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Over 3 Million New Infections Averted in Children

Number of new HIV child infections vs number of infections averted due to PMTCT
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Source: UNAIDS epidemiological estimates 2023: aidsinfo.unaids.org



However, ART Coverage in Pregnant/Breastfeeding WWomen
Has Remained Stalled Since 2018

Coverage of pregnant women who receive ARV for PMTCT
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Source: UNAIDS epidemiological estimates 2023: aidsinfo.unaids.org



ART Coverage in Pregnant/Breastfeeding WWomen
Varies Considerably by Geographic Region

Coverage of pregnant women who receive ARV for PMTCT - by region
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New Child Infections Have Only Slightly Decreased

New HIV infection among children (0-14)
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— 130,000 new pediatric HIV infections estimated in 2022
— Although 58% decline from 2010, 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 2022: aidsinfo.unaids.org



Causes of New Child Infections Globally 2022 Varies by Region

= Globally 65,000 new child infections
— nearly 50% - still occur because .
pregnant women are not o
diagnosed and started on ART o
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= Significant regional differences:

— In West/Central Africa, 67% of new
infections are due to lack of maternal
ART and only 12% due to incident 30

infection 0

— In East/South Africa, only 29% are due
to lack of maternal ART and incident
infections account for 29% of new Global
vertical infections
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B Mother acquired HIV during pregnancy or breastfeeding 20% 29% 12%
B Mother did not receive antiretroviral therapy during pregnancy or breastfeeding 49% 29%, 67%
B Mother did not continue antiretroviral treatment during pregnancy or breastfeeding 22% 29%, 17%
B Mother was on antiretroviral treatment but did not achieve viral supression 9% 1 3% 4%

Source: UNAIDS epidemiological estimates 2022: aidsinfo.unaids.org



Early Infant Diagnosis Globally
Increased from 62% in 2021 to 68% in 2022
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continues to increase in 2022,
currently coverage is 83%.

=== Eastern and southemn Africa === \Nestern and central Africa === Global

UNICEF 2022 DATA data.unicef.org/topic/hivaids/paediattric-treatment-and-care/



https://data.unicef.org/topic/hivaids/paediatric-treatment-and-care/

ART Coverage in Children Remains Significantly Lower
than ART Coverage in Adults

Coverage of people receiving ART - by age
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— 62% of children living with HIV who are not on ART
are estimated to be age 5-14 years — so HIV testing
outside of EID is critical, such as home or self-testing

Source: UNAIDS epidemiological estimates 2022: aidsinfo.unaids.org



Progress Toward HIV Testing And Treatment
Cascade Targets, Stratified by Age

Children (aged 0-14 years) living with HIV Adults (aged 15 years or older) living with HIV
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—Children lag behind adults in knowing HIV status (63% vs 87%), being on ART
(57% vs 77%), and viral suppression (46% vs 72%)



Significant Regional Differences: In Western/Central Africa
Nearly 2 of Every 3 Children Living with HIV Are Not Receiving ART
In Contrast, 3 of Every 4 Adults with HIV Are Receiving ART
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New HIV Infections Adolescents and Young People
Age 15-24 Years

New Infections, Adolescents and Young People 15-24 Years, by Sex
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— Although the annual rate of new infections in adolescents/young people has | ~65% from peak in
1997, the decline has slowed to ~10-20,000/year in last 10 years (2012-2022)

— Adolescent girls and young women continue to have 1.5-fold higher rate of new infections then
adolescent boys and young men

Source: UNAIDS epidemiological estimates 2022: aidsinfo.unaids.org
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Pediatric Treatment:
ARV Drugs, ARV Effects, Viral Efficacy
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P B Managing Pediatric/Adolescent Treatment Failure
e in Seven Sub-Saharan Countries, New Horizon Study =% =

| Spencer M et al. AIDS 2023, Brisbane Australia July 2023, Abs. TUPEEQ9 y_~—

= New Horizon Collaborative is focused on drug donation of DRV/r and ETV by J&J for treatment of children with
viral failure on ART and building country health capacity for management of children with treatment failure
= Data from 7 New Horizon Collaborative countries — Cameroon, Eswatini, Kenya, Lesotho, Nigeria, Uganda and

Zambia — on treatment failure management cascade obtained from country programs
- 6,245 children were failing Pl or DTG-based

Pediatric Treatment Failure Cascade, 7 Countries

regimen: 2,380 in Uganda (38%), 2,259 in e — Children with continued viremia were referred
Kenya (36%), 575 in Nigeria (10%), 507 in " = M to technical working groups for review and drug
Zambia (9%), 217 in Eswatini (3%), 155 é resistance test (DRT) approval; Uganda had

vs highest rates of DRT approval but <60% of

approved tests were collected, and only 50%

— Most received enhanced adherence .
received test results.

Lesotho (2%), 152 Cameroon (2%) Number of cases summarized to IR T0T
i
counseling (EAC) and had viral ,

——— >::—  Challenges to DRT included patient fees, lab

resuppression, varied between countries Number 2pproved o AT e 100 : )
(42-88%) B 5 capacity, and long turnaround time for results.
) . ) 0 i 1
g PE;C::;::dCﬁ:;Yeﬁézllcp&rs::::‘gg?g:rcyndergOIng Number of samples collected — et _) EAC I S Stro n g too I to
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— Variability in management
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CHAPAS-4 — Second-Line ART Options for Children with HIV in

Uganda, Zambia and Zimbabwe: Factorial 4x2 Open-Label Randomized Trial
Bwakura-Dangarembizi M et al. Int Pediatric HIV Workshop, Brisbane Australia July 2023, Abs. 1 & AIDS 2023, Abs. OALBB0503

919 HIV+ children ages 3-15 years failing 15! line ART

Randomize
©
5
e S TAF+FTC ABC+3TC or ZDV+3TC (depend on
Z % (n=454) 15t line) N=461
@
Randomize
o)
53 DTG DRVr ATVIr LPV/r
go (n=229) (n=229) (n=231) (n=227)

No difference CD4 response either randomization

Virologic Response (VL <400 c/mL),

7 - o g . .
Stratified by Randomization
Male 497 (54%) Anchar drue
Age (years) 10 (8, 13) NRTI backbonc ANCNOr Grug
WHO stage 1/2 778 (85%) o with VL<400 - % with VL<400 =
3/4 141 (15%) - abes copes 89.4% = VLT Capie 92.0%
CD4 (cells/mm?3) 669 (413, 971)  , Sl 4 ; ’ o ¢ 3
(n=906) r ) i S S e g i - ,..'..' B — et v 883%
VL (copies/ml) 17 573 (5 549, 55 700) % 80 2 & f - - =1
Weight-for-age -1.6 (-2.4,-0.9) 3 PO 0008 833% F p= o 843%
Height-for-age -1.6  (-2.3,-0.8) 2 oo 3 o "
BMI-for-age -1.0 (-1.7,-0.4) 0,
1st-line NRTI ABC 53% ZDV 47% A B { 80.7%
1st-line NNRTI EFV 56% NVP 44% g ¥ 2T}
Years on 1st-line ART 5.6 (3.3,7.8) " . 3
€ 3
5 » Krvy IRV v LV p0 02, DTG v LPV p= 00
s s &
0 ¢ 24 & F 4 w 0 & 24 4 2 S
Week Woes
=ABCoZOV -~ 1N -—LPVa ~-ATVr -+ DRW -= DIG

- . % Diff: 95% ClI
More grade 3/4 (mostly bilirubin) for ATV/r vs LPV/r e )
TAF vs ABC or ZDV 89.4% vs 83.3%/ 0.004
DTG fewer grade 3/4 AE vs LPV/r (TAF superior) 6.3% (1.0,10.6)
] DTG vs LPV/r or ATV/r 92.0% vs 82.5%/ <0.0001
DEXA: Greater 1 BMD total body with TAF (p=0.04), (DTG superior) 9.7% (4.8, 14.5)
no difference z score DRV/r vs LPV/r or ATV/r 88.3% vs 82.5%/ 0.04
(DRV/r trend to superior) 5.6% (0.3, 11.0)
Increase total cholesterol and LDL with LPV/r vs ATV/r vs LPV/r 84.3% vs 80.7% 0.33
(non-inferior) 3.4% (-3.4, 10.2)

ATV/r, DRV/ror DTG



CHAPAS-4 — Second Line Options for Children with HIV in Uganda, %+

Zambia and Zimbabwe: Factorial 4x2 Open-Label Randomized Trial
Bwakura-Dangarembizi M et al. Int Pediatric HIV Workshop, Brisbane Australia July 2023, Abs. 1 & AIDS 2023, Abs. OALBB0503

= NRTI: 1 weight to wk 96: +7.0 kg TAF vs +6.2 kg ABC or zDv " ‘Anchordrug: 1 weightin all arms except LPVr
= Change in weight to wk 96: +5.6 kg LPV/r vs +6.7 kg ATV/r vs

Weight-tor-age BRI +6.7 kg DRV/r vs +7.2 kg DTG
Moan change in Woight-for-age Z-score ) Moan change in BMi-for-age Z-score )
0 000 o - Weight-for-age BMI-for-age
':{' 2 l = Meoan change in Weght-for-age Z-score : Meoan charnge n BAl-for-age Z-score
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x “‘;‘ > i 2 12 P x “&‘ > i 5 0 L - - $ - - .i 1
= ABC x ZDN ~o-TAF = ABC x JDN ~-TNF
= Non-significant 1 weight with DTG/TAF (interaction=0.51) e o = I = ;"' ,c i
e e e —TAF superior to SOC ABC or ZDV
o % a| ottt —DTG superior to SOC 2 line PI ART
8 ow—%—‘gg;.m__.—“—‘; o/'AAf¢:¢ﬁA
T T —ATV/r was as good as LPV/r
| wcem e scems o —DRV/r trend to being superior to other Pl regimens
st =y = " —LPV/r had poorest weight gain and least favorable lipid profiles
ot —Suggest need for child-friendly formulation TAF/FTC + DTG,
—AbCaZOV - A ~—sbcazv e 1 DRV/r or ATV/r for 2™ line ART



Low-Level Viremia (LLV) as a Risk Factor for Viral Failure (VF)

BIPAI

B ] l
\II)\I

in Children and Adolescents with HIV

McKenzie KP et al. International Pediatric HIV Workshop, Brisbane Australia July 2023, Abs. 3

= Chart review, 2 Tanzania BIAPI sites, of 1,042 CALHIV <19 yr on ART

1719 CALHIV

for >6 mos; FU for those with >2 VL after initial undetectable VL (<50)

1042 included at baseline

- 951% @, mean age 10 yr; age ART start 48.1 mo; 66% on DTG, 26.8% PI

= 318 (47.5%) had LLV: 51-199 ¢/mL:167 (52.5%);
200-399 c/mL: 87 (27.4%); 400-999 c/mL: 64 (20.1%)

Adjusted Hazard Ratio for Factors Associated with VF

-
o
o

0.75

670 included in outco

me
assessment

Cumulative probability of virologic failure

677 participants excluded

* 589 with <3 study visits

o 88 with missing VL
results

372 not suppressed at first
VL

Cumulative Probability VF by Level of LLV

Log-rank p<0.0001

aHR (95% CI) P value s |
VL noLLV 1
51-199 1.7 (1.1-2.6) 0.01 P25
200-399 2.2 (1.4-3.5) 0.001
400-999 3.3 (2.1-5.4) <0.0001 0.00 - . ,
Age (yl') <5 yl' 1 0 & Study foIIow-4up time (yrs) E
5-9 0.7 (0.4-1.2) 0.18 No LLV 51-199
10-14 0.5 (0.3-095) 0.03 20050 aalailin
15-18 0.6 (0.3-1.3) 0.22 : : : :
> —LLV was associated with 1 risk VF, with
utrition Normal 1
SAMMMM  66(1.03-42.7)  0.05 higher LLV levels associated with higher risk
CD4 Normal 1
Moderate 2.2 (1,2-3.9) 0.008 E .
Severe 6.3 (1.7.400) 0,009 —Age, malnutrition, CD4 count also associated




HIV Drug Resistance (DR) in Adult Clients Experiencing ART Failure After
g, Switch to DTG-Based 1%t Line ART in Mozambique

il Bhatt N et al. AIDS 2023, Brisbane Australia July 2023, Abs. LBEPB16

}Vux

NNRTI Pl IN

NRTI

= Cross-sectional study, 7 clinics Gaza Province, Mozambique Aug 2021-Feb 2022, of DR post-ART failure;
genotype conducted on samples from 716 patients (although study in adults, expect similar results children):
— age >18 yr on 15t line ART for >12 mos before switch to DTG ART and unsuppressed VL (>1,000) > 6 mos post-DTG and
2"d unsuppressed VL after completing at least 3 enhanced adherence counseling visits (EAC)

= 216 (30%) with VF; genotyping for 172 (80%), 167 (90%) successful; 130 (78%) of these had pre-DTG VL

RALavallable. j— = Intermediate-high DTG resistance in 35/167 (21%).

