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ART Coverage in Pregnant Women Was 81% in 2021 —
A Slight Decline Since Peak of 83% in 2019

Percent

Maternal ART Globally, 2010-2021

ARV Coverage in Pregnant Women 2010-2021

— 81% of pregnant women with

HIV received ART in 2021.

— No meaningful increase in
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pregnant women ART coverage
since 2014!

Regional differences: West/
Central Africa coverage only 60%
2021; 43% of pregnant women
not on ART from this region

. Regional ART Coverage Pregnancy 2010-2021

60%




Minimal Decline in New Pediatric Infections in 2021

Maternal ART and New Infections in Children Globally, 2010-2021 —5160,000 new pediatric

New HIV infections and antiretroviral coverage among pregnant HIV infections estimated
women, Global, 2010-2021 .
In 20201
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Causes of New Child Infections Globally 2021
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Primary gaps in PMTCT
globally in 2021

22%
B Mother infected during pregnancy or
breastfeeding
Mother did not receive ART during
48% pregnancy or breastfeeding

® Mother did not continue with

treatment during pregnancy or
breastfeeding

B Mother was on ART but not virally
0

8%

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

= Globally 75,000 new child
Infections still occur because
pregnant women are not
diagnosed and started on
treatment

= Regional (and country)
differences:

— Almost half of those not
receiving treatment are
In west/central Africa

— Over half of the incident
Infections that lead to
vertical transmission are
In east/southern Africa



Early Infant Diagnosis Declined Slightly Globally
from 63% In 2020 to 62% In 2021

Percent

Percent of HIV exposed infants tested for HIV by 8 weeks, globaal and —Glob a||y’ 62% of infants
esonel B had EID by 8 week in 2021,
% a slight decrease from 63%
80 In 2020
: /\_/\/\ 6721 — EID In west/central Africa
- remains at 25%, having
2 actually decreased

30 between 2019 and 2020
25
iz //__—/\ — EID In east/southern
Africa is 71%, but this is a
2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 S“ght decrease from 74%

- Fastern and Southern Africa Global =—\Nestern and Central Africa .
In 2020



ART Coverage in Children in 2021 Has Not Improved,;
Consistently Lower ART Coverage in Children vs Adults

Percent

= ART coverage in children 0-14 years remain 52%, consistently lower than
In adults which increased to 76% from 74% in 2020 .

ART Coverage, Adults vs Children )
= 60% of children not

on ART are aged

100

76%

80 5-14 years

. =, " EID Is notenough;
o—> need for home-

40 testing and/or self-

testing to identify
older children living
0 with HIV
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20

Adults (15+) estimate - Children (0-14) estimate



Despite New, More Potent ARV Availability, Decline in Deaths
Among Young People Agel5-24 Years Has Slowed

= AIDS-related mortality in adults = AIDS-related mortality in young

continues to decrease, higher in people has minimal decline since
males than females 2013, higher in females than males

- AIDS-Related Deaths in Young People 15-24 Years
AIDS-Related Deaths in Adults >15 Years by S 9 P
ex
by Sex y
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1M
75K
_ 0.8M
2 3
£ £ 50K
3 3
=z =z
0.5M
25K M
0.3M
0 0
ST F S S PP @&r@g{bw@hfﬁ@@@%@éWQO%@@@\Qfﬁ’\\@\%@@@&r@@@\%@\«'9\%09\@%@@%\ \QQQ@Q’\@q%@%%@qb@q%@qb@@ @Q’%@Q’Q@@@Q\f@&f@&w@@Q%@Q%@Q«f@g%@gqf&@@\\%Q\Ww&@\vf&\b@&f@\«@\%fﬁ@f@q’gw&\

Females Adults (15+) estimate <~ Males Adults (15+) estimate Females Young people (15-24) estimate -0~ Males Young people (15-24) estimate



Pediatric ART Optimization,
DTG Transition & VL Implementation Data




ﬂ Good Viral Suppression on Children on DTG ART in Africa

Bacha J et al. International Pediatric HIV Workshop, Montreal July 2022, Abs. 4; AIDS 2022 Abs.OAB0202

= Retrospective review from 7 BIPAI sites in 6 countries on
11,799 enrolled in care and prescribed DTG ART
— Majority >10 years (3% 0-<5; 18% 5-<10: 40% 10-<15: 40% 15-<20)

— Most ART-experienced (naive 21%; switch NNRTI 44%; switch Pl 34%; 3 line 1%); 95% virally
suppressed (<1000) at baseline before DTG

— Mean FU on DTG ART 22.4 months (SD 12.4 months); VL results ranged from 6-60 months post
DTG ART — however, sample size at >24 mo FU limited (only show results to 24 mo)

Viral suppression on DTG over time ) . . . o
PP Viral suppression on DTG with Single Drug Substitution in 210

100% Children NOT Suppressed at Baseline by NRTI Backbone

. — VLS rate after SDS with DTG by chronological VL test [N EHP
E NO real _ among previously unsuppressed cohort lelted numbers
;= diference in - EEpeey Ut suppression
8 v 927% g9oax _ (n, %) DTG VL DTG VL DTG VL DTG VL QN0
S G 9214/ ot suppression All CALHIV 79.9% 78.8% 79.1% 80.0% In _80 _/0
= 90% (n=210, 5.5%) (115/144) (67/85) (34/43) (16/20) maintained over
e by SeX, age 80.0% 79.3% 76.7% 78.6% ti
'3 | (76/95) (46/58) (23/30) (11/14) Ime’ no
goun o NI AR e
° 6mo 12mo 18mo 24mo (n=18, 3.6%) (10/12) 8/8) (3/4) (1/1
All CALHIVall CALHIV 92.1%  92.7% 92.4% 91.0% backbone TDF-based SDS 78.4% 68.4% 88.9% 80.0% NRTI backbone
# with VL<1000 8120 5917 4177 1888 (n-51, 4.6%) (29/37) (13/19) (8/9) (4/5)

Total with VL result 8816 6383 4522 2074



BIPAI

Shifting from Pl-Based ART to DTG-ART Achieves
and Maintains Viral Suppression

Bacha J et al. International Pediatric HIV Workshop, Montreal July 2022, Abs. 21; AIDS 2022 Ab)AB0203

= Retrospective review from 7 BIPAI sites in 6 countries on 1,475 children enrolled

In care and optimized from PI- to DTG-based ART
— Median age 14.0 year (range 3.6-19.9 years)

— Time on PI (72% LPV/r, 28% ATV/r) ART prior to switch to DTG 9.8 years

— Suppression (VL <1,000) on PI ART 88.9%

Map of BIPAI

Networ|

k Countries

included in analysis

UGANDA

------
*MWANZA

= FU on DTG 212 days (7-1017 days); post-DTG VL suppression 89 8%, W|th no dlfference by Pl

= 118 youth were unsuppressed on PIl; 68% suppressed
after switch to DTG

= VL suppression was lower for both Pl and DTG ART in females

and adolescents 15-19 years
—Switch from Pl to DTG ART effective at maintaining

and achieving viral suppression.
—Continued attention to support females and older
adolescents needed.

