections Prior to Pregnanc

Taotal no, pregnancies 212 68 45 Active CAB-LA Prior CAB-LA No CAB-LA
n (% or IQR) n (% or IQR) n (% or IQR)
Median age at prégnancy start (years) 28 (28-33) 27(25-30) 27 (24-30) Total no. pregnancies 212 68 45
Median no. previous pregnancias 2 {1-3) 1(0.5-2) 2(1-2)
Mean no. previous lve FIT bisths 2({1-2) 1{0-2) 1{1-2) Total no. CAB injections pre-pregnancy
Fregnancy histony Maone 20 (5%) r 45 (100%)
Mo prior pregrancy 20 () 17(25) 4(9) T3 32 115%) 1 (16%)
Mo previous poor culcoms 138 (65) 38 (56) 30 (6T) >3 160 (75%) 57 (B4%)
Previpus: poor pregnancy outcome 54 (25) 13 (18} 11 (24) ;lz:llﬁg I:rl:;:;:HTT;TT;Z:;?EI'G“ e el 8189) 15009
History of STis pre-pregnancy i L) i <1 (93} Median no, CAB |:|ecnm3 dun;»g peegnancy 4 (2-4)
Median BMI (kg/m?) al pregnancy delection 27 (23-31) 27 [(24-33) 27 (23-31)
— Most pregnancies CAB exposure (86%); baseline — Most of active and group pregnancies had >3 CAB injections prior to
characteristics of pt similar btn group.s pregnancy, with 8-14 weeks between last injection and pregnancy diagnosis.
Pregnancy AEs Pregnancy Weight Gain ] )
e T R e e 100 Delivery; Maternal Mortality
n {95% CI) m [B5% €I n (35% i) ! "
Any Grade 2+ AE incidonce rate” 376 (337-417) 282 (208-374) 238 (168-328) o mActive CAB =212 wPrior CAB n=68 = No CAB n=45
Gestational hypertension 8 (417 8 {<1-33) & (<1.35) 8 o LI
Hypanamesis grawvicdanim 6 (2-14) 12 [1-43) 00-23) =
i B 21 Akt Q) g Dielivery comgplications = 15%
Pro-pclampsia 3 (18 0 {023 & (=1-35) = . &
Macornam-siained amreolic Mud 2 (1B} 0[0-23) 0 {0-23) % 8
Prmatune labour 1 [=1-6} 0 {0-22) 8 (<1-35) g Death 0%
Foatal disiross i [ied) & {<1-33) 0 (0.2} A= Jeaths
Post-panium hapmohags 1 [<1-B) & (<1-33) 0 {0-Z23)
Caphalo-pebnc dsproportion 0 (0-4) B (<1-33) 13 (2-45) v 4 & a9 1% 12% 14 6% 8% 2U
0 1 2 3 “ 5 6 7 8 9
. . Ti Pr R Date ( h
— Incidence rate pregnancy Gr 2 AE similar btn Weiaht _m;m_ i mo;_S)h tin th — CS similar btn groups, rate delivery
groups — > active CAB > no CAB. - (te'lg C?:]I;n uring pregnabncy 'ghestin de g complications similar in active CAB and no

weight gain for pregnancy



Initial Evaluation of Injectable CAB-LA Safety During Pregnancy —
O HPTN 084 Open-Label Extension (OLE) 3%, HPTN

HIV Prevention

Delany-Moretiwe S et al. AIDS 2024, Munich, Germany July 2024, Abs. SY2503 8 s Networs

Pregnancy Outcome

B Actve CAB n=212 = Pnor CAB n=68 Mo CAB n=45
Full-term birth winihs i 4 Backgnound
rales
| I—
Pre-term birth <37 weeks W 1% | B%-22%
L F sk . .{'I
. b [oa%-4% |
Spanianeous aboreon we 5 ‘
13 [ 15%-30%

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

IU Growth — Birth HC. Lenath. Weight Z-Scores bv Exposure Group

e
=

— No different birth anthropometrics btn groups

Infant Outcomes, Live Births

A ey frercasta - reeRstA -, Most live born infants all

Liwe infanis 15T 3 35 grOUpS fu"_term With
Madian gestational age at delivery (weeks) 39 (37-40) I8 (38-40) AT (37-38) Si milar bi rth Weig ht’
pdian birth weight 3 (3-3) 3 [ 3-4) 3 (34 . .