Em%‘ 10/25 (27%) with DTG resistance had resistance to all 3 drugs in
TLD; if 2-drug resistance, none had combined DTG-TDF resistance.

@
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TPV ul

%Eg « = Ptwith ART failure and DTG resistance more likely to have

oy ! unsuppressed (19%) or no (40%) VL than suppressed (11%) VL

DRV H H

ATV prior to DTG switch. | - -

— —I|n pt with confirmed

E\F/)g I ——— VL Pre-DTG Switch in Pt with ART Failure p 0

hy e —————— Pre-DTG sreampereyem  VF on DTG, 21% had

[%%E __ Unsuppressed Suppressed VL DTG resistance

are — ART failure 88 81 47 _

P S ot gonotyped o 8 o —Ptwith unsuppressed

e e — DTG resistance 13067 (19%) 7163 (11%) 1537 41%) Or no VL prior to DTG
0% 20% 40% 60% 80% 100% NoDTGresistance  54/67 (81%)  56/63 (89%) 22137 (60%)  switch higher risk of

Susceptible Low Level of Resistance

m Intermediate Level of Resistance m High Level of Resistance DTG reS|Stance



HIV Drug Resistance Trends Among 251 ART-Experienced
Children and Young Adults Ages 0-24 Years with Viral Failure, Eswatini

Zyambo KD et al. AIDS 2023, Brisbane Austraia July 2023, Abs. EPB0108

= Retrospective review EMR and genotype results (National Reference Lab South Africa,
using DBS, performed btn Jan 2014-Jan 2023) from BIPAI-Eswatini from 251 ART-
experienced clients aged 0-24 years, with >2 detectable VL on Pl or DTG-based ART

HIV Drug Susceptibility by Stanford Scoring System

Among Treatment Experienced 0-24yo Clients in = NRTI: ~50% had high level resistance to 3TC from

Female Eswatini (n=251)

% 100% I ' l = M184V mutation
e Q. 4 s0% ' | I I | I | | = NNRTI: Despite none on NNRTI at time of genotype

- e and many had not ever received, ~50% had high level
resistance to NNRTI, ~1/3 had high level resistance to

60%

50%

ART at time vi . o RPV
at time viral failure 144,
and genotyping 20% = Pl: ~20% had intermediate-high resistance to PI
o needing change ARV; DRYV resistance less common
S s T i s e e i e w0 [nSTI: Of 13 pt on DTG, 2 (15%) had intermediate-high
InSTI - DTG DTG resistance
ST Based ART ii***iiiiﬁi** —Shows importance of pediatric ARV drug
2/13 Clents (15%) had intormediato o high level DTG resistance surveillance to inform/optimize

resistance due to the following mutations: E138AK(1),

GRRAA. QueREA B2 future effective ART regimens



INSTI Use in Children with HIV in EPPICC in Europe/Thailand
£} eppice 2010-2020: Uptake and Viral Response %% benta

Scott K et al. AIDS 2023, Brisbane Austraia July 2023, Abs. EPB0253 R

7,835 children age <18 yrs in FU from Jan 1, 2010; proportion on InSTI increased from 1%
in 2015 to 22% in 2020; highest in Western Europe (50% by 2020 vs <11% other regions)

INSTI

| DTG (n=1085) | EVG (n=176) @ RAL (n=532) BIC (n=18) | 100% .
b2 dian [TAR — Treatment
Sex, female 577(53) 87?4(9))Or " 32$2<5é) 12(67) E 90%- 55 f. Sxpationced I _)OV€ I’a” y 1 |n 4 CLH IV
Age, years 14[11-15] 14[11-16] 11[6-15] 16[15-17] § { W e in ?u
Age group: <2 years 2(0) 0(0) 26(5) 0(0) v 80% - .
2t0 <6 22(2 1(1 97(18 0(0 c *
smimizz 259%221) 4822)7) 161&30; ogog o 70% 4 o " Pe We re On InSTI ’ Wlth
12 to <18 years 802(74) 127(72) 248(47) 18(100) @ ° i I . A 4 ) ) .
Ethnicity: Black 453(43 51(33 110(21 12(71 5
nicity White 187E18; 47230; 274%53; 1%6)) g 60% g va I’IatIOn by reg IoN
Other 63(6) 5(3) 29(6) 0(0) @
Missing 340(33) 53(34) 100(19) 4(24) E 50% L
Region: Western E 844(78) 172(98) 341(64) 18(100) > H
Eglgtr;rn&gz:trrr;l Eul:?::e 192(18) 4(2) 25(5) 0(0) £ 40% —)>80% Vlral
Russia 49(5) 0(0) 163(31) 0(0) 2
Thailand 0(0) 0(0) 3(1) 0(0) S 30%- .
Perinatal HIV acquisiti 961(97 158(97 469(96 14(93 -
C:Inennad:r yearacqUIS . 2018{20%6—19} 2017{2036-18} 2016%20%2-18] 2020{20%9-20] 5 20%- Treatment Treatment Treatment Su ppreSSIOn On
Tx status: Naive 93(9) 6(3) 43(8) 2(11) S naive _elapﬁiegggfml ) ;xse;lsgcedVL All
T . & VL<50 540(50 110(63 139(26 7(39 o o, | atINSTIstart | WO VE= with bnxnown
Tesp & visemic GE0) 244022 315 207(39) i) g 10% LT |l NSTIstant hopd | st NSTIstart b DTG/EVG, 70% RAL
Tx exp. & missing VL 208(19) 29(16) 143(27) 5(28) qc, 12m 24m 12m 24m 12m 24m 12m 24m 12m 24m ’
|Years since AR13‘)start 713 jé102})70] 7&2 22115311000] 66(1;[§:‘>1821069] 673 2-7176781] g Time since start of INSTI (months)
CD4 count (mm - - - z e -
. .. A Dolut ir  ® Elvit ir @ Ralt i —>
Of the 1,811 children ever receiving InSTI, 1085 ouregrav vregravr aregravi SUppI"ESSIOn lower
. 0
(60%) received DTG, 532 RAL (29%), 176 EVG = Among all those on InSTI at 12 and 24 months, >80% among those ART-
(10%), 18 BIC (1%) were virally suppressed on DTG and EVG compared )
_710
Median age at InSTI start 13 yr with variability to 69-71% on RAL experlenced and
i ion < = Children who were ART-experienced and viremic at . . .
across drug with RAL largest proportion <6 yr viremic at time

InSTI start had lower levels of suppression (50-66%)
than those ART-naive or ART-experienced and virally |nSTI switch
suppressed at InSTI start

Median 6-10 yrs on ART when start InSTI

Proportion ART-experienced and virally suppressed

at InSTI start varied from 26% of those on RAL to
50% on DTG and 63% EVG



Caution - DTG Resistance Can Occur in
ART-Experienced Children Switched to DTG

= ODYSSEY trial in children/adolescents showed viral superiority of DTG to standard

Care (TurkovaAetal. N Engl J Med. 2021;385:2531-2543)

— While none of the patients on 1stline DTG ART with VF had DTG resistance,
4/22 (18%) patients with VF on 2"d line DTG-based ART had DTG resistance

= IMPAACT P1093 PK study assessed DTG in 142 ART-experienced

children/adolescents (vavro ¢ et al. Antimicrob Agents Chemother. 2021:66:¢0164521)

— 8/36 (22%) participants with VF on DTG developed resistance to DTG.

— All with resistance had viremia at the time of DTG initiation (range 594 to >1
million ¢/mL); 6/8 had initial viral response to DTG

= While risk of resistance when switch to DTG in children with VF remains relatively
low (~20%), as in Mozambique study in adults, children who are viremic at the
time of DTG switch may be at greater risk of developing DTG resistance.



Viral Dynamics in Children Switched From Pl to DTG ART, Nigeria

Nwanja E et al. AIDS 2023, Brisbane Austraia July 2023, Abs. OAB0105

= Used routine EMR records from 155 health facilities in Akwa Ibom and Cross River
states, Nigeria, to evaluate viral response in 2,358 children age <9 years transitioned
to DTG regimen as of Dec 2021
— Median age 6 yr (IQR 4-7 yr); 51% ¢
— At baseline

« 81.6% (n=1,924) were undetectable (<40)
* 14.6% (n=345) had low level viremia (41-999)

Virologic Status Pre and 12 Months After DTG Transition

100% 90.6%
* 3.8% (n=89) were unsuppressed (>1000) 81.6%
. . 80%
= Of 2,148 (91.1%) children who remained on ART
after 12 months, 90.6% were undetectable, 60%
7.0% had low-level viremia, and 2.4% were 40%
unsuppressed 20% 14.6%
: : : o ro 7.0%
= No difference in viral response by sex 3.0% 2.4% ]

0% I

Unsuppressed Low level viremia Undetectable

—Improved viral response observed in CLHIV
post-DTG transition

W Pre-DTG 12 Mo Post-DTG



Weight- and BMI-For-Age in

Adolescents Transitioning to DTG
Jesson J et al. International Pediatric HIV Workshop, Brisbane Australia July 2023, Abs.19
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= Evaluated weight and BMI-for-age evolution following DTG transition
in adolescents with HIV in leDEA West African Pediatric prospective
cohort with at least 1 available weight within 24 mo before and 3 mo
after DTG start through Sept 2022 i e 1z

l Weigth gain per kg per month
(Confidence Interval 95%)

Over 24 months Over 24 months
prior after
dolutegravir initiation  dolutegravir initiation

Weight (kg)

1159 (79%) available weight
data 24 mo before/at DTG

‘ Monthe pricror et e I 12 s o s 1z 150 24

0 0.147 (0.023 ; 0.271) 0.125(0.072;0.178)
DTG initiation

‘ N 53 34 21 32 94 68 76 48 70
Mean weight (kg) 38.1 384 399 409 38.0 421 419 438 438

BMI-for-age Z-score gain, SD per month
(Confidence Interval 95%)

178 (15%) with available
weight data >3 mo after DTG

BMI-for-age Z-score

Over 24 months Over 24 months

prior after
) dolutegravir initiation  dolutegravir initiation
0.014 (-0.006 ; 0.036)  0.004 (-0.004 ; 0.011)
i Nonthe prioe o sftac T 1 17 I B G ¢ By S s 03

146 (82%) in clinical centers
with at least 10 eligible pt

DTG transition
o
u 58 /0 6\ ' N 53 34 21 32 94 68 76 48 70 |
Mean BAZ -0.68 -143 -051 -041 -0.82 -061 -0.72 -0.69 -0.44

= Median age ART start 3.2 yr

= Median duration ART prior to
DTG 9.6 yr

= Median age DTG start 13.2 yr

prospective cohort
since 2006 in 10
pediatric centers in 7
W Africa countries

—No excessive weight or
BMI gain in after DTG
transition in West
African adolescents,
but sample size small
and FU post DTG short

—Will continue to
monitor



Efficacy and Safety of DTG/3TC in ART-Nalve Adolescents,
DANCE Study Week 96 Results

Puthanakit T et al. International Pediatric HIV Workshop, Brisbane Australia July 2023, Abs.18; AIDS 2023 Abs. EPB0250