VLS on Pl-based ART
VLS on DTG-based ART

VLS on Pl-based ART
VLS on DTG-based ART

VLS on Pl-based ART
VLS on DTG-based ART

80 118

Females
86.4% (451/522)
87.2% (574/658)

15-19yo
86.9% (432/497)
85.5% (538/629)

86.9% (432/497)
85.5% (538/629)

VLS on DTG Total on DTG VLS rate post DTG

67.8%

Males
92.7% (548/591)
90.4% (722/799)

10-14yo
91.4% (361/395)
90.1% (465/516)

5-9yo
94.0% (203/216)
93.5% (257/275)

p-value
<0.001
0.05

p-value
0.03
0.02

p-value
<0.01
<0.01



@r— Transition to DTG-Based ART iIs Associated with Sex and
'

Viral Load Access In West African Children and Adolescents
Desmonde S et al. International Pediatric HIV Workshop, Montreal Jul 2022, Abs. 22

= Evaluated transition to DTG-based ART among 2,787 v

At baseling 2787
. . . . - Female, % 47 > o
children/youth aged 0-24 years on ART with >1 VISit SINCE s .asriuien .. [
-_ median [IQR] [1.9-8.3] - ¥ . d
. "~ . - . . ART initiation <2015, % 59 . B 2 (ootre Notwms
2019 in 7 clinics contributing to the pediatric IeDEA West vy . R )
[ 2
Al the last visit - Ghane
African cohort. " - Ape 210 yars, X z n.
| Transition to DTG Slnce_2019 - i o . ,:?"'““" e
Mi12 M24 M30 Access to viral load, % 63 ! . z
{Dec 31st 2019)  (Dec 31st 2020)  [June 30th 2021) m;::.::,,m,. erted -
CIF (%) 2.6 23.2 438 ' <500 copies/mL), % 7 g
Confidence interval 85% [2.0=-3.2] [21.5=24.9) [41.2 = 46.2] Factors Associated with DTG Transition
1 2 (M= 2787) Adjusted Relative Risk 95% Confidence Interval Pvalue
o Sex . Access to viral load for DTG access
o8 RR for DTG transition gt RR for DTG transition - CepRef 1 .
g o7 Male/female: 2,19, 95%Cl [1,91-2,40] g re (ref: VL<500 copies/mL) / €HU Cacody 040 [0.32.0.50]
€ 05 £ 07 © VL >500 copies: 1.08, 95%Cl [0.92-1.27) J CHU Yopougon 0.84 [0.68-1.05]
£ s 206 NowL: 0.41, 95%Cl [0.35-0.48], Bénin o7 (0.55-1.00)
E : e 05 Mali 054 [0.45-0.65
;’ zi -,?; 04 Ghana 103 0.79-1.34)
g o 203 y Togo
0.2 5 0,2 V& Sen Male/Female 216 [1.89 - 2.48] <0.0001
a1 0.1 Wiral boad oo
o p— 0 WL £ 500 ¢ops 1
o L] 12 18 &4 o 1.3 0 6 12 18 24 30 36 WL > 500 cope [@.
Theres Since January 161 2013 (momths) Time since January 1st 2019 (months) o VLA L .
Male Female VL < S00 coples VL > 500 copies No VL Ap - , 00001
5 =9 years 281 [2.41-59.86
—Slow transition to DTG; 44% by June 2021. - — —

—Access to DTG associated with male sex (pregnancy concern’P) access to VL testing; age >5 yrs
(later DTG formulation availability for <5 yrs) and being on 2" line ART.



-5 UPtake of RAL Granules in Newborns Diagnosed with HIV in - % ,

Zimbabwe During COVID-19 Pandemic

Denoend-Ndam L et al. AIDS 2022, Montreal, Canada, Abs. EPB203

Elizabeth Glaser o~
Pediatric AIDS Foundation E— Q

Fighting for an AlIDS-free generation
PEPFAR

w

Vs

= RAL granules introduced in 14 health facilities with capacity for POC HIV birth testing in Zimbabwe; HCW
were trained on RAL use and caregiver counseling on preparation/administration of RAL.

= Study population included all infants exposed to HIV born at project sites from June 2020- June 2021

Point-of-care birth testing, ART initiation, and RAL treatment cascade; N=6989 neonates

sas exposed to HIV in 14 health facilities in Zimbabwe.

] ;Ei:; W POC birth testing cascade ART initiation and RAL cascade ;gu u 59% |nfants Started on RAL ART, Started earller than
5 &0 . .
g = — @ | 0 those starting other ART regimens (4 vs 6 d)
5 300 = B o= © = Day 28 (when switch to non-RAL ART recommended)
5 2000 23 (85.2%] — e .
E 1000 — peers available for 85% of 27 started on RAL — 18 (78%)
’ Exposed to With POC Diagnosed Diagnozed t Initiated ona  With one- With Switched to ’ SWItChed to non_RAL ART as recommended
HIv birth test with HIV with HIV RAL-based monthdata documented  regimen . - .
result regimen  available switch tonon-  following = Weight check for dosing did not appear to be done
ART regimen initiated in HIV+ neonates "“’*:;;Ec;"““ "“:EI'!“' often (7 d. 37%: 28 d 22%)
a ays BuMalines ) ) 1
‘ = AZT/3TC + RAL
’  AZTISTCINVP — Lower than expected birth testing uptake and RAL usage observed
s — Inconsistent supply chain POC EID testing cartridges, RAL granules, ped
= ABC/3TC + DTG AZT / 3TC
13 Infants NOT initiated on ART — Shortage of trained healthcare workers due to strikes and high staff turnover
on ART recetved RAL based | AZTIBTC outof stock 4 — Documentation gaps of data points not recorded or not maintained in registers
regimens

© Transfered for ART stantanother faciiy 2 _, - Need to address health systems gaps for supply chain; staffing (training,

« Died day birth before start 1

* Mother disappeared before start 1 retention, mentorship, supervision); and ability to track newborns and
*  Pharmacy closed 1 . . . . .
maintain documentation of weight and RAL dosing
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Viral Load Coverage in HIV+ Children Age <5 Years In
USAID-Supported Facilities in 11 Countries, 2019-2021

L jdadil Frost K et al. International Pediatric HIV Workshop, Montreal July 2022, Abs. 19

= Evaluated viral load testing in >40,000 HIV+ children age <5 years in 2019, 2020 and 2021 in 11 countries with
>500 children on ART at USAID-supported sites at middle 2021 (and hence eligible for VL testing by end 2021).