SRS appropriate size for GA
Slnforgovatore 0 T . highest in active CAB

Srmall 17 (10%) 2 (6% 3 (9%)

Appropriate 104 {B6%) 15 (48%) 15 (423%) group

Large 21 (13%) 10 (X2%) B (26%)

Missing 15 (10%) 4(13%) 8 (23%) — 4 infant deaths, none
Macnatal daath it 21 dye o " considered related to
1 death associated with major congendal anomaly, 2 deaths due fo respiratory distress 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.



Complete HIV Prevention HIV with 2x Yearly Subcutaneous Lenacapvir

& vs F/TAF in Cis-Gender Women in Uganda and South Africa
FPURPOSE 1 Bekker et al. AIDS 2024, Munich, Germany July 2024, Abs. SS0407

P Randomized E-lir-ded Cohort i Background Demographics Balanced Between Arms
Week 0 Week 26 Wedk 52+ [ Characteristic | LEN.n=2138 | FMARn=2137 | F/TDFn=1070 [CHREGELIG
L L I rs, median (range) 21 (16-25) 21 (16-26) 21 {16-25}
+ oral F/TAF placebo or F/TOF placebo (2:1) interim analysis Black race,” n (%) 1135 (19.9) 2136 (100) 1068 (v.4)

Incidence Cohort
Highest education level college/university,” n (%) 183 (8.8) 198 (9.3) 109 (10.2) B4.1%
HIV megative 1 F/TAF oral daily == n= 21360 Marital status, n (%) South Africa
i and etigibie J'1™" ., o€ | EN placebo every 26 weeks fovpue drdsai oot Married 26 (1.2) 3011.4) 1711.5) 15.7%
Lv:::-lll:_lr | ] Living with primary partner 148 (6.9) 132 (6.2} 73 |6.8) nglrndi
s Bl F/TDF oral daily @)  Active control n = 1065 SThs, n (%)
HIV positive, + 5C LEN placebo every 26 weeks 3. FPTAF o FYTOR Chiamydia trachomatis 520 (24.3) 562 (26.3) 263 (24.6)
PRCENCY BILAY Meisseria gonaorrhosge 197 19.2) 178 (B.3) 90 (8.4)
i;‘;:mm - Trichamanas vaginalis 154 (7.2) 165 (1.7) 82 (7.7
background Background HIV incidence I Syphilis 57 (2.7 6312.9) 29427
HIV incidence ﬁau;-::.—u :r.'r-wrc.:v.--_-cr h !‘u‘.'c.'.r:r.lrlrcn:f:_:w!n: .;:m-u: J::Ff" that weuld bave Any prior use of PrEP, n (%) 141 (6.7) 121 (5.7) 71 i6.6)
T EADELT W 0 Moo Qroup (e counherfaoiug L) sh. = i T (o jnrprhr Hlvmﬂngln!5| 171]|M|| 1?31 {311:] mtm_db
Background HIV incidence primary Comparison Median time since last HIV test, months (Q1, Q3) 6.8 (4.7, 11.5) b.6 (4.8, 11.0) 6.5 (4.6, 11.0)

2-3% young adolescent enrolled

LEN and F/TAF vs Background Incidence:
2.41 LEN 100% effective; F/ITAF not different than background LEN and F/TAF vs F/TDF :