OngOing Single'a rm StUdy evaluating dua| DTG/3TC Screening period® Treatment phase Extension phase Continuation phase

(50/300mg) in 32 ART naive adolescents (median Doy 28 to Day 1

age 17 yr, median RNA 496, 83% horizontal tX) Eligibility criteria included D;y Week Week Week
- : - e 1
from 9 centers in Thailand, Kenya and South Africa  |:&25 X 4 i 5
) . B sl padpiconr g | [Py [ ey e
(1 site closed due to GCP non-compliance so e " e | | smamua || sndeolnt Woak 144
sensitivity analysis excluded these 7 pt) e i e e
Viral Response <50 Through Week 96 S —
Overall ITT-E and Excluding 1site ITT-E sensitivity analysis Comparison AE DANCE to Adult GEMINI Study
< 100 , 80 go 92 84 92 92 92 % 92 88 afety at Wee
e 0] . S = Most AE were grade 1 or 2; 1 pt
% vt grade 3 TB (achieved and
g3 « ot = § 60 maintained viral suppression)
£g° 2] ) . 2 TR Y T A VA Y VR TR
e LR B I 2 ROTR RO = 4 SAE, none related to study drug,
Week 0 4 8 12 16 24 36 48 60 72 84 96 £ 20 ’ 9 9 ;
et et PR - o no deaths
. = Any AE Drug-related  Any SAE AEs leading to
Comparison Virologic DANCE to Adult GEMINI Study A o
Efficacy at Week 96 ] . .
LT B —DTG/3TC well tolerated, high efficacy and no resistance observed
51 ”| ol s (1 VF) in ART-naive adolescents through week 96; small numbers
£g €0 (ITT-E sensisvity; N=25) . . .
55 g O but support use DTG/3TC in adolescents as 15t line option
2| g, —PENTA-21 study is evaluating DTG/3TC in children 2-15 yr

Week 96



Effect of Unplanned Care Interruption on Mortality
In Persons Living with HIV Restarting ART in South Africa DA A

Moolla H et al. AIDS 2023, Brisbane, Australia, Abs. OAC0104

= Survival analysis 63,421 adults starting ART 2004-2019, S Africa leDEA cohort

— Median age 33 yr; 68% ; 33% started 2012-2015, 44% started 2016-2019  ** l“ o e or ab test
= Care interruption: 180 d no contact, then return care (for 18t M‘“‘“—_<, il
interruption: early <6 mo post ART start vs late >6 mo) Y P W
Mortality by ART Interruption Status . .
) Survival Curve by ART Interruption Status
#ALHIV  Person-yrs Deaths Adjusted*HR 8]
(63,421) (188,358)  (3,585) €.} .
No interruption 40,828 132,594 2,587 1 ‘j 8‘ - S—
Early interruption 8,845 18,429 427  2.32(2.1-2.6) 8 | ‘
Late interruption 13,748 37,334 571 1.90 (1.7-2.2) ¥ T Late interruplers

*Adjusted for other significant factors: sex, baseline age and CD4 \(‘) ,') 0 ",’

HR by Duration ART Interruption, Stratified by Early vs Late Interruption
FR—— —Care interruption doubled risk of mortality; even late

o ' I interruption 1 mortality

Duration since first ART initiation (years)

—Mortality 1 as duration of care interruption increases
—Although in adults, expect might see same in children

Threshold to defir iterruptions



Trends in ART Continuity in Children/Adolescents with HIV
iIn 14 Districts in South Africa 2019-2022

Mugisa B et al. AIDS 2023, Brisbane Austraia July 2023, Abs. EPC0482

= Retrospective review of pediatric ART data from PEPFAR DATIM system, 5-year
period Jan 2018-Sept 2022, 14 districts South Africa

—57% 1 in ART initiation Mar 2018-Mar

Quarterly Trends in ART Initiations, Fluctuations and Continuity among Children 0-19 Yrs 2020 (from 66,780 tO peak Of 1 051 1 07),

B Newly iniei ated on AR T

Treatment fluctuations

Treatment Current »

Change in
cument

definition for treat
o 28 days vs 90 days
N

ment

64.389

87,425

Data reported through National Department of
ealth - with consisten uniform

through Implementing

defi
Snes

but 21% | to Sept 2022 (to 83,287),

89.939 | 89.19

despite 31,223 new ART initiations in
same period
—Mortality accounted for only 0.9-2.4% of
loss between Oct 2019-Sept 2022
(1,148 deaths)
—Changing definitions complicate
RNl EEEEER .
Interpretation

—3Some programs losses could also

Ll 0w 00w e am e o gccount for decrease, with an expected

>20% decrease new infections and by
aging-out of child/adolescent HIV care



Trends in ART Continuity in Children/Adolescents with HIV
iIn 14 Districts in South Africa 2019-2022

Mugisa B et al. AIDS 2023, Brisbane Austraia July 2023, Abs. EPC0482

" —Mobility of the population may also play a

. . part- ART interruptions were marked by

= ¢ seasonality, with 6-8% interruption during

" i holiday months around Dec (Q4-Q1),
compared to 3-5% during non-holiday
months

FY20Q2 FY20Q3 FY20Q4 FY2l

= Results highlight the complexities in program retention for children with HIV
and underscore the need for enhanced program data to improve
accountability for continuity of care and need to standardize reporting
systems to ensure precision and accuracy



Children/Adolescents with HIV Who Are Active in OVC Program More Likely to
Be Virally Suppressed Than Those Not in OVC Program in Ethiopia

Meheretu W et al. AIDS 2023, Brisbane Austraia July 2023, Abs. EPC0491

= Routine clinical data collected for 364 OVC and 429 non-OVC children from same

e Children aged 0-17 with known risk
factor (i.e., HIV+, Caregiver is LHIV,

clinic/hospital, all receiving ART, mean age 12.3 years; viral suppression endpoint. « e nanagemen

e Key Benchmarks

. Viral Suppreszion, OVC vs non-OVC Program . M::osed Appt Last 6 Mo, OVC vs non-OVC Progra":m Missed On-Time ART Pick-Up, OVC vs non-OVC Program
e ® 400 100%
. 90% @
300 75 300 75%
RR=0.19 RR =023 300 75%
95% CI1=10.085 to 0.414 95% C1=0.149 to 0.364
p< 0.0001 p< 0.0001
0 s 200 50% . 50%
100 25 100 %% 100 e 25%
0 0% 0 0%
¢ ovc Non-OVC @ ove non-OvVC ovc Non-OVC
B NotvS M VS @ %notVS @ %VS B Missed Dr Appt [l NOT missed Dr Appt @ % Missed Dr's Appointment @ % Not missed miseed med pickip: [l o missed pickup ‘@)% missed pick up @ % o missed plck up
— OVC program pt likely to have viral suppression _, QVC program pt 23% < risk of missing clinic > OVCprogram pt 23% { risk of missing ART pick
than pt not in OVC program (98% vs 90%) appt past 6 mos than pt not in OVC program up on time than those not in OVC program
VL«M easurement last 12 mo, OVC vs nor.1-0VC Programwo% HIV C&T Cascade, OVC vs non-OVC Program . .
- — Compared to children in
358 100%
90% . . . .
T . 100% o8% 101% 9% clinical care alone, children in
95% CI =2.819 to 17.711
wox both the clinical care and OVC
- 200 program in Ethiopia had
. ) ] N better viral suppression, clinic
non-OVC ovC .
M Does NOT have VLM HasVIM @ %withno VLM @ % with VLM 2 Non-OVC ove a n d ART p I C k- u p a d h e re n Ce
— Non-0OVC program pt 7-fold greater risk of not M Study Participants [l On ART W Eligible for VLM [l HasaVLM [l Suppressed VL

having VL measurement past 12 mo and T VL measurement.



Advantages of Being in OVC Program in Ethiopia

Meheretu W et al. AIDS 2023, Brisbane Austraia July 2023, Abs. EPC0491

I) Identification
& Dx

II) Pediatric ARV
Coverage &
Treatment

III) Retention,
Adherence,
& VLS

IV) Psychosocial &
Comprehensive

Support

—~Additional services provided by OVC
’ — program in addition to that provided
i eiyogbomsld by clinic program at same site

300 100%

Types of Services OVC Program Participants Were Provided

75%

50%

25%

0%

HIV Treatment School Hygiene Insurance IT™N Economic  HIV Disclosure  Food and Health Psycho-social EBI Support
support and assistance support Nutrition Referral Group
adherence

OVC Support Services received in previous 6 months

— Top 5 services provided: support with HIV treatment and adherence, school
assistance (financial, with homework), hygiene/WASH, insurance and ITN



Perinatally-Infected Young Adults Have Poorer Viral Suppression

Than Those Who Acquire HIV Later in Life, Zimbabwe
Dzavakwa N et al. AIDS 2023, Brisbane Australia July 2023, Abs. EPB0248

= Population based cross-sectional survey of 17,682 randomly selected young people aged 18-24 years resident
in 24 communities in 3 provinces of Zimbabwe; DBS taken for HIV antibodies and VL.

= 435 self-reported they were HIV positive: 196 perinatal infection, 239 behavioral acquisition

YPHIV (196) YBHIV (239)

Variable n (%) n (%)
sex bhae_ ;5;:(2;;5:) «w | = Overall, 61% female, mean age 20 years
| 18-20 99 (50.5 54 (22.6 . .
1:*':*:_“ o 97 (49.5) <0001 = Youth with behavioral HIV were more
oo ey COBNOSS Median (IQR) 7(1-12) 0.001 . . .
:"‘:‘8';;';;;8"'5‘0'9' Mean (SD) -1.26 (1.05) -0.72(1.17) <0.001 Ilkely female’ age 21-24 years’ dlagnosed —>YOU ng peOple Wlth
o Stunted 199) ool at older age and lower SES -
: ' | HIV hav
| : st = Youth with perinatal HIV likel perinata ave
|Socioeconomic status 3 34 (17.4) 44 (18.4) 0.009 Ou WI perlna a Were more I e y h Ith
‘ 4 38(194)  26(10.9) ] worse nea
east oo 1143 1960 to be stunted, less likely to have had outcomes and
| et nme | v sexual debut, be married or be pregnant, . _
i =l Gy and had higher TB prevalence. greater risk of viral
>1 t;'.!.'n‘;tar:er in the 14(7.2) 39 (16.3) ) ] .
e e e = Youth with perinatal HIV were almost 2- non-suppression.
|(women only) m 172(78.9)  <0.001
(Condom use fonlY ., o times as likely to have unsuppressed VL
‘pamcipa‘nts who have iock of the thre 52 (55.9) 84 (40.8) 0.015
gl oo past year) T T T BT Association Lack of Viral Suppression and Mode HIV Acquisition
Married or livin
Marital status g’ifg'c":; | | DI o <0001 \ YBHIV | YPHIV \ OR (95% C1) p
widowed;or 11 (5.6) 41(17.2) AdeSted_folr sex,
: SepaE age, marital status  390% 54.2% 1.83(1.17-2.85) 0.008
3:;:::::;233""5'50' b [ea ] 407 ooos and education
rantal boukhs GooederCumstiomemess | 12052) | 24(0m | o7




Characteristics and Causes of HIV-Related In-Patient Pediatric Deaths,

Two Tertiary Hospitals Zambia Jan-Dec 2021
Zyambo KD et al. AIDS 2023, Brisbane Austraia July 2023, Abs. EPB0108

= Describe characteristics associated with 148 HIV-related in-patient deaths in children
occurring in the only 2 children’s hospitals in Zambia between Jan-Dec 2021

# VARIABLE ‘ (9o
HIV Status
Received PMTCT 32 L
Not PMTCT
Exposed given 47 (53.4)
1 Unknown S (10.2) |
. &8 (100}
3 (Z12)
HIV Positive IART not started 17 (28.3) |
€0 (100)
Vaccination Status
No vaccines cefvh:‘f received by 26 (17.6)
2 Vaccines pot up-to-date for age 4 (2.7)
Vaccines are up-to-date for age 115 (72.7)
Missing information 3 (2.0)
148 (100)
Nutritional Status
Severe Acute Malnutrition 67 (45.3)
Moderate Acute Malnutrition 13 (8.8)
Normal Nutrition 55 (372.2) |
Missing information 13 (8.8)
= 148 (100)|
Sex of child
. Female 74 (50)
Male 74 (S0)
148 (100)
Feeding Option
_Breastfed 43 (32.1)
] Mixed Feeding 50 (33.8) |}
5]  Never Breastfed 24 (16.2)
Missing information 25 (16.9)
o S— 148 (100)]
VARIABLE MEDIAN  (IQR)
6. Age in Months at Admission 10 (17)
Duration between Admission and
7. Death (in days) 7 (25.5)
Last Bodyweight Measurement 5.35

8. Recorded (in kg)

(4.06)

~= Of 148 deaths, 88 (60%) in

HIV-exposed infants, 53% not
receiving ARV for PMTCT.