COVERAGE LOWER IN CHILDREN AGE <5 YR THAN ADULTS IN ALL 3 YEARS
VL Coverage in Children Age <5 Yr vs Adults 15+ Yr, 11 Countries, 2019-2021

100%

90% m<5 W15+
80%

70%
60%
50%
40%
30%
20%

10% 78% 58%

0%

2019 2020 2021

COVERAGE BY COUNTRY AND AGE SHOW SIGNIFICANT VARIATION

VL Coverage in Children by Country and Year
CHILDREN <5 Children Age <5 Yr, 2019-2021

COVERAGE LOWER IN CHILDREN AGE <5 YR THAN ALL OTHER AGE GRPS

100% VL Coverage by 5-Yr Age Bands, 11 Countries, 201--2021

90%

80%

70%

60%

50%

40%

30%

20%

132’7 61% 74% 78% 1% 65% 67% 70% 73° 749 759 779

<5 59 10-14 15-19 20-24 2529 30-34 3538 40-44 4549 50+

2019 m2020 m2021

General VL Testing Barriers Identified in Countries:

1 ] = 1 l l l l 1 l m
ml 40 35 B 56 I['
DRE Eswat KTy Janda Zambia Aimbatiwe

B2019 W2020 =2

VL Coverage in Adults by Country and Year
Adultz Age =15 ¥, 2019-2021

B a8 35 ol | ar
DRC Eswat L janda Fambia i raet

ADULTS 15+

“Moiawi resufts for chiidren & odults in 2019 ssceeded 100% due to inabitiy to deduplicate clients i LMIS

Patient factors including reduced clinic attendance due to COVID,
distance/transport/poverty/stigma, poor treatment literacy re: VL monitoring

= Health facility performance challenges such as missed opportunities for testing,
form completion errors, phlebotomy errors; staffing

= Specimen transport problems such as fuel cost, security issues, COVID disruption
= Shortages & stock-out reagents, other VL commodities

= Lab challenges such as equip malfunction; staff shortages; power outages;
sample backlog

* Information systems issues such as problems with lab/clinic interface; internet
downtime; data lost; lack data entry EMR



& Examples of Country Facilitators of VL Testing in Children - =«
Frost K et al. International Pediatric HIV Workshop, Montreal July 2022, Abs. 19 ]

&? LAt

¥

Community VL Sample Collection Helps Improve

OVC Case Managers & Other Community Workers

Access

= COVID led to rapid expansion of
community and home-based services,
including community VL sample
collection

= VL sample collection is done via home
visits and visits to other community
locations

= Samples (blood or DBS) collected by
clinical staff, CHW or OVC providers

Help to Reduce Patient Barriers and Improve Access

= ~70% (range 28-91%) of CLHIV <5 yr on ART in these 11
countries are currently enrolled in OVC programs

(lupmlwux«mnnwwmmmwm-
30p00ng $5% of OVE Glagrosed o HIY cecening wumiaised ART

= OVC services
continue to evolve
with stronger
facility-community
integration and
services

Optimize Family-Centered DSD and MMD Models to
Improve Access and Convenience

= COVID led to rapid expansion DSD and MMD models

inCIUding in Children Fig. 1. The building blocks of differentiated service delivery

for HIV treatment

= Family-centered DSD

models including VL WHEN

1 1 HIV dlinic / hospital
f[estmg |mple-mer.1ted 2:’,% P o
in Kenyal, Nigeria?, v ot e

South Africa3,
showing improved

coverage and viral o s wt S
Client / peer / family member Psychosacial support

suppressmn children

Simplify Pediatric Sample Collection with Better

Point-of-Care Testing to Reduce Turn-Around Time

Phlebotomy Supplies and/or DBS

DBS sample collection
(>8 countries): easier to
collect than venous
samples in infants, young
children

= Pediatric phlebotomy "
supplies for venous blood
collection (>4 countries):
butterfly needles and small
EDTA tubes

e |

Butterfly Smaller EDTA tube

Job Aid: Spot (DBS)
needle Pediatric HIV Diagnosis or Viral Load Testing, Global Health Supply Chain

For Results

=  Several countries have

extending to children — at
least 10 countries plan to
implement in 2023

= POC VL requires venous
blood (not DBS) so plans
need to include pediatric
phlebotomy supplies
when implementing

— Despite increased risk of morbidity &
mortality, children age <5 years are
substantially less likely than

been rolling out POC VL y y ‘ d .~ : :
testing for pregnant/BF - B adults to receive VL testing.
women and now £ . e

— There are several promising
strategies being tested to improve
VL testing among young children

— Tracking of the speed, coverage
and fidelity of the scale-up of these
key interventions is critical to access

success and impact.




Pediatric HIV Disease Course
IN the ART Era

Anti-retroviral Therapy Drugs




Mortality in African Infants Starting ART at Age <3 Months

Brehin C . International Pediatric HIV Workshop, Montreal July 2022, Abs.15; AIDS 2022 Abs.OAB0205