_ 1stInterim Analysis - Stopped Early by DSMB

: 202 (g0 LEN 100% effective; F/ITAF not different than F/TDF
k i  is '
E 14 TAF 4 +— ‘EI. FITAF +-
N N=8,094 N—§,134 i - B __ @ _ :
e 0 inleciions 39 infectiora 18 infections
1918 By 1932 By a5 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  Excellent adherence to on-time injections for LEN and for LEN Injection site reactions were mild and decreased frequency
declined over time placebo with subsequent injections (only 4 d/c in 25,329 injections)
Adherence by TFV-DP Concentration in 10% Cohort 3 . 3 " f : —— Pain swelling
i FITAF FIToF Injections were on time? for: B4 Pcbe N Plabo LN pacebn
’*”'I I jit » 91.5% (4545/4967) at Week 26 T
g = 92.8% (2025/2181) at Week 52 g “:
“ i wdm On-time injection similar on LEN 8 o
= L and placebo (F/TAF and F/TDF) 2 20
— Adherence to LEN defined as on-time injections, <28 weeks from last injection

£ 43w W m PR S SRR — Pt who presented late required negative HIV test to reinitiate product, which
W0 4 W2 1h B2 e 103 M 86 a4 included reloading with oral LEN or placebo

— Preselected 10% sample assessed for TFV-DP in DBS

*  F/TAF: low <450; medium >450-<900; high =900 fmol/punch

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

LEN and F/TAF were well-tolerated and safe

— Caselcontrol analysis found medium-high adherence to oral F/ITAF Adverse Eventss, n (%)
was associated with 89% protection from HIV acquisition (OR 0.11, Any 1631 (76.3) 1645 (77.9) B30 (77.6)
95% C10.012-0.49, p=0.0006) Grade z 2 1111 {52.0 1078 (50.4) 533 (49.8)
rade > 3 LLRERT 5 (4.4) 504471
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B 4 Adbarence AEs occurring in 210% of participants, n (%)
= B Hah (2 4 dides Persek) Headache L85 (13.3) 352 116,5) 155 114.5)
A &l i ) Urinary tract infection 307 (14.4) 305 (14.3) 163 (15.2)
s Medium |2-3 deses/week) Genitourinary chlamydia infection 00 [ 14.0) N7 (14.8) 129 (12.1)
g a0 mlow < 2 doses/week) Upper respiratory tract infection M2 274128 121 {11.3)
&' Hausea 144 (6. 7) 134 110.9) 142 113.3)
210 Yomiting 125 (5.8) 235 (11.0) 107 (10,09
: Laboratory abnormalities, n with 21 post-baseline result FaFL] 2113 1054
Any Grade 1, n (%) 192G (90.7) 1904 (90.1) G959 (91.0)
LU Sin deatha® all in che FOTAF svroun; none relabed 10 shudy dna Der invesieaior

Pecolie wha scoriired HIY Matched controls

=37 )] l'|‘?|. B
— 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



Pregnancies Were Common and Rate of Adverse Outcomes

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

LEN FITAF F/TOF
MR - pregnancy ot uncommon (-9-10%)

bt b ittt i ok »  _, Stillbirth & miscarriage rates not different with
S b _ - _ LEN vs to oral PrEP and none significantly
Sl il 1Si-a) | L H13054:9) 23 (54.) different than expected background rate.
Stillbirths 3/105 4/119 1/53 (1.9%)
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detected pregnancies

Spontaneous miscarriage® 20 (10.4) 34 (15.5) 12 {(12.2)
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Implications for Programming: PrEP technologies

* For HIV-negative adolescents and young women in high burden settings,
PrEP (oral, injectible and DPV ring) is important during pregnancy and
breastfeeding to prevent new infections in women and ongoing transmission
to their infants.

= Among adolescents and young women, knowledge of PrEP is low, but
acceptability is high especially if it is free, can be dispensed easily and quickly,
includes different options, and is offered routinely instead of based on risk.

* Breaking news on lenacapavir, a new class long-acting injectable drug that
showed 100% protection in over 2000 adolescents and young women
(including many who became pregnant and continued 6-monthly infections).

= | enacapavir adds to the existing LA option — LA cabotegravir which has now
been extensively studied and shown to be safe for women and infants.



Thank You For
Your Attention!

CAN YOU IMAGINE

THE END OF AIDS?
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