HIV confirmed in 60 (41%)

with 28% never started on
ART

53% had moderate-severe
malnutrition

Mixed breastfeeding noted in

5. Digestive System Diszssz=z 6 a1

6. Immune System Diseases

Musculo-skeletal

" Connective Tizsue Disesses

Nervous System Diszases
Resgiratory System
—Dizazzs

10. Skin Diseases

Pregnancy, Childbirth or

= Primary cause of death
was respiratory
diseases in 58%,
followed by
infectious/parasitic
disease in10%

34%, no breastfeeding in 16% —Most HIV in-hospital related deaths
occurred in children age <24 mos
and almost 50% had not received
either ART or PMTCT. Most deaths
due to respiratory diseases.

Median age at admission was
10 mos (IQR 17)

Median duration admission-
death was 7 days



PMTCT Cascade

2,500,000

2,000,000 +

1,500,000 -

1,000,000 -

500,000 -

2,120,146

1,979,270

1,649,605 4 614 265

127,019
107,508 104,803 58,227

[— -

Eligible Counseled Tested Results HIV Tested Total HIV Women Infant ARV
Positive  positive ARV

Women




Factors Associated with Breast Milk Transmission in ART Era
Anderson K et al. International Pediatric HIV Workshop, Brisbane Australia July 2023, Abs. 11

» Retrospective study of 50,461 infants of 48,166 mothers in Western Cape

born May 2018-Aug 2021 (3-yr cohort), FU to Aug 2022 (15-51 mos)
— ART: 51% before and 27% during pregnancy (83% NNRTI, 11% InSTI, 5% Pl), 6% no ART V
— At delivery, 78% mothers VL <1000, 62% CD4 >350 -
- MTCT 1.8% (n=894): 0.9% IU, 0.4% IP, 1.5% BF (dx age >3 mos) - = ‘ J

= Evaluated risk factors for BF MTCT in mother known o
382/41531=0.9% + 146/33 241 =0.4% + 366/23 943 = 1.5% = 894/50 461
HIV+ at delivery and infant dx age >3 mos: )
Timing » Before pregnancy, no gaps
~ Younger maternal age (1.5 1 risk if 20-<30, | e Iy §3.§-I°i.§§
2.2 1 risk if <20 vs >30 years) N DR AL e e U et A
* Restart pregnancy >8 wk prior delivery, +- gaps 7.2 (1.9-13.2)
— Higher parity (1.6 1 risk if parity >3) — No ART recorded — o ‘1':"13'8’
oS >
. . . recent 350-499 1.6 (0.7-36)
— Inconsistent ART during pregnancy 1 risk CD4 (last 200-349 3.2 (1.6-6.4)
12 mos) <200 5.2 (2.6-10.1)
. Unknown 2.8 (1.5-5.2)
— Lower CD4 1 risk st 100 1
recent VL 100-999 1.5 (0.5-4.3)
_ i i (last 6 1000-9999 4.7 (2.5-8.8)
ngher VL T rISk maoss) >10,000 23.1 (12.2-43.9)

Unknown 5.5 (1.4-8.8)



&, PEPEAR Maternal HIV Re-Testing Uptake
Across 15 Districts South Africa

Mabasa H et al. International Pediatric HIV Workshop, Brisbane Australia July 2023, Abs 39

ATE
S5y
$ 5
5 2
i
g
N S/
4).,0
NALD

W FROM THE AMERICAN PEOPLE

= Evaluated data reported for ANC1 and post-ANC1 HIV testing in PEFPAR MERS
from FY19 (10/18)- FY 22 (9/22) in 15 USAID-supported districts

Annual # Pregnant Women Receiving HIV testing Annual # Pregnant Women Receiving HIV testing

400,000 At ANC-1 and Test Positivity w —  Despite | in ANC1 At Post-ANC-1 and Test Positivity — Post-ANC1 testing
350,000 9% teStlng volume/HIV+ 700,000 1.0%
™ 1 FY19to FY22 by
: 356,257 tested/9%+ t . B 0%
300,000 T ( y esle o (0] 600,000 0.9% 0
: % 311.946/6%+ | — v 56% from 418,759
< 250,000 ® 6% ! ° ) FY19to § 500000 *” 10 651,823;
g 6% Z . : ) )
f_ 200,000 5% é FY22, ANC1 testlng é 400,000 | 0.6% > g
: o & . e osx 2 POSitivity | from
£ 150000 “ coverage remained £ 300000 : . s 0.9% to 0.3%. and
= 100000 z: >98% & those already £, o - .osi:ive te.stsoi, trom
w  ONART atANC1 1 from ., 2741 to 1793
0.1%
0 0% 62(y0 tO 73% 0 0.0%
FY19 FY20 Fy21 Fr22 FY19 FY20 FY21 FY 22
M HIV-negative PBFW identified at ANC1 HIV-positive PBFW at ANC1 Positivity Post-ANC1 testing M Post-ANC1 positive tests @ Positivity
Annual Post-ANC1 Coverage and ANC1/Post-ANC1 Ratio Pregnant and BF Women
FY19 FY20 FY21 FY 22
Proxy Post-ANC1 testing coverage* 126% 174% 203% 223% — P rog ress i ] pOSt—AN C 1 testi N g , b ut N eed
Ratio of ANCI : Post-ANC1 tests** 1:1.1 1:16 1:1.9 1:21 ) ) ) )
* Proxy Post-ANC1 testing coverage = Post-ANC1 testing / HIV-negative PBFW at ANC1 x 100% to CI Osely mo n Ito r rete Stl n g I n B F pe rl Od
** Ratio of ANC1 tests to Post-ANC1 tests = Post-ANC1 testing / HIV-negative PBFW at ANC1

— ANC1/post-ANC1 testing ratio 1 from 1:1.1 to 1:2.1, but incomplete adherence BF period (repeated BF testing should
result in higher ratio for post-ANC1 tests)

— Infant HIV+ at 2 mos stable at 0.6%; HIV+ at 12 mo slight 1 HIV+ from 0.8% FY19 to 0.9% FY22



Modeling the Impact VL Testing and Mentor Mothers
on MTCT in High HIV Prevalence Setting

Duarte H et al. International Pediatric HIV Workshop, Brisbane Australia July 2023, Abs.12

Microsimulation Model

B. Track individual characteristics over time:

= Microsimulation model to estimate impact of VL testing and MM on MTCT in | , o e

HIV+

high HIV prevalence setting; describes hypothetical cohort women with (hee .
recent HIV starting ART in pregnancy through pregnancy/BF and risk MTCT | st T? *;Z:ff:m =

Birth t0 18 months

C. Exit due to non-HIV or HIV mortality

HIV mortality risk rises as CD4 declines

nnnnnnnn

VL Testing (50 or 100% adherence guidelines)
(Assume: VL 3 mo after ART start then g6 mo MM
during BF (Kenya); 50% resuppress counseling, (Assume MM program | LTFU from 25% to 10%)

no switch to 2"d line if repeat VL unsuppressed)

No VL Testing or MM
(Assume: DTG ART start 5 mo GA,
Risk VF 9%, risk LTFU 25%)

@
§ 25% risk of being lost to E 29K Pakiof g (0=t (o g
= Y C— ) —_— o 25% risk of being lost to
s — follow-up (LTFU) _—) S 3 AA{OHOW up (LTFU) s S follow-up [L1g'FU) ——p
8 I AA 8 U ressed I 8 é AA Mentor
Unsuppressed P Sk ZlE Unsuppressed P Mothers
= Start ART at v Stast ART at £ Start ART at
g 1% ANC visit : A S 15t ANC visit § | VL test (every 6 g 1% ANC visit i A
S < Suppressed 19 VL test | : : months) S i
< Suppressed -~ : £ ° : : ° <= Suppressed - :
9% risk of unsuppressed 9% risk of unsuppressed 3 9% risk of unsu;;preSSed
viral load —_——> viral load % — viral load —_—ee—)
2 - 2 & & & . & . 3 2
D e > o o ; oo *~—o F—o—e—e—o oo o\ D e
Conception Birthe  g....... Postpartum transmission -------» 18 M0l Conception Birth&  g....... Postpartum transmission -« > 18 months Birthge ¢....... weeeed) 18 months
Berkaiin p St Peripartum postpartum Conception ariia < Postpartum transmission > s o
Transmission Transmission Transmission
[ Presnancy 1 Bregstfeeding J | Pregnancy 1 Bregsifeeding J [ Presnoncy I Bregstfeedine ]
1. NT
L] L] [] L] L] [] 2 VL'50%
= Evaluated 6 strategies, including combination MM/VL testin
\' | I | | | | 3. VL-100%
)
4. MM
5. MM/VL-50%
6. MM/VL-100%




Modeling the Impact VL Testing and Mentor Mothers
on MTCT in High HIV Prevalence Setting

Duarte H et al. International Pediatric HIV Workshop, Brisbane Australia July 2023, Abs.12

Scenario Births %XVSat %xVSat9 %infants with HIV Relative Reduction

Delivery months acquisition at 18 in infants with HIV

postpartum months postpartum acquisition

o sl s = e - — Limited impact of VL testing (0.1-0.5% reduction)
VL-50% 94,496 95% 82% 10.34% 0.1%
VL-100% 9449 95X 83% 10.30% 0.5% — MM has greater impact than VL testing (11.7% reduction)
MM 94,495 97% 90% 9.14% 11.7%
MWVLSOX 94,495  97% 90% 9.12% 11.9% — Concurrent implementation of both has greatest impact
MM/VL-100% 94,495  97% 91% 9.09% (1 1.9-12.2% reduction)

= Why limited impact of VL testing — VL testing can only improve outcomes for mothers who are:
— Retained in care
— Have unsuppressed VL — only small proportion of women (9%) have unsuppressed VL — if rate VF is higher, impact?
= Why greater impact of MM relative to VL testing

- MM programs intervene further upstream in the cascade of care, preventing LTFU
— Have the potential to impact a larger proportion of mothers than VL testing

= Greatest impact is with combination MM and VL testing

= Note: did not account for potential enhanced infant prophylaxis if mom viremic (but only 9% viremic
in pregnancy)



Factors Associated with Acceptance Partner HIV Self-Testing and PrEP

& PrM iIn Pregnant High-Risk Women Kenya
Ngumbau N et al. AIDS 2023, Brisbane Australia July 2023, Abs. OAC0403

= To evaluate acceptance of PrEP, HIVST or combined PrEP/HIVST, used data from PRIMA study:
911 high-risk women (score >6 on assessment tool) offered HIVST for male partner with unknown