= EARTH-EPIICAL cohort of 212HIV+ infants started on ART age <3

months in Mozambique, Mali and South Africa, being followed to age 4

N AUAA A 4

212 enrolled in EARTH

' Median VL= 5.21 logs (3.8 to 6)
-

OWO 0RO

Median time of follow-up
17 [6.8;27.5) months

23 patients (10.8%) died

At a median of 2.5 [0.6;6.8] months

74% in the first 6 months

Excess of mortality compared to baseline mortality = 7%

Due to AIDS-related causes = 5.7%

Due to non-AIDS related causes = 1.4%

> Probability of death: South Africa Mozambique Mali All
SSNASNE L1286 781 dhys <3 months 1year 2 years o o Baselinr:21 273}100 L8 5 57;(733 L8 G/r;E)EOLB 3 8n/-120102LB
- at 1 year = 11/° (C|95A"6 tO 15) Deaths % Excess Deaths % Excess Deaths %  Excess Deaths % Excess
o 3TCH+ABCHLPV/r N— - All 7 57 3% 14 17,7 122% 2 20 14% 23 108 7%
x| ar L 83% - at 2 years = 12% (CI95%,7 to 17| NoAIDS 3 24 -03% 8 101 46% O 00 0% 11 52 14%
= 3TC+AZT+ LPV/r | c 1.00{ 4 AIDS 4 33 B ¢ 76 B > 200 @ 1 57  5.7%
z
=0.75 Estimate (95% Cl) p-value
9 Suboptimal adherence (<90%): 56% 212 173 84 E Longitudinal model
Los0 Time on ART "0.008 (-0.01-(-0.004)) 2.1.10°
= ART regimen
g 3TC+ABC/AZT+NVP .29 (036-824) 0007
o 3TCHAZT+LPVI :3.84 (-8.0-0.70) 0.063
AIDS-defining disease 9/12 (75%) i Median Prob. 0.93 (0.91-0.96) Survival model
= : AIDS-related , 1.47 (0.87-3.74 0.290
DS -ALATE) 2723 Severe immunosuppression 3/12 (25%) o & 2 ”(‘ ird ) 0= 138 Baseline Viral load road ceim LA ;
0 ime (months, | Other cause, 4.34 (1.84-20.7) 0.026 |
Y LR L 48%
——gy PREUMONIa 6/12 (S0%) ek AIDS-related cause, 1.22 (0.78-1.71) 0.353
; aseline Weight-for-age
— Diarchea /Malnutrition 3/12 (25%) @ Pneumonia 3/11 (27%) Other cause, 1.07 (0.70-2.12) 0.792
WONHORS 2/22 (179 Usisamarang AIDS-related 1.01 (0.99-1.01) 0.411
-related cause, 1. A -1 X
—o Neuromalaria 1/12 (8%) : . T — e ¢
Sepsis 2/11(18%) Other cause, 0.99 (0.95-1.00) 0.276
i Febrile Syndrome 1/11 (9%) Association CD4 AIDS-related cause, 0.9 (0.86-0.98) 0.046
i@ Diarrhea 1/11 (9%) Other cause, 1.09 (1.02-1.15) 0.003




Mortality in Children and Youth on ART Who Are Lost-to-Follow-Up In

Southern Africa: Linkage vs Tracing

Nyakato P et al. AIDS 2022, Montreal, Canada, Abs.OAC0304

= Used data from tracing and linkage studies in
Southern Africa to correct mortality for LTFU in
children receiving ART

— LTFU: No visit for >180 d and no recorded death or transfer
— True LTFU: Traced/linked & not found or known deceased

Tracing Cohort

Tracing done on stratified random sample
of clinic participants

N=171 (18)%)
File not found,
can't be traced

i

|
N=121 (12%)
Documented
transfer

N=972

N=680 (70%)
Tracing by text,
| | phone, home visit

<

N=218 (32)%)
Tracing
unsuccessiul

T

N=4&2 (68%)
Tracing successful
vital statusivital
status+care

\ ’,/“
oA

=

All children 0-24 y

ears who started

ART 2004-2017 at leDEA sites
Linkage Cohort

gl e (1

b
p<

2 ™\ N\
R
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aiee
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National Population Register

Unique patient IDs used to assess if a patient lost
at one site has any linkage to another; National
death register to ID deaths

Western Cape PHDC

« 1,459 recorded as LTFU
=  Of these, 72% could be linked
«  Of these, 898 (85%) vital slatus ascertained

Linkage Cohort

Westemn Cape South
Africa

+  Guguiethu
* Khayelitsha
* Red Cross
« Tygerberg

¥4

EMR at 4 health facilities in W Cape;
children 0-14 starting ART 2004-2015

Logistic and GAM models predicted
probability of being included in tracing
sample and found by tracer

Inverse probability weights assumes that
those found represent all of whom were
traced & not found/ traced; patients not lost
given weight of 1



Mortality in Children and Youth on ART Who Are Lost-to-Follow-Up In

Southern Africa: Linkage vs Tracing
Nyakato P et al. AIDS 2022, Montreal, Canada, Abs.OAC0304

Tracing Cohort Pt Characteristics Factors Associated with Successful Tracing Tracing: Naive and Corrected Cumulative Mortality Estimates
Sex Year of ART start e :_’a v yeen ] B - 25% Naive
100% 100% Age at last vist 20,25 rs % — . — estil_nates
80% 0% CD4 count it 4 ———
ox 0% e e S =g 20% - 2 Years: 6.0% 12.0%
24 o e — ] Z 4 Years: 7.0% 17.0%
20% 20 1 0 0% $00M PATIEHONT SN0 104t (O] | —— =
y : Sox: Faenale vi Mate { —— o 6 Years: 10.0% 23.0%
™ patients Lost  Traced Ascertained " All patients  Lost Traced  Ascertained - . E 15% hole
aMale = Female #2004-2013 W2014.2015 #2016-2017 s - @
t nospi o e 2
‘Counary. T 1 E 10%
Duration on ART Age at last visit Country Mozambsque vs Lesatha | —— g =
o . 100% Couritry Zambia ve tho | e —— a )P__—_‘{___r——‘;
% 0% Souritny-Zimbatwe ve Lesotho 4 — — &8 -
0% o e Woen hor v ] e i
0% ., v | "o i &1 hour |
20% o Tive feeen R - e — — o —
0% 7 [\"mr of ART slart: 2014-2015 vs 2004.2093 4 ——— ] 4 T T 1
Allpatients  Lost Traced  Ascerained AII patients  Lost Traced Woar of ART start: 20162017 vs 2004.2043 4 i ——— i} 2 yearns 4 years [ years
w0<Gmoams  SE-<IZmontns w212 months wO<2yows ®2<10yoms #10-<20yos 820-24 yours = ) T a
Coefficlent estimate Duration on ART (in years)
Linkaae Cohort Patient Characteristics Factors Associated with Successful Linkage Linkage: Naive and Corrected Cumulative Mortality Estimates
Sex Year of ART start )
100% 100% =] — - AGO 01 105t visit: 2-0v8 01 yonrs ————— 20% Naive :
0% 80% ' estimates : i
60% 0% A at last visits 10-14 vs 01 years —_— !
: ¢
40% 40% Age ot Inst visd: 215 vs 01 yoars - - 2 Years: 5.0% 9.8% j"
o] o [ Sox: Fornalo vs Male ——— 15% 4 Years: 7.0% 12.0% oo J
0% o% . {
Allpatients  Lost Linked  Ascertained Avpatients  Lost Linked  Ascentained Duration on ART e —- = 6 Years: 10.0% 18.0% IJ
=Male =Female ®2004-2006 =2007-2009 »2010-2012 =2013-2015 g e —
IMmuUno-Suppression ot last it —— e - I
" = — 2 10%- e
Duration on ART Age at last visit Cohart Khayelitsha vs Gugulethu — — g i T ‘_,.
Cohort: Red Cross v Gugulethu — S — 3 f o ¢ ]
100% — — 100% g B i
80% 80% Cohen:Tygarberg ve Gugulethy e — y (&) ’(‘,1 S o
60% 60% Vear of ART star: 20072009 vs 20042006 —— 5% ,// o e
40% 40% > R ot
anr of ART 2t 2010-2012 va 2004.2006 — — PP
20% 20% r/’
% 0% Your of ART start: 20132015 ve 20042006 = 3
All patients Lost Linked  Ascertained All patients. Lost Linked  Ascertained - : T T 0% 1 . ‘ . .
®0-<6months  ®6-<12months =212 months ®0-<2 years u2-<10 years = 10-<20 years ®20-24 years| Coefficient estimate 0 1 2 3 - 5 6