HIV status, and PrEP

Covariates Intervention(s) Accepted
Baseline characteristics of high HIV risk pregnant women  pistribution of HIVST & PrEP acceptance 100% HIVST cascade
Married
Demographics N (%) or Median (IQR) 0% 840/0 7 80/0 ° |
0% 76 A) l History of IPV
age 24122391 % Both PrEP and E
Married . 790 (87%) sone Suspicion that male partners has b HIVST =
Polygamous marriage 100 (13%) 27% 60% other sexual partner(s) SR
High social support 547 (62%) 0% CAN
High HIV risk perception 395 (44%) % NN
History of IPV 117 (13%) e . b %
Moderate-to-severe depression 138 (17%) PrEP alone I Low social support l : he \\
Partner characteristics 4% HIVST & s 1% )
Partner age (years) 30 (26-36) Prep 10% 0 | Not residing with partner l ~
Partner HIV status & o% iy N
Negative 43 (5%) Offin “"“’s“” el ’m Sasefay Longer duration of living with partner | ~ PrEP only ]
Unknown 867 (95%) (= ]
Tested for HIV together 145 (18%) * HIVST was generally more acceptable * Increased male partner’s HIV status
than Prep awareness from 5% to 82% — -
* Increased couple testing from 18% to 76% Participant and partner higher level of

Reasons for accepting or declining HIVST & PreP

Accepting HIVST at enrolment

Dacki Need to consult my partner (54%)
HIvsT Partner is away (25%)

31%
Fear of IPV (7%)
Accept HIVST

Accepting PrEP at enrolment

|Unknown partner HIV status (38%) | e Sccept PrEP

High HIV risk perception (27%) o Need to consult partner (26%)

Protect baby from HIV (17%) — Need time to think (20%)

Male partner suspicion (15%) Decline PreP Low HIV risk perception (20%) |
82%

Pill burden (19%)

education

HIVST only 1

—Awareness of & partner HIV status guides @ HIV prevention
decisions

| Residing with partner ]\

—Low HIV risk perception may hinder acceptance of HIVST and
PrEP

—Women unable or unwilling to negotiate HIVST prefer PrEP alone



“Know Your Child’s Status” (KYCS) Model
$/USAID to Find and Link Undiagnosed Children with HIV, Zambia

Ndhlovu AP et al. AIDS 2023, Brisbane Australia July 2023, Abs. EPC0474

z

= In 2022, USAID DISCOVER rolled out KYCS to all 173 project-supported sites

— Obtain line-list of all women with HIV on ART from each facility to pull biologic and non-biologic children
(contacts) aged <19 years

— Project provided resources (registers, test kits, transport) to facilitate HIV testing

wieown  w 3(,830 (85%) of women with HIV accepted line-listing, of which
I 56,521 contacts elicited (average 1.8 child per woman)

|.8 average
contact
children per
woman

I I I = Female contacts 1.5 times more likely to test positive than males;

TX_CURR Female Womenwho Women with Biological & non-  Child contacts with female adOIescentS 15'1 9 yr Were ~3'times more Iikely to teSt

215 yrs pt d f ami Iy complete family tree  biological child  a documented HIV

SRURSTAR I Wi positive than male counterparts

97% of indexed
women completed
family tree

= Only 24,513 (43%) of contacts had known HIV status; 90%
(28,926) contacts with unknown status tested.

= |D 903 children with HIV <19 yrs (1.46% yield), all linked to ART
e = Median age of identified children with HIV was 15.2 years

—KYCS requires large volume of HIV testing to find HIV+ pediatric patients but is a
crucial and successful strategy to ensue no child/adolescent is left behind



High Prevalence Unconfirmed Positive HIV PCR Tests in African Infants

TeDER with Perinatal HIV Exposure, leDEA Consortium Py
A LA Carlucci J e t al. International Pediatric HIV Workshop, Brisbane Australia July 2023, Abs.21 ‘;1’
= As vertical transmission declines with maternal ART, = e R
predictive value of single infant positive PCR decreases, g / e Ss
with probability of false positive result increasing ; | —
= Therefore, all + tests should have confirmatory testing to e , =
avoid misdiagnosis and unnecessarily started on ART IV Prevalence (%)

= Evaluated prevalence unconfirmed tests in African leDEA infants born 2004-2011

- Unconfirmed positive: infant with only 1 + viral test at age <18 mos and no additional + tests at age >18 mos
Unconfirmed + Tests by Africa Region

Of 72,616 perinatally exposed infants, 3,652 (5%) had >1 + test _ Central | East South | West
44% lacked a confirmatory test at <18 mos, most (87%) never repeat test n _)U nconfl rmed + teSt

# exposed 72,618 10520 47015 8600 6483 h h I I t b t
gt o % any + test 5% 4% 6% 2% 2% Ignly prevalent, bu
/ 0, 0, 0, L :
Ay (21) posities DNA or Mo posiive ONA o FOUA unconfirmed + <18 mo £4% 1 [N 42% 15% % less common in more
RNAPCR ‘c\z. :‘i’;"“ PCR & ‘HP ;‘1""\ Unconfirmed and no test at >18 mo 87% 80% 87% 95% 93% t
3052 (5% 68 w6
/ X recent years
roropes amomne - SRS ey g Unconfirmed Prevalence Decreased Over Time iyn
Ay combination of 22 positive tost Oniy 1 posit D\A;rm A PCR at <18 montrsl
indemr—" "t O e ™ S —Additional efforts
A DNA .R/ PC = RNA PCR .‘ \\ e o
Addtonad (1) DN i S $ - —~East Afnca
e e B el e Eo e, needed to ensure
n=217 (13%) n=1.393 (87%) 5 \ SoUSem Anca
21 DNA PCR hat was / 21 RNA ?Clﬂ POt was \ 2 DNA PCRs Dt were ) - A\‘/ . ; Confl rmatory teStIng
NOgatve of -‘mr& u‘-)l:'lxut-e " nogatve and 1 R\.A PCR that v T~ = .
(306 20 w3500 RNAPCR (a0 70 aa350ral ONA PCR) was ircencracsn , O g - to red uce ri Sk fa | se +

results



Adverse Pregnancy Outcomes Following DTG Transition Among Women

Elizabeth Glaser

Vm 59 ' Pediatric AIDS Foundation
Fighting for an AIDS-free generation

Delivering at Birth Surveillance Sites in Eswatini
Gill M et al. Int. Ped Workshop, Abs 72; AIDS 2023, Brisbane Australia July 2023, Abs. EPB0207

Ministry of | ealth

= Birth defect surveillance, similar to Botswana Tsepamo Study, Sept 2021-March
2023 at 5 highest-volume maternity sites, in all 4 regions Eswatini (73% all births).

— 35,799 pregnant women; 30% HIV+

— 88.8% HIV+ (9,583/10,806) received DTG ART: 7,413 preconception; 1,514 during
pregnancy; 639 non-DTG at conception but DTG at delivery; 27 unknown ART at
conception but DTG at delivery; 1,697 on non-DTG ART at conception (94.2% on EFV)

Birth Outcomes (Birth Defects/NTD, Stillbirth, LBW, PTD) by HIV and ART Status

NTD
Single | Major birth defects LBW PTD (<37 weeks
Women’s HIV Status* and ART Women 4 ) (among all | Stillbirths (among (
delivering live (among all women (<2500g among | gestation among
Regimen if HIV-Positive women all pregnancies)*
(live/stillbirth) | pirths delivering) dellvering single live births) |single live blrths)

Totaa 35,779 35,375 141 (0.4) 32 (0.09) 868 (2.2) 3,215 (9.1)

3,555 (10.0)

HIV-negative 24,965 24,084

94 (0.4) 20 (0.08) 29 (1.9) 2,195 (9.1) 2,388 (9.9)
HIV-nositive 10,806 10,285 47 (0.4 12 (0.11) |
' DTG ART at conception 7,413 7,050 34 (0.5) 6 (0.08) 31 (3.0) 686 (9.7) 777 (11.0)
Non-DTG ART at conception 1,697 1,619 10 (0.6) E 51(2.9) 166 (10,3) 193 (11.9)
New on ART during pregnancy 1,524 1,453 3(0.2) 1(0.07) 51 (3.1) 157 (10.8) 185(12.7)
172 163 0 0 4(0.9) 117(6.) 12 (7.4)

‘Data available for 3,150 (83.9%) of 3,753 miscarriages: 869 (27.6) HIV-positive, 2,228 (70.7%) HIV-negative, and 53 (1.7%) had an unknown HIV status

— Most HIV+ women in Eswatini are receiving DTG ART

— Despite ART, HIV+ women slightly higher adverse pregnancy
outcomes; no evidence DTG vs non-DTG preconception 1 risk

Infant with
::::::::::::::
defect identified by

RA approaches
mother of infant for

eeeeeeeeeeeee
reviews anonymized

RA=research assistant

No sig diff major BD prevalence by HIV
status (0.4% both)

NTD non-significantly higher HIV+>HIV-
(0.11 vs 0.08%, p=0.37)

Compared to HIV-, HIV+ 1 stillbirth (1.9 vs
2.9%, p<0.001), LBW (9.1 vs 9.9%,
p=0.02), and PTD (9.9 vs 11.3%, p<0.001)

Among HIV+, no sig differ DTG vs non-
DTG at conception for major BD (p=0.48),

stillbirth (p=0.84), LBW (p=0.52) or PTD
(p=0.03).

— NTD higher in non-DTG vs DTG at

conception (p=0.04) (# exposures smaller)



Figure 1. Tsepamo Sites

Update on NTD and Major Birth Defects with

ART Exposure, Tsepamo Study Botswana TSI
Zash R et al. AIDS 2023, Brisbane Australia July 2023, Abs. LBEPB15 "=

= Surface birth outcomes surveillance by hospital midwives at sentinel sites Botswana (70% all births in country.
= Between Aug 2014-Aug 2022, 235,286 (99.8%) deliveries with evaluable infant surface examination.

Prevalence Major Defects & Prevalence Difference by ART/HIV Exposure

11,110 DTG from conception = 162 neural tube defects (0.07%; 95% CI 0.06-0.08)

24,368 non-DTG ART from conception (14,587 to EFV) NTD Proval & AdeAdiusted Proval o ARV £
6,925 DTG during pregnancy revaience ge-Adjuste revaience birterence by xposure

- 179,890 women without HIV i r—r—

1,455 deliveries with major defects (0.62%, 95% CI 076 Conception S

0.59-0.62%); no significant difference by exposure : fomeLommae
EFV Conception —— -0.03% (-0.11%, 0.04%)

NVP Conception . 0.07% (-0.05%,0.19%)

# of major Prevalence (95% Cl) of Age adjusted prevalence LPV-r Conception ~ -0.04% (-0.18%,0.10%)
abnormalities | major abnormalities difference (95% Cl) ’ R

DTG conception (N=11,110) 0.75%(0.60%,0.95%) re DTG started during pregnancy . -0.05% (-0.13%,0.03%)
Non-DTG Conception (N=24,365) 185 0.76% (0.66%,0.88%)  -0.01% (-0.26%, 0.11%) et SN Ml Sy ey SN ERATN 5060

EFV conception (N=14,584) 118 0.81% (0.68%,0.97%)  0.01% (-0.20%,0.22%) Mo ¢ e i

NVP conception (N=6253) 46 0.75% (0.55%, 0.98%)  -0.14% (-0.38%,0.11%)

LPV-r concept (N=1355) 16 1.18% (0.73%,1.91%)  0.36% (-0.21%, 0.93%) . o ) )
DY started duringpregrancy 42 OSN(OASHOGTN)  -0.11% (0.95%,0.14%) = No significant difference in NTD by exposure category
(N=6924)
e o e a 0.67%(0.50%,088%)  -0.04% (-029%, 021%) = NTD prevalence higher when conception in May-June
Without HIV (N=179,871) 1066 0.59% (0.56%,0.63%)  -0.11% (-0.28%,0.05%) (ear|y/d ry) then Aug_oct (|ate/d ry) period
Most common: club foot (0.18%), hydrocephalus (0.09%), : : :

(0.18%), hydrocephalus (0.09%) = Differed by calendar year, highest in 2014, 2015, 2017

NTD (0.07%), postaxial polydactyly (0.04%), abdominal wall
defect (0.04%) and cleft lip (0.04%)



Figure 1. Tsepamo Sites

BOTSWANA

Update on NTD and Major Birth Defects with

ART Exposure, Tsepamo Study Botswana FE ST
Zash R et al. AIDS 2023, Brisbane Australia July 2023, Abs. LBEPB15

-
o|
E

= For DTG-conception exposures, NTD prevalence among pregnancies conceived in 2017 (1styr DTG
rollout) was 0.53%, significantly higher than all subsequent years, when remained in expected range
(0.09%, range 0.06-0.10%)

— Factors associated with NTD (maternal age, diabetes, weight >90 kg, anti-epilectic med, folic acid at

conception) was similar in 2017 and all other years, and no association with temperature or rainfall

Prevalence (95% CI) of NTD with DTG at Conception Over time _ _ o
— Possible explanations: statistical chance (most

6.0%

e e e likely?); interaction between DTG and an
SR environmental exposure that may have occurred in
4.0% " S 2017 such as low population folate; or increased

risk NTD related to unmeasured demographic
e o = difference in first group women started on DTG in
2.0% V P _. AP haBAG ‘!_-_:,.. AR .:",»"-' Botswana

3.0%

1.0%

—No detectable 1 in NTD or major structural
| defects in >11,000 exposures to DTG at
conception in Tsepamo study 2014-2022.




Number of HIV-exposed children who are uninfected
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Children (0-14) estimate

UNAIDS epidemiological estimates 2022

16 million

Prevalence by country, 2020 estimates

>20% of children born
in multiple countries
including South Africa
are HEU

HEU Prevalence (%)

5 10 15 20 25 30

Data Source: UNAIDS SPECTRUM 2021 Estimates
Croatod hu Mirholla A Rulton.

HIV-Exposed Uninfected Infants
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Human brain development
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80% of brain growth
happens by 3 years




il . In Utero Oral PrEP Exposure and Bone Mineral Density (BMD)
: in Exposed Infants at Age 36 Mos

Wu L t al. International Pediatric HIV Workshop, Brisbane Australia July 2023, Abs.13; AIDS 2023 Abs OAC0402

= Conducted whole-body BMC by DXA, Nairobi, Kenya in 111 infants followed up from the PrIMA and
PrIMA-X (extended FU) oral TDF/FTC PrEP vs placebo at infant age 36 mos (all DXA done in
duplicate, read by certified technologist, with 15% QA external reviewer)

Characteristic m No Significant Difference Height No Significant Difference BMD

94.3 94.0

In utero PrEP: exposed 36% 399.2 418.5440.0

unexposed 64% PrEP = = L X J
Median age at DEXA 37 mos (36-38) exposed Q1 Median Q3 -60.1 216 170
Female 40% 395.5 423.5457.5 p=0.270
. . PrEP

Median GA at birth 38 wk (38-40) , i unexposed The adjusted mean
PrEP PrEP Q1 Median Q3 difference (95%CI)

Median PrEP duration pregnanc 12 wk (7-17 in

preg y ( ) expospeg :mexposed ) SR S
Trimester PrEP start; 1st 5% The median height for children o (mg/em?)
2nd 52% at DXA scanning (cm) The median ('QR)'

—In utero PrEP exposure was not associated with BMD or height at 36 months

—Plan quantify PrEP exposure in pregnancy (drug levels in hair/DBS) for further analyses and plan
DXA in infants at age 52 mo and mothers at 36 and 52 mos PP



Neonatal Hospitalization and Mortality in HIV-Exposed Uninfected (HEU)
and HIV-Unexposed (HUU) Infants, South Africa

Bovu A t al. International Pediatric HIV Workshop, Brisbane Australia July 2023, Abs.14

= \WWestern Cape Province cohort of 166,288 births in 2018/2019; previously observed elevated
prevalence LBW in infants of women with HIV regardless of ART compared to those without HIV.

= Evaluated neonatal (0-28 d) mortality or hospitalization in this same cohort HEU/HUU infants,
comparing rate in HUU; HEU no maternal ART,; HEU preconception ART; HEU pregnancy start ART

Ratio (PR) (95% CI) (Adjusted for LBW)

N (total 166,288) 135,938 (81.8%) 30,350 (18.2%)
HUU 1.0 1.0

HEU: no mART 0 3,371 (11.1%)

ART preconception 0 18,179 (56.9%) HEU no mART 1.22 (1.1, 1.3) 1.14 (1.1,1,2)

ART start pregnancy 0 8,800 (29.0%) HEU ART preconception 1.15 (1.1, 1,2) 1.10 (1.1, 1.2)
LBW 18,421 (13.5%) 4,515 (18.9%) HEU ART pregnancy start 1.16 (1.1, 1.2) 1.12(1.1,1.2)
Neonatal hospitalization 18,427 (13.6%) 4,696 (15.5%) — HEU, regard|ess MART, had 15-22% 1 preva|ence
Neonatal mortality (/1000) 974 (7.2%) 257 (8.5%) neonatal hospitalization/death compared to HUU

Adjusted PR Stratified by Non-LBW and LBW — Adjusting further for LBW, LBW accounted for 25-36%

NON-LBW ONLY LBW ONLY of this association
Adjusted PR (95% ClI) Adjusted PR . .
— Among LBW infants, no difference HEU vs HUU

HUU 1.0 e — Among non-LBW infants, HEU had 16-24% 1 prevalence

HEU no mART 1.24 (1.1, 1.4) 1.04 (0.9-1.2) T _
HEU ART preconception 1.16 (1.1, 1,2) 1.02 (0.9-1.1) nec_)natal hospltallzatllon/death . .
HEU ART pregnancy start 120(1.1,1.3) 10109041  — Indicates factors besides LBW drive adverse outcomes in

this group



.

:*"; Child Neurodevelopment Among HIV-Exposed Uninfected Infants (HEU)
% and HIV-Unexposed (HUU) Infants in Kenya

H O P E
Bulterys M et al. International Pediatric HIV Workshop, Brisbane Australia July 2023, Abs.15

Multisite prospective HOPE cohort of 1000 mothers living with ~ vacawi cevecormentar assessment roou moar)
and 1000 without HIV and their infants in Kenya I 73 N @

Reporting on neurodevelopment at 12 mos, using Malawi E -

, . . HEU HUU
Developmental Assessment Tool (MDAT), covering Social, _E

Language, Fine Motor and Gross Motor domains T e
other single or widowed 13% 7% <0.01

= Compared HEU (n=712) and HUU (n=715), cofactors for Maternal age (vr) 31(27:35) 27(2431) <001
. Maternal education (<primary) 50% 26% <0.01

neurodevelopment, and HIV/ART cofactors in HEU Nod severe hunger household oo, S—
Neurodevelopment at 1 Year: OVERALL COHORT Intimate pariner violence 2% 3% 0.40

(larger colored dots represent statistically significant differences in cofactor)

\!l,
w9
".!6’

crossworor  Overall HEU-HUU had comparable neurodevelopment

cofactor i
oM s OR L O) : . — CHEU had better language scores (were more likely to have siblings)
ounese | D > . . — Male children lower social and language scores
Prvserm b - . . ) — PTD associated with lower gross motor scores
o e T ‘ e — Lower social support associated with lower gross motor scores
% G ‘4 ' i — Food insecurity associated with lower social scores
—" I * o> — Although uncommon, IPV associated with lower fine and gross motor

scores

Adpanted coe®oents MSN confidence ntervah)



N Child Neurodevelopment: Focused on
Ny HIV-Exposed Uninfected Infants (HEU) Infants in Kenya

HOPE
Bulterys M et al. International Pediatric HIV Workshop, Brisbane Australia July 2023, Abs.15

HIV-Exposed Uninfected Infants (All Mothers Receiving ART)

—Biologic and social factors influence

N - W neurodevelopment

:' e ol 74% —HEU/HUU comparable 1-yr neurodevelopment

""' T ) s —Addressing IPV and supporting single mothers

Wb ' R | essential, especially for those with HIV
Neurodevelopment at 1 Year: HEU ONLY —DTG exposure was associated with higher

(larger colored dots represent statistically significant differences in cofactor)

@

GROSS MOTOR

neurodevelopmental scores than EFV

cofactor

| B f '— Male children lower social scores
ONId s male O . . | ¢ . .
P I — PTD associated with lower gross motor scores
Ovconed o . | . A <> — Deceased/absent father associated with lower gross motor scores
. — Single/widowed mother associated with lower fine moter scores
D — Most recent ART EFV associated with lower gross motor scores
=

— Only received EFV (vs DTG) associated with lower gross motor
scores

Adpsted coeMoeets 119N confidence imtervals)
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Predictors of Preference for Community-Based PrEP Delivery in

Pregnant/PP Women Receiving Oral PrEP South Africa, Kenya _
& Wara NJ et al. AIDS 2023, Brisbane Australia July 2023, Abs. EPC0436 &%

= Evaluated potential acceptability of offering differentiated community-based
PrEP delivery in 394 pregnant (27%)/PP (73%) women enrolled in ongoing

clinic-based PrEP trials in S Africa and Kenya (PrEP-PP and PrIMA).
Participant Characteristics

Participant Characteristics Overall (N=394) | South Africa (n=190) South Africa
Medion [1QR] or % an [1GR] or % ion [1Q £ Pregnant
21

Pregnant 0,
Age (median, IQR) 28 (24-32) 27 (22-32] 29 [25-33] <0.01 3% il >.504
Exp ce using male/external

Pregnant 27% 33% 21% 0.01 dom or injectabl
Postpartum 73% 67% 79% i

’ Medianage =28 rospariur QP rosipars h o
Last grade completed [IQR 24-32] 67% 79%

Primary (Grades 1-6) 7% 1% 13% <0.01

Some or all secondary (Grades 7-11) 83% 93% 73% ~s 7 = T TR :

Some or all tertiary 10% 6% 14% N 83% eny = 2R CONOTLs Qir ed in age, preghnalncy

° e v d

Currently employed (formally or L O\ Some or ol . 79% ctatize aduecation emnlavment PreEP uca and
informally) 1o} = 2L secondary school & Notemploved S Brcemvpees Bty riasf. bbbty S hetfmsstoy dongnsd

No 79% 72% 87% <0.01 B m =) (Gr7-11) = ~ontracepti i1se (p<0.05
Self-reported PrEP use over past 30 days DA T CRrETh S ST i, ST e

Yes 75% 82% 68% <0.01
Ever used any family planning methods - - -

Injectable contraceptive 79% oa% % <001 Predictors of Community-PrEP Delivery Preference

Male/external condom 55% 90% 23% <0.01

Adjusted for oge & country
F0R* (95%Cl) | pValue
Most frequent reason for :

preferring differentiated Maternal age*®*® (median, IQR) years 1.46 [1.05, 2.04) 0.03
100 r Y PrEP delivery: Country (n, %)

« convenience (49%) /%, Kenya 0.23[0.15,0.36) <«0.01
-8‘ South Africa

Would you be interested in accessing your HIV prevention product through
community delivery (outside a clinic or hospital)?
pe0.001

Most frequent reasons for 21 Sexual partner (n, %) 0.34[0.12,0.95) 0.04
preferring clinic pick-up: Endorsed 21 PrEP stigma statement 2.59[1.58, 4.23) <001

% (N=394)

Total South Africa Kenya community PrEP delivery:

mNo mYes -~ m eh ' ,/6\,
= More interest in community delivery in South Afirca ma uc.m.‘m/m >
partner

Younger age Internalized Disliking oral PrEP
PrEP stigma side effects Kenyan site

DSD used in

bothSAand o '-/ﬁ?