— Mortality was 2-2.5 times higher with additional outcomes in those LTFU R
— Linkage and tracing results were similar

— Program level mortality in HIV+ children is underestimated without additional ascertainment
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National Implementation of Validated Pediatric HIV Testing
EI|g|b|I|ty Screening Tool and Expansion of Index Testing, Uganda

Mabirizi D et al. International Pediatric HIV Workshop, Montreal July 2022, Abs.16

= Analyzed HIV testing data for 3,283 PEPFAR-supported sites in

Pediatric HIV Risk Assessment Tool (HRAT)

Q Sick in the last 3 months
Q Recurring skin problems

Uganda, pre-HRAT (2019) and post-HRAT+expanded index testing

(2021) to explore changes in testing in children age 1-14 yrs; number
needed to test (NNT) to identify one new child with HIV calculated

All Testing Modalities

— Ped testing | by 13%
— HIV diagnosis 1 1.8%
— NNT | from 55 to 47

Pre- and Post-HRAT, All Testing Modalities,
Children (1-14 years), Uganda

259,042

226,236

4,682 4,764

Pre-HRAT (2019) Post-HRAT (2021)
mHIV Tests = Positivie Tests NNT

Outpatient Testing
— Ped testing | by 8.5
— HIV diagnosis 1 46.9%
— NNT | from 54 to 40

Pre- and Post-HRAT, OPD Modalities,
Children (1-14 years), Uganda

84,299

77,154

1,437 2,111

Pre-HRAT (2019)
mHIV Tests m Positive Tests

Post-HRAT (2021)
NNT

Index Testing
— Ped testing 1 by 89.6%
— HIV diagnosis 1 41.6%
— NNT 1 from 35 to 46

Pre and Post-HRAT, Index Modalities,
Children (1-14 years), Uganda

73,817

46
38,943

35
. 1,126
Pre-HRAT (2019)

mHIV Tests = Positive Tests

1,594

Post-HRAT (2021)
NNT

Q Everhad TB
QO Lost weight (last few months)

O HIV-positive maternal status — Score “Yes" > TEST

Number of questions Sensitivity
creenin i

Specificity
(95% C1) (95% C1)

—Use of validated HRAT and 1 index
testing can 1 pediatric HIV testing and
case identification among children
with the highest risk, especially in high
volume, low HIV prevalence settings

—Use of HRAT resulted in significant
reduction in NNT, making OPD testing
slightly more efficient than ped index
testing (NNT 40 vs 46)



Pediatric HIV Risk Screening Tool Evaluation in

& Elizabeth Glaser .
Q.uﬂ % Pediatric AIDS Foundation

Fighting for an AIDS-free generation

Uganda, Tanzania, Malawi

Machekano R et al. International Pediatric HIV Workshop, Montreal July 2022, Abs.17

= Evaluated performance of Zimbabwe HIV Risk Screening Tool (Z-HRST) in
Uganda (n=3482, 1.6% HIV+), Tanzania (n=14,812, 0.4% HIV+) and Malawi
(n=9245, 0.8% HIV+); evaluate alternative tools selected through machine-
learning approaches (training set and validation set data)

» Testing performance varied between countries

Number Needed to Test (NNT) to Identify 1 New CLHIV
by Country Study Pediatric HIV Prevalence

Performance of Z-HRST Across Countries

100 90,9 200 185 5
80,4 180 45

80 73,1 160 4
65,4 140 35
£ 60 120 3 2
8 Z 100 02 259
& 40 80 2 2
60 48 15

40 1

0 20 l 10 0,5

0 Ll 0

0 Uganda Malawi Tanzania Zimbabwe
Uganda Malawi Tanzania Zimbabwe

mNNT = Prevalence
W Sensitivity Specificity

 Including maternal HIV status 1 sensitivity

Z-HRST Sensitivity (Percen t) by Pediatric Age Group

Zimbabwe HIV Risk Screening Tool (Z-HRST)

If “Yes™ to 21 question(s), refer the child for HIV testing

Has the child ever been admitted to hospital [ Yes
Has the child been sickly in the last 3 months | Yes
Test
Does the child have recurring skin problems | Yes
Has any biological parent/sibling died [ Yes
A

Z-HRST Performance: (Sn. 80.4%, Sp. 66.3%, Positive Predictive Value (PPV) 10.4%, Negative (NPV) 98.6%)

» Selected optimal tool based on 3 questions:

1. Child had growth problems (adolescents: Child sickly in last 3 months)
2. >1 biologic parent/sibling HIV+ (or unknown status)
3. Recurring skin problems

Z-HRST Alternative Tool | (Uganda validation
sseeen = However, tool had poor

Sensitivity ~ 76.4 (69.4 - 82.5) 80.0 (44.4—97.5) 97.4 (92.6 —99.5) d | S Cri m | n ati on for 0 | d er
Specificity  51.5(50.9-52.1) 74.2(72.2-76.2) 50.3(49.3-51.2) adolescents (15_19 yrS)

NNT 99 (84 - 118) 59 (31-143) 50 (42 -63)

—Variable sensitivity of tool based on HIV prevalence in country
—Tool more beneficial for ID in children <15 yr than adolescents

—Performance was better in OPD than in community settings




Caregiver-Assisted Oral HIV Screening of Children - - ®=~
Age 18 Months-14 Years, Uganda and Zambia iy T
~ " Stecker CC et al. International Pediatric HIV Workshop, Montreal July 2022, Abs. 18
= Evaluated acceptability, feasibility and effectiveness of implementing :;'7;'";“;" “fi/tf";“e'“
caregiver-assisted oral fluid-based HIV screening for children as part of w—*—
index testing for HIV+ adults in cross-sectional cluster sampling design, " et v oo moters s 5 ps, oo e,

INDEX

32 facilities in 16 districts Uganda, 15 facilities in 2 provinces Zambia PARENT/CAREGIVER
HAS CHILDREN
ELIGIBLE FOR

Acceptabi | |ty / TESTING \
- 96.8% (3931/4059) of eligible index parents/caregivers accepted oral test kits Option1: Take an l

Option 3: "Community

~ 7593 test kits sent home; 97.6% (7413) children tested and returned results V'ﬂh:‘{k:;dgwt ;lttyfhfdt:thgd }lythhw.ﬂz‘lhw”ﬂﬁr}
FeaS|b|||ty o CONFIRMATORY TESTS COMPLETED based HIV test." based HIV” test.

- 1.6% (119 children) had reactive oral test kit result

- 97.5% (116 children) completed blood-based testing at facility ..

- | need for facility-based testing by 98.4%

Effectiveness pnt >
— 43/116 (37.1%) of children confirmed HIV+ —New acceptable/fea3|ble addition to HIV testing
- 97.7% (42/43) children had same-day ART initiation “tool kit” for identification of HIV+ children

— 0.4% of children had minor reaction to oral test kit o
—Can help decongest facilities



HIV

STAR

SELF TESTING

HIV Self-Testing Models: STAR 1II, Nigeria Y Unitaid

Adepoju A et al. AIDS 2022, Montreal, Canada, Abs.OAE0103

Distribution Models

HIVST Reporting and Reactivity, by Model

Of the 156,067 kits distributed, 3,909 were

Key ptopul:“ons g;,;) 80 000 reactive (2.5%) 6%
- e ) 5 70 000 4.9% One-stop shops have | o,
> : . §60 000 the highest yield &
:;Lmozx:ynd Idr}teg;ati_on of I-:‘I'VST ss:ﬁ}!‘a"t]i%r::,en' 7 gﬁgm:g‘g and ; <5600 . (4'.9,0./0) followed by 4% é
distribution via s;mc::'gpf::'et d lir:1 adolescents and patent and < facilities (3.0%) 3
various health care peertlediKey young people, proprietary medicine 240000 3.0% 3% %
services EHoreloneTcto orphans, andl A vendors % £
prt:pu P vulnerable children in 30000 2% | :
S00pS hotspots = 50 000 1.6% s
Start: January 2021 R Start: November 2 o
Start: January 2021 Start: August 2021 2021 z 10 000 l . 1 1% 1%
I . o
80000 G Ul G ¢ o T Commumty p— L
70000 St m Distributed mReported e Reactive
oo S 156,067 HIVST kits ; - i itiati
distributed Confirmatory Testing, Confirmed HIV+, and ART Initiation Among Those
50000 . . .
« facility 43% Reporting Reactive HIVST Kit, by Model
40000
+ community 38%
30000 33625 Overall 96% attended confirmatory
ELY testing, 98% were confirmed
wom 4000 positive and 99% initiated ART.
10000 s 627 3 500 . - -
3000 Lower % attending confirmation
s - testing and confirmed positive in
Facility KP-055 Community Pharmacy 2 500 community and pharmacy
HIVST by Model, Age and Sex 2000 (compared to facility and KP-0SS)
1 500
Facility (n=67,283) | 9ée 70 000 KP-0SS (n=23,625) [fexced re ..
7999 kits more than 5000 e i i
6000 4 500 e &
iz::; ]zz 0 I laﬂﬁ Y A O
3000 2000 OVERALL Facility KP-0OSS Community Pharmacy
fgg 1000 S mHIV reactive  m Attended confirmatory testing  mConfirmed HIV positive  mInitiated ART
9 | I 44 & 2 1-4 §5-9 XDAH2930-3435-3940~~H45~49 501‘2a
1-4 5.9 10-14]15-19 20-24 §5-29 30-34 35-39 40-44 45-49 S50+ - - - - - - . .
ey A —ale —rFemale — HIVST distribution is acceptable & feasible across diverse settings, populations,
i = = old i i H : : .
B it ] = | W Pharmdcy (R=5,027) |8 s and age groups in Nigeria, & reach high risk persons not tested previously
8000 8108 wormen iom;age 700 thl e A, . . . .
oo & o o — Positivity rate optimized by one-stop shops serving key populations
5000
4000 400 - - - . - .
o 00 . — Achieving high result return possible enabling support/linkage based on result
1605 1 ] ] ] o .
e o e r e s e || T e mmm s s wewsw . | — LOWET rates of confirmatory testing and LTC with pharmacy distribution warrants
—Male —Female —Male —Female f H
urther exploration




Implications for Programming — Paediatric HIV
« EARLY ART with DTG as FIRST LINE must be scaled up urgently

— Field experience confirms DTG working well even for kids switching from PI 1st line
— DTG levels not affected by food in children (unlike adults)

— Even in infants treated as early as 3 months, mortality is highest in first 6 months

— DSD called for, especially among older adolescents 15-19 years

* VL TESTING COVERAGE NEEDS TO IMPROVE

— VL testing less accessible to children especially those below 5 years.
— DTG switch provides an opportunity to increase access to VL testing for children
— Other promising strategies — community VL test collection and POC

* FIND THE CHILDREN USING MULTIMODAL APPROACHES!

— Supported Oral HIV self tests are widely accepted and have been used as home-based tests
for index testing to identify children

— Risk assessment tools are reducing costs and increasing case finding
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Birth Defects

Pregnancy, ARV Drugs
and Infant Outcomes




Pregnancy Outcomes with DTG vs EFV in 5 Clinical Trials

Hill A et al. AIDS 2022, Montreal, Canada Symposium 7/30/22

—Meta-analysis of 1,074 pregnancy outcomes from DolPHIN-1 (PK), DolPHIN-2 (DTG vs
EFV late pregnancy), IMPAACT 2010/VESTED (DTG vs EFV after 15t trimester), and
pregnancies in ADVANCE and NAMSAL trials

—No significant differences overall in risk
of stillbirth, neonatal death or MTCT rates

Stillbirths, Neonatal Deaths, Transmission DTG vs EFV

; BDIG  BERY = between DTG and EFV arms
ﬁ‘ - —Some differences in outcomes btn trials —
1] —— 053 in DolPHIN-2 non-significant trend for more
1 . .
N 3.% stillbirths and neonatal death on DTG arm
: e —— while in VESTED non-significant trend for
' more stillbirths and neonatal deaths on EFV
: — Neonstldesths wrer sum o evets —b5 cases of MTCT DTG (4 with early + test

260657, 34T T4GET, 13417 BT, 1T AS65T, 24417

[day 2-5], 1 with only 3 wk DTG duration =
all in utero) vs 1 case EFV (breastfeeding)



Periconception DTG Use & Risk of Adverse Pregnancy Outcome, Kenya
Da Silva J et al. AIDS 2022, Montreal, Canada Abs. OAE0504

Efavirenz (n=392) Dolutegravir (n=198)

= Cohort study 23 sites in Kenya identified 198 women S
receiving DTG periconception between Jul 2017-Jul 2019,  Mesestvislioadresis 0 e sy
matched to 392 women receiving EFV periconception, v
matched by age, LMP and facility type e

Yes 3IEE 9o (98.0 - 100) 189 955 (925 -98.4)
Median duration ART before conception, weeks
Adverse Pregnancy Outcomes by Periconception DTG vs EFV Exposure, 385 186  (10.1-308 191 &9 (14-221} 0ol

Kenya 2017-2019

— E_-E_)ZO'SA' ] ora - EFY
— Adverse outcomes were common
: =0.41 .
one oim (>25% of births) both DTG and EFV
— No significant differences adverse
=0.24
- pregnancy outcome between
. — periconception DTG vs EFV, and no
Any adw Fre-term delivery Il f Stillbirt . .
|:|rir|!|-|ar~,.EfI Dl%c*r;i;e gea?ggianr‘acll;ge NTD |dent|f|ed

= No NTD either group; 1 case cleft lip/palate EFV exposure



Safety and Effectiveness of DTG Use During Pregnancy-

neat

DOLOMITE-NEAT ID Network Study
Kowalska JD et al. AIDS 2022, Montreal, Canada, Abs.OALBF0103

Data from Belgium, France, Italy, Poland, Portugal,
Spain, UK, Ukraine, and Canada on women who
received DTG-based regimen during pregnancy.