Kenya for ART — —
distribution in EE . yﬁ\
community 1 1Em

settings (e.g., Ny
church,gas @
station, iﬂ | ]

pharmacy)

—Importance of

offering choice
community and
clinic options for
PrEP pick-up

—Need for context

p<0.001
I 1
75
59 59
s * privacy in clinic (75%) e
50 a1 a1 A Oral PrEP dislike: Side effects (n, %) 3.26(1.92, 5.51) 0,01
40 provider (36%) Non-significant predictors (p>0.10): Age, country, obstetric history, other sociodemogrophic charocteristics, oral PreP likes,
30 25 other orol PrEP dislikes
20 *Eoch individual adjusted for age, country
10 **Per 10-yeor decrease
0 Positive predictors of preferring Negative predictors of preferring

community PrEP delivery:

specific strategies
as varied by country



EDIHELP > HEALTHCARE cevmse

in Pilot Pharmacy-Provided Oral PrEP Users

Roche S et al. AIDS 2023, Brisbane Australia July 2023, Abs. OAE(0102

Anticipated Preferences for Long-Acting PrEP in Kenya

d P P del I ry Kenya‘ vesulls ltom a

Overview

= Kenya is evaluating using private = ousten
pharmacies for differentiated PrEP .".,
delivery; ongoing pilot study in ,.,
Kisumu and Kiambu e

compensation

6 months (February - July 2022)

12 pharmacies

Oral PrEP, PEP

Age 18+, meets checklist eligibility
Provider-assisted blood-based HIVST
Donated by the Kenya MOH

Free

$100 USD/month

1 — - S P =
\I—( o - oo - : g o
‘ ) \ ) v i ()
| |.(_‘| { f.al : | @
.
3 ey C i
o= =] 'U:u_—__l ¢ i 2 |
S | R
",' uuu y \ QQQ ‘ , voum n thon, novdod Ju\ (:,Qg
Client expresses interest in in prlvne room, provider equiring higher
PrEp, assesses PrEP eligibility using & -. level care referred to clink. | Eligible ¢ s dispensed PrEp
dd dhekll P &hdld!lllwp

= Surveyed 496 PrEP clients at Month One FU regarding preference for oral PrEP, injectable PrEP, or
vaginal ring if ; ~50% < and <25 yrs; ~75% unmarried, ~85% PrEP-naive

Subgroup analyses

All respondents

Factors Associated with Preferring Injectable

———y—

Y N—

p=0.19 l '
p=0.42
1.5

(N:496) Males < 25 Males > 25
(N=115) (N=108)

Unmarried

Under 25 years

Transactional sex

Initiated in Kisumu

Females < 25 Females > 25 :

(N 100 e Has primary partner

4 Female

"’ nificantly Ever used PrEP

® |njection m Oral pill higher compared

to all othe 05

aPRs and 95% Confidence Intervals

Oral PrEP vs Injectable vs DPV Ring, Females

0<0.29 58% (158/273) 30% (81/273)
ranked injectable PrEP 15! ranked the oral pill 15! and
p=0.03 and the oral pill 29, injectable PrEP 219,
p=0.09
p<0.001 /&3 : ..
p=0.78 O O b ’ e
/) —

Only 2 listed DPV ring as 1%t choice

—Most — but not all - clients indicated preference for injectable PrEP; varied among subgroups,
indicating importance of offering both oral PrEP as well as injectable PrEP




Acceptability of CAB-LA in Female Adolescents
South Africa, Uganda and Zimbabwe

Ham’lton E et al. Int. Ped Workshop, Abs 107; AIDS 2023, Brisbane Australia July 2023, Abs. OALBC

= Single-arm study in 55 adolescent @ age <18 yrs, 3 countries s |
= Step 1: oral CAB; Step 2: IM CAB; Step 3: IM CAB or oral TDF/FTC | o
= Included qualitative in-depth interviews 15 pt & 15 parents wk 34

| Option of TDF/FTC Pill or Enr ||
CAB Pill CAB LA Shot 'OLE (Open Label Exten )Stud

48-week choice:

Emergent Themes - Facilitators Emergent Themes - Barriers " 990, CABLA
Lack of adherence challenges * ISRs (injection site reactions) — 8% oral TDF/FTC
Discretion (vs. daily oral tablets) * injection pain
Knowledge of efficacy « Fear of the injection

Administration mode Some experienced side effects

Needle size (172 inch)
Site of administration (gluteal muscle)
Familiarity due to use of injectable
contraceptives

Parent/guardian buy-in

—CAB-LA acceptable to AGYW, with 92% choosing to stay on CAB-LA; most felt
benefits outweighed the pain of the injection

—However, choice matters — some pt still preferred oral tablets for various reasons
—Discuss barriers and facilitators with future clients as part of decision-making



s, Initial PrEP Product Choice in HPTN 084 Open-Label Extension

Delany-Moretlwe S et al. AIDS 2023, Brisbane Australia July 2023, Abs. OALBX0203

= Assessed PrEP choice (CAB-LA vs oral TDF/FTC), reasons for choice and factors associated with
choice among HPTN 084 pt in open-label extension, when could choose PrEP modality

= 2,472 participated in open-label and product choice

(0]
= 78% overall chose to receive CAB-LA (varied by arm) Participant Characteristics by Product Choice

Product Choice by Country

TDFIFTC CAB CAB
LJ el lead in . 1931 = TOF/FTC

1% 33%
11%
CAB N=1253
Bo I w1
4 1(,

TDF/FTC N=1219
Original randomized groups

Reasons for Product Choice

,,_

n=1931 (%) value
Age, median (IQR) 25 (22, 30) 24 (21, 30)
< 25 years of age 54% 58% 0.430
Sexually active, not living with partner 58% 49% 0.022
Physical IPV, past 6 mo 8% 4% 0.012
Paid for sex, past mo 26% 20% 0.002
Partner living with HIV or unknown 22% 7% 0.186 |
Feels at high risk for HIV 27% 28% 0.197

Product Choice if Pregnant b
torFTc [l caB wNo product
1%

30%

30%

68%

— Those who chose CAB appeared at 1 risk for HIV

and more likely not live with partner, had recent
IPV and to have been paid for sex

e —Majority chose GAB, only 15% with oral lead-in
R —Product choice influenced by personal preference
I v s o for product attributes, risk behavior, and
R social/geographic context

Other 1 1%

Norspons it | —|Importance of having choice of products available



CEPAC Long-Acting HIV PrEP in AGYW in South Africa: =
Cost-Effective at What Cost? _

Neilan AM et al. Int. Ped Workshop, Abs 20; AIDS 2023, Brisbane Australia July 2023, Abs. OAE0302

El om

= Used CEPAC model to evaluate cost-effectiveness of TDF/FTC vs injectable CAB-LA in
AGYW age 15-30 yr in South Africa over 10 yr period

= Evaluated highest annual drug price (maximal price premium) where CAB-LA has
incremental cost-effectiveness ratio (ICER) <$3,500 (50% S Africa’s per-capital annual GDP)

. .. Adolescent girls and young women (n=10,000)

|
Strategy Incident Life- | Incremental |Costs, millions, ICER price premium

Mean age 26 Modeled population | infections | years | life years usD ] ($/LY) (absolute price)
#tx/10,000 AGYW over 10 yr 600 SA data PR 400 H9900 98 :
CAB-LA 1,080 85950  +150 74 [3440  +840 ($80))
HIV incidence: No PrEP 3.2/100 p-y Delany-Moretiwe Lancet " TCERS calcuisied HOm UNOUNGes Solneios
TDF/FTC 1.9/100 p-y 2022, Palanee-Phillips 180
CAB-LA 0.2/100 p-y PLosOne 2022 160 =
—For CAB-LA to be
2-yr retention TDF/FTC 88% Delany-Moretiwe Lancet ::2 CE f AGYW . S
CAB-LA 85% 2022 TOF-FTC 100 or In
annual drug .
PrEP drug + program S/yr: TDF/FTC $40 /512 cost, USD 22 Afrlca, needs to be
SAE N L “ priced at no more
HIV care cost/yr 230-51,8000 Clarly Cost Eff Resource 20 .
& $230- ’ o than twice TDF/FTC
Alloc 2008 0 20 40 60 80 100 120 140 160 180 200

CAB-LA annual drug cost, USD

ART cost./yr $50-$890 CHAI 2022



Dapivirine Vaginal Ring Acceptabillity, Zimbabwe

Munjoma M et al AIDS 2023, Brisbane Austraiia July 2023, Abs. OAD0403

= Mixed methods study in HIV-negative high risk AGYW age 18-25 years in 8 e l—
districts in Zimbabwe offered either DPV ring or oral PrEP (n=1206 took DVR, (o g o '....
Nn=390 oral PrEP), FU monthly DRV Ring Insertion by Provider vs Self ST ;"'" L.

/0 809 4% o ( AGYW counselled for both DPV-VR and Oral PrEp
Acceptance of DPV Ring by High Risk AGYW 600 o ‘00 (1598 y
uccomd Accoptod Aceoptod accepted 405 55.7% '
sett DPV-VR 400% 49.6% 50.0% ' AGYW opting In for DPV-VR ] [ AGYW opting In for Oral P(EP
Bulawayo Urban 364 190 52% 46.9 - 57.4 300 o ~ bl dbad
Gweru Urban 214 130 61% 53.9 - 67.3 200 A
Chipinge  Rural 405 368 91% 87.6 - 93.5 100 — PrEP Continuation Rates DPV Ring and Oral PrEP
RUral+ 0 0.0% in AGYW June 2022-June 2023
Mutare  Urban 299 257 86% 81.5 - 89.7 A L. YRR = BRG 00%
Mat South Rural 314 261 83% 78.5 - 87.1 e N, W i oo
Total 1596 1206  76%  73.4-77.6 e

. . . —  Self-insertion of ring 11 over time 0%
— High DPV ring acceptability, rural>urban

HIV Incidence DPV ring vs Oral PrEP — HIV incidence not significantly different o
Method :Z:Iber ;'::ber :;;;E;ommd :)n::::;:::z ;;;:’OC” than oral PrEP, similar to HOPE | ‘..)::..
ofur_conurag (2.71100PY)DREAM (1.8/100PY) studies S VAT S0
REVAE  Wilo. B QTIPS SRRk ba) Most seroconversions observed in 1st mo; | ~—Oral PrEP  DPV ring
Oral PrEP 390 2 0.51(0.06 - 1.84)  0.67 (0.17-2.69) after 1< .mo, pt reported removing the rir.lg - PrEP continuation rates better DV ring
and having unprotected sex at some point. than oral PrEP

— High acceptability of DPV ring by AGYW,; higher continuation rates than oral PrEP; comparable HIV
seroconversion with oral PrEP cohort with most in 1t mo
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Prevalence Intimate Partner Violence in AGYW Enrolled
i in DREAMS Project, Zimbabwe 2022

Mudzengerere F et al. AIDS 2023, Brisbane Australia July 2023, Abs. OALBX0202

= |PV: physical, sexual, psychologic harm from intimate partner; :
reported by 43% AGYW in 2019 Zimbabwe wukananana 2022) Marita status Singie 224

Married 50
Divorced 8
H H H H Residential status Rural 142
= Qualitative study, 282 sexually active AGYW 9-19 yr enrolled in e -
Peri-urban 57
] = . . School status In-School 10
DREAMS in 9 districts, Zimbabwe Aug 2022-Jan 2023 7
rimary
Reported IPV Sexually Active AGYW Predictors IPV in AGYW palictor level i 2
Physically forced to have sex [NEE o
B | 14.9% (42/282) Actions taken by Community Leaders and
Hit by fist | 12 reported [ Married 26% (13/50) 2.9 (1.36; 6.57) 001 | Men to protect AGYW from Violence
Ry T s experienced IPV  primary school  26.5% (9/34) 1.58 (0.15; 30.17) 0.70 ' e
Lz;f,s";?: i Iout of 8 2.14 (0.15; 30.17) 0.57
Threatened or intimidated to have sex 20 Wd peri- 15% (41/274) 0.37 (0.18; 0.78) 0.01 @
urban
43.0%
Slapped or hit by something ] 24 gzmg‘:;;‘;ck 16.2% (18/111) 0.98 (0.50; 2.01) 0.98
0 5 10 15 20 25 @

—Lower prevalence IPV in DREAMS district than prior reports  simim et - SEERET e o scen
community and community and against
gender norms gender norms perpetrators of

from Zimbabwe, possibly attributable to community interventions
to address harmful social norms and practices

—I|PV most common in married women in rural setting



Comparison of New HIV Diagnosis and Teen Pregnancy in DREAMS
and Non-DREAMS Districts, Malwai 2017-2022

Banda M et al. AIDS 2023, Brisbane Austraia July 2023, Abs. EPC0432

= Evaluated new infections and teen pregnancies over 5 years (FY 2017 Q2 to FY 2022 Q3)
in PEPFAR data in AGYW age 15-19 years, comparing 3 districts participating in DREAMS
(n=117,47) to 3 non-DREAMS districts (n=140,000) in Malawi.