Analysis included 138 DTG-exposed pregnancies

92 exposed to DTG 1st trimester; 77 of these had
preconception exposure

16 miscarriages/abortions and 2 stillbirths (all 15t
trimester exposure)

131 live births (8 multiple pregnancies)
No difference LBW, VLBW, PTD, VPTD by trimester

5 birth defects seen (none in stillbirths) (No NTD)
- ASD
« Small umbilical hernia
« Cutaneous hemangioma
« Left hydronephrosis
« Suspicion pelvicalyceal system enlargement

No significant difference birth defects 1stvs
2nd/3rd trimester exposure

Pregnancy
outcomes

Induced abortion

Spontaneous
abortion

Birth outcomes
Stillbirth

Live birth

LBW

VLBW

PTD

VPTD

Birth defect live birth

Birth defect stillbirth

N=138

7/138 (5.1%)

9/138 (6.5%)

N=133
2 (1.5%)
131 (98.5%)
20/116 (17.2%)
5/116 (0.9%)
20/116 (17.2%)
5/116 (4.3%)
5/131 (3.8%)

0/2

N=92

7192 (7.6%)

9/92 (9.8%)

N=85
2 (2.4%)
83 (97.6%)
10/69 (14.5%)
2/69 (2.9%)
10/69 (14.5%)
2/69 (2.9%)
4/83 (4.8%)

0/2

N=46

0/46

0

N=48
0
48 (100%)
10/47 (21.3%)
3/47 (6.4%)
10/47 (21.3%)
3/47 (6.4%)
1/48 (2.1%)

0/0

0.095

0.029

0.535

0.453

0.394

0.453

0.394

0.652



Figure 1. Tsepamo Sites

Update on NTD with ART Exposure,

Tsepamo Study Botswana
Zash R et al. AIDS 2022, Montreal, Canada, Abs. PELBB02

= Surface birth outcomes surveillance by trained hospital midwives at sentinel sites in Botswana, covering 70% all
births in country.

= Between August 2014 and March 2022, 224,251 deliveries occurred at study sites, of which 223,797 (99.8%)
had evaluable infant surface examination.

— 9,460 exposed to DTG from conception Prevalence Difference of NTD by ARV and HIV Exposure Categories
- 23,664 exposed to non-DTG ART from conception (14,432 to EFV) , Prevalence Difference
_ Exposure vs Comparison Groups (95% CI)
— 6,551 started DTG during pregnancy DTG conception vs non-DTG conception 0.00 (-0.07, 0.10)
- 170,723 born to women without HIV
DTG conception vs EFV conception 0.03 (-0_05, 0_12)
= 156 neural tube defects identified (100 with photo, 56 DTG conception vs DTG during pregnancy 0.04 (-0.06, 0.14)
description Only) DTG conception vs Women without HIV 0.04 (-0.01, 0.13)
- DTG from conception: 10 NTD/9,460 births  (0.11%; 95% CI 0.06-0.19%)
- - i . i 0% 0 - 0 . .
Non-DTG from conception: 25 NTD/23,664 births (0.11%; 95% CI 0.07-0.16%) N The prevalence Of NTD in mfants born to
- EFV from conception: 11 NTD/14,432 births  (0.08%; 95% CI 0.04-0.14%) . .
DTG during pregnancy: 4 NTD/6,551 births  (0.06%; 95% CI 0.02-0.16%) women on DTG at conceptlon has declined
- : , . 0, 0 .02-0. 0 . .
| | slightly to 0.11% and does not substantially
- Women without HIV: 108 NTD/170,723 births (0.07%; 95% CI 0.05-0.08%)

differ from other exposure groups.



Update Tsepamo Study Botswana
Zash R et al. AIDS 2022, Montreal, Canada, Abs. PELBB02

Mewral Tube Defect Prevalence (%)

1.0
~0.94% ; 1.0 .
. DTG Preconception Non-DTG Preconception
£ 5 o
8 0.8 Pk
T =
I o7 kT
g a 0.7
o ]
,:E 0.8 i 0.6
4 05 E
1] T 0.5
] ]
o 04 0.11% 2 04 0.11%
3 3 - L]
F 03 {95% CI Foaa {95% CI
@ 0.06-0.19%) [ ’ o
3 oo 013 : L, 012% 0.07-0.16%).
= 7 0.120.12 0.10 0.00 0.10 0.10 0.10 010
0.1 g (E—— _ - _ _ _ _ L
0.0 0.0
Mar 2018 |July 2018 Sept 2018 Mar2018 Sept 2019 Fob 2020 Sept2020 Mar2021 Sept 2021) Mar 2022 " Mar 2012 July 2012 Sept20128 Mar 2019 Sept 2010 Feb 2020 Sept 2020 Mar2021 Sept 2021 Mar 2022
M=494 | M=800  N=801 HW=1885 N=2500 N=3280 N=31200 N=5260 N=7.420| N=5460 H=11300 N=11804 N=12475 M=14703 N=16876 M=13,034 N=21.085 N=22475 N=23570 N=23664
NTD: 4 Date Evalustion NTD: 10 NTD: 14 Diatz Evaluation NTD: 25
{number expasures) [mumber exposures)
MNTD number NTD number
1.0 -
10 1.0 : HIV-Uninfected
. EFV Preconception e DTG Start During Pregnancy < 08
. £ ® 08
0.8 E 0.a E
] w 07
0.7 ] 0.7 -3
0.6 ﬁ_‘y 0.8 |:.E 0.8
0.5 g 0.5 E 0.5
(m]
0.4 2 04 _§ 0.4
=
0.3 008% 3 O3 0.06% 3 03 0.06%
s (@5%C1 2 02 @e%Cl 8 02.09% (95% CI
© 0.05% 04014 - o ,0B0E = 008 pos 008 008 05-0.08%
0 005005 .04 ooy DOB 0.07 0.08 p.of 040 0.1 0% g g - ggz 004 004 0.05 0.07 04 “‘*3-?5_ 0 . , c._F-? D.P? 0,0g0-05-0-
; - . M " " — i - 0. I - "
0.0 —* 0.0 +=* —* 0.0