New HIV diagnoses among AGYWs aged 15-19 attending ANC, by ) )
DREAMS and non-DREAMS districts —DREAMS districts had

T 77.8% | in new HIV
ommmsrmeeae  diagnoses (from 2.8% at
encoures um DBSEIINE 10 0.6% at
endline) in AGYW

- compared to 58.1% |
' (from 1.6% to 0.7%) in
R AGYW in non-DREAMS

. : districts

” R o — Significant difference in
oot T % change in new HIV
" . '« infections between
DREAMS and non-
DREAMS districts

Q3 Q4 Q1 Q2 O3 Q4 Ol 02 O3 04 Q1 Q2 Q3 Q4 Q1 Q2 Q3 —
s FYae e H 2 p— .

Proportion of teenage pregnancies by
DREAMS and non-DREAMS districts

—DREAMS districts had
12.2% | in teen
pregnancies (from
25.4% to 22.3%)
compared to 6.5% |
(from 24.7% to 23.1%)
o oReAme in non-DREAMS

=% districts (difference in %

. change not significantly

DREI:::: different)

25.4%

Baseline, FY17 Q2 endline, FY22 Q3



s, Empowering Adolescent School Girls with SKILLZ —

Bl i ciorz 6 Month FU From Cluster Randomized Trial, Zambia
61 Musonda M et al. AIDS 2023, Brisbane Australia July 2023, Abs. TUPEC18

= Cluster-randomized trial to assess impact of sports-based priLz Intervention
. . esighed and implemented by Grassroot Soccer
demand-generating program (SKILLZ) on uptake of HIV testing 1. 12after school sessions of comprehensive sexuality and sexual
. . . . . and reproductive health (SRH) education delivered by trained
and contraception by girls; randomized 46 schools in Zambia; young adult mentors (“Coaches”)

Large community “graduation” soccer event where HIV testing

L] L] L] [] 2'
randomly sampled Grade 11 girls with self-administered survey at and contraception are available
. 3. Co ity-based distributi f HIV self-testi d
base“ne (Mar'DeC 2021 ), 6 and 12 monthS. cor?tlg:enr::iyves:rom ::soralche;,o:nz refer::Is:gsytonugtr?-:riendly clinic
services as required

Baseline Characteristics of Participants at Control vs Treatment Schools SiilEart et Ersde by ent

Overall Control (n=984) | Treatment (N=933)

_ (N=1,917) -_ Impact on HIV Testing and Contraception Uptake Contents
n % n % n %
1729 136 1741 147 1716 121 T o
486 25% 288 29% 198 21% - i
579  31% 327 34% 252 27% } .
533 114 536 112 529 116 Control Arm } 2799 1 in
461 25% 249  26% 212 23% &-month HIV testing
072 558 065 308 078 735 —
524  42% 275  43% 249 42% r
sexual partner Baseline 12pp Ti . KNOW YOUR RGHTS // 30 M
345 20% 205  23% 140 17% } —  [grtreception =
75 4% 44 4% 31 3% reamentAm } . -
292 15% 172 17% 120 13% 6-month
1,535 84% 789  B84% 746  B4% : :
749 60% 385 6% 364 61% T R —Increase in HIV testing
222 12% 128 13% 94  10% "% uptake . .
1,03 5S8% 597 61% 506 55% [N +1V testing N Contaception and contrace pt|on with
697 37% 385  39% 312 34%
31 3% 17 3% 14 3%
7643 1767 7777 1711 7502 1813 S KILLZ p rog ram
105)

compared to control
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Empowering Adolescent School Girls with SKILLZ —
Process Evaluation of Intervention Engagement

Chiu C et al. AIDS 2023, Brisbane Australia July 2023, Abs. MOPEEQO6

% of Girls
10

= Process evaluation at 23 intervention SKILLZ schools to characterize s

attendance, changes in HIV and SRH knowledge from pre/post test

= Of 1,135 girls at intervention sites: 79% attended at least one

20
|

15

session, of which 90% attended at least 8 of 12 sessions to
“graduate”; mean attendance varied by school (50-100%) and by

coach but not correlated with prior HIV testing.

Number of SKILLZ Sessions Attended

20.79

10.13

5.551

1.145 574 141 12331498
5286 5286

15.24

18.85

2141

1 2 3 4 5 6 7 8 9
Number of SKILLZ Girl Sessions attended
N=1,135. Includes all girls in survey panel

10 11 12

w «4

Density

_/ ™

Distribution of HIV/SRH Knowledge Scores Pre and Post SKILLZ
N

i -

T
.6
Quiz score (%)

Pre

Post

Designed and implemented by Grassroot Soccer

1. 12 after school sessions of comprehensive sexuality and sexual
and reproductive health (SRH) education delivered by trained
young adult mentors (“Coaches”)

2. Large community “graduation” soccer event where HIV testing
and contraception are available

3. Community-based distribution of HIV self-testing and
contraceptives from Coaches and referrals to youth-friendly clinic
services as required

—Program was well-
attended and led to
large knowledge gains
in HIV and SRH (and
HIV testing and

contraception, prior
presentation)



e Uptake Integrated HIV and SRH Services for Youth
e at Community Centers in Zimbabwe — CHIDZA Model

Ferrand R et al. AIDS 2023, Brisbane Australia July 2023, Abs. OAE0204

= Cluster randomized trial of community-based CONFIGURATION SERVICES —— i
3 4 3 - Chiedza
. . + Environment: Multi-purpose Sef-testing :
integrated HIV and sexual/reproductive health gy
g p clinical” shop” & Counselling
+ Confidentiality: No contact + Age-appropriate IEC + /\
H H H H details counselling Counselling (ifnen’f?l HV A&Z’fl'ﬁfv"
services for youth 15-24 yr in 3 provinces in | - i o i onmotss | b [ (IS
* Non-Judgement: No questions providers Helpline & Mo:i?;.n T8 Screening
. . . asked * Free of cost services jovnselioa ,ﬂc,:!i_'z'zlﬁn 3 CrAg lesting
Z m H I DZA * | Youth as partners: design & + Choice
I a We = I n e rve n I O n deliver SMS Information Service
STl Testing and Treatment /\
ONGOING COMMUNITY ENGAGEMENT & MOBILISATION ooy fem Sl s HIV
it Rapicaiilie Treatment Adherence Counselling
dherence Defaulter Tracin
—High attendance and uptake of multlple services 0T 5y & s
Information & Producs oy
* Mean no of services taken up at first visit = 2.4
6000 Total Lockdown "
36,991 clients e F I Mal
5000 78,810 visits i op 6 services emailes ales
0 Mashonaland East (4 clusters) " MHM HIV ~
@ Bulawayo (4 clusters) s test
4000 W HIV test (et ok s \
W Harare (4 clusters) prombiudra condoms
g HIV -
k] test ‘ \
> G Contraception e ‘
2000 W Pain management
” ® Condoms 4 i
1000 Menstrual health contracepton SMS message
I i u H management SRH
0 I I H H ’ <20 20+ 20+
AMJ) JASONDI)FMAM) JASONDIJFMAMIJ JASONDIJ FM Totalchents
2019 2020 2021 2022 N 36,991
. . | 1 S o N Ever eligible for HIV | Ever had an HIV | Had >1 HIV test
Eligible for HIV test on 1*' visit Not eligible on 1** visit clients test at CHIEDZA test at CHIEZA at CHIEDZA
—HIV testing highly accepted LR .
Total 36991 35446 29826 (84.1%) 6108 (17.2%)

by b Oth 9 a n d 6\ . I | k ely l | Total  16-19 19589 19066 16052 (84.2%) 3289 (17.3%)

] Had HIV test Did not test 220 17402 16380 13774 (84.1%) 2819 (17.2%)
. . N=27'338 (78.6%) N=7,547 Total 9266 9067 7757 (85.6%) | 1713 (18.9%)
d rlven by pI’OVISIOn and [ } Male  16-19 5160 5068 %m)—] 994 (19.6%)

No re-visits Had re-visits No eligible re-visits Eligible on re-visit 220 4106 3999 3344 (83.6) 719 (18.0%)

N=4,111 (54.5%) N=3,436 (45.5%) N=1,552 (73.7%) N=554 (26.3%)

acceptance of other services — — | A e R

A Female 16-19 14429 5 ¢
Had HIV test Never had HIV test Had HIV test Never had HIV test
N=2,136 (62.2%) N=1,300 (37.8%) N=348 (62.8%) N=206 (37.2%) o s o 10430/(84.2%) 2100 (17.0%)




Leveraging Community and Private-Sector HIV Self-Testing
Distribution to Improve Testing and ART for AGYW Uganda

Tumusiime J et al. AIDS 2023, Brisbane Australia July 2023, Abs. OALBA0505

= [ntroduced HIVST in different distribution models
across 3 urban districts Uganda

T

Y

gl

Multiple options for HIVST services: Direclly assisted versus
unassisted HIVST, oral or blood-based HIVST kits; HIVST use
videos available online and through social media for those
preferring anonymous access and HIVST oplions.

Peer-driven demand generation and follow-up: Peers from target
population groups (such as AGYW) were identified and trained to
lead demand generation and outreach, offer HIVST services, follow-
up (via WhatsApp/SMS; telephone call; or home visit) to confirm
HIVST resulls, and link clients to health facilities for confirmatory
diagnosis and linkage to ART or prevention services.

Various cadres of health care workers trained to provide HIVST
services: In addition to peers, health care personnel at public-
sector outpatient and maternal/child health wards; pharmacists; and
physicians, nurses, and midwives running specialty clinics were
trained and equipped to offer HIVST services and coordinate with
peer workers to ensure follow-on confirmatory diagnosis and/or
linkage to care or prevention services.

203,377 people received HIVST kits29%
distributed to females between 15-24 years of
age (AGYW).

Similar rates for HIVST reaclivity, positivity, AR
linkage, and ART initiation rates amon
individuals who received self-tests and

o Reactivity: 0.95% (overall) versus 0.97%
(AGYW)

o Testing positivity: 0.8% versus 0.78%
o ART linkage: 99%
o ART initiation: 81% versus 82%

—
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Leveraging Community and Private-Sector HIV Self-Testing
Distribution to Improve Testing and ART for AGYW Uganda

Tumusiime J et al. AIDS 2023, Brisbane Australia July 2023, Abs. OALBA0505

About 2/3 of HIVST kits were distributed to young women aged 20-24; 67%

Figure 2, HIVST distribution by age range, November 2020-November 2022

preferred unassisted HIVST, 50% of AGYW who received an HIVST had not
tested in past 12 mo, 0.2% never tested before
had the greatest volume of AGYW with HIV (door-door, 43%,
targeted 32%); private sector had highest testing positivity rate (83% of all HIV+

persons were tested at pharmacy)

Among AGYW who had never tested, 86% were reached through community and
private sector models (hotspots, nurse-led clinics)

ty N Privete sector

Figure 4. HIVST distributio
November 2020-November 2022

2,009 2,071
(4

n among AGYW by model,

IIIIII

Figure 5. HIVST distribution among AGYW by modality,
November 2020-November 2022

Distribution

# HIVST # HIVST # Reactive HIVST # Dilagnose i # Linked to # Initiated on
distributed used results HIV+ ART ART
39,198 39,087 307 ey 1) et 250 201
(99%) I (0.64%) I (99%) (80%)
2,098 2,073 144 : 116 : 115 94
(99%) . (5.69 b) " (99%) (82%)
2,239 2,184 39 padecoh - b 34 28
(98%) (1.6%) (100%) (82%)
15,293 15,281 79 58 55 50
(99%) (0.38%) (95%) (86%)

—Community (particularly peer-driven) and private
sector models were most effective at reaching
AGYW with testing services and ID HIV-positive
AGYW; peers to lead FU key to high linkage rates
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