Mar 2018 July 2018 Sept 2018 Mar 2019 Sept 2019 Feb 2000 Sept 2020 Mar 2021 Sept 2021 Mar 2022
N=5,787 M=6168 N=8536 MN=T980 mN=0,289 N=10474 N=12,955 N=13217 WN=14000 M=14432
NTD: 3 Date Evaluatian HNTD: 11
[number exposures)
MTD numiber

Mar 2018 July 2018
N=2.812 HN=1,104
NTD: 0

Sapt 2018 Mar 2019 Sept 3019 Fab 2020 Sepl 2020 Mar 2021 Sept 2021 Mar 2022
M=3,315 MN=1838 MN=4184 pN=4448 MN=4583 N=5515 W=6081 N=5551
Diate Evaluation NTD: 4
imumbser asposunas)
NTD number

Mar 2018 July 2018 Sept 2018 Mar 2019 Sept 2018 Feb 2020 Sept 2020 Mar 2021 Sept 2021 Mar 2022
MN=B5,057 M=60,202 WN=T3,57F M=82381 N=103157 N=114,635 N=132, 140 N=144 967 N=153 062ZN=170,713
NTD: 61 Dt Evaluiation NTD: 108
[number exposunas]
WTD number



Prevalence of Adverse Birth Outcomes and External Birth
Defects Among Women Living with HIV in Malawi

Smith-Sreen J et al. AIDS 2022, Montreal, Canada, Abs.OAC405

50%
40%
30%
20%
10%

0%

Implemented Tsepamo-like data collection for birth defect surveillance at 4 high

volume delivery sites in high HIV prevalence districts in Malawi.
Data for Dec 2016-Dec 2021 excluding COVID suspension period Jun 2020-

Jun 2021 (Note: not yet analyzed by specific maternal ART regimen or timing).

173,618 births; 10% (17,410) to HIV+ women; 17,079 on ART, 331 not on ART

Prevalence Preterm Birth

(<37 wk gestation)
31.7%
0
20.49% 22:1% 20.7%
HIV-negative  HIV+ HIV+ Overall
N=155,570  on ART no ART  N=173,618
N=17,079  N=331

50%
40%
30%
20%
10%

0%

Prevalence LBW

(<2500 g)
. 18.4%
12.0% 14iM u 12.3%
HIV-negative  HIV+ HIV+ Overall
N=155,570 on ART no ART N=173,618
N=17,079  N=331

—  Rate of PTD and LBW highest among HIV+ women not on ART, demonstrating
importance of testing and early ART in HIV+ women

—  Rate of PTD and LBW slightly higher among HIV+ women on ART than HIV-negative

women

1.0%
0.8%
0.6%
0.4%
0.2%

0.0%

!

Prevalence Overall Surface

Birth Defect (%)

HIV+ no ART 1/328

0.46%

0.38% 0.39%
HIV-negative HIV+ Overall
N=155,570 on ART N=173,618

N=17,079

1.0%
0.8%
0.6%
0.4%
0.2%

0.0%

< Trained midwifes conduct newbom physical exam
and provide description and photcgraphs/drawings
of birth defects

< Trained core team (physician and project manager
loam) review narrative descriptions and
photographs/drawings of each newbom with
Kentified dedect(s) 10 confem diagnoses and
code(s).

< Final review of namrative descriptions and
photographsidrawings by COC experts 1o confirm
final diagnosis and codes using ICD-10

< Al confirmed major birth defects were included in
the analysis

implementation (Licngwe. Biantyre.
Nicheu and Mangochi)

Prevalence Neural Tube
Birth Defect (%)

HIV no ART 0/328

0,
0.053% 0-088% (0579
[~ | =
HIV-negative HIV+ Overall
N=155,570 on ART N=173,618
N=17,079

688 defects, overall prevalence 38.5/10,000 (0.39%)

Most common: clubfoot 0.172%; hypospadias 0.076%; NTD 0.057%

Non-significant defect 1 in HI\VV+ women on ART vs HIV-negative women
Overall defects, prevalence ratio HIV+ is 1.23 (95% CI 0.96-1.6), 0.078
NTD prevalence ratio HIV+ is 1.65 (95% CI 0.95-2.9), p=0.076



Prenatal PrEP and Growth/Neurodevelopmer &

In Kenyan Infants at 24-36 Months

Gomez L et al. International Pediatric HIV Workshop, Montreal July 2022, Abs. 12; AIDS 2022 Abs.OAC0502

PriIMA-X

PriMA EXTENTION COHORT

2

Parent study (n=4447)

Enrolled in parent PrIMA
P PrEP exposure during pregnancy

Study (n=4447)

o Cluster-randomized trial in 20 MCH clinics (Homa Bay & Siaya, Kenya) e = =
aracteristic ny one
o Inclusion: Pregnant, HIV-negative, >15 years old, able to consent B O e o (n=119, 17%) (n=545, 83%)
" 2 % Medi IQR
o Prenatal PrEP exposure ascertained via self-report Maternal e o= "'2';((23 3)3)
o Participants followed to 9 months postpartum Enrolled in 201 270 307 gx 4 B b b
PrIMA Extension Study 3 g : g Child age, months 26 (22, 33) 26 (21, 31)
" . . (n=775) * :
Extension study (n=1300 anticipated; currently enrolling) Currently married 93% 91%
= TR Interquartile range Interquartile range Maternal education, years 9 (8-12) 10 (8-14)
o Observational cohort study from a subset of 4 PrIMA facilities P ree— v
- - e g umber of living children 1, -
o Inclusion: HIV-negative, surviving infant at enrollment into extension Mother-infant pairs with S = "
Mothar<child pairs foll d until 60 th t-birth data from 24-36 months Preterm birt 10% 9%
o other-chi palrs ollowed unti montns pos ! (n=664) * I Partner known to be living with HIV 13% 3% I

Child Growth Indicators

Median (IQR)

Child Neurodevelopment Indicators
Ages & Stages Questionnaires®: Social-Emotional, Second Edition (ASQ®:SE-2)

Any PrEP exposure during pregnancy Ad{;f;;dé';e“ P-value Median (IQR)
(J s
Y Any PrEP exposure during pregnancy Adjusted Coeff P=
Any None (95% CI) value
24-months? {usi1o) (n=545) —> N d .ﬁ . th
Weight (kg) 11.2(10.2, 12.8) 11.5 (10.5, 12.7) -0.07 (-0.83, 0.69) 0.783 0 I e re nces I n g rOW
Length (cm) 85.0 (81.3,87.2)  85.0 (83.0,87.5)  -0.61 (-1.85, 0.63)  0.217 ASQ-SE score
30-months? 30-month 56.9 (35.0, 80.0) 55.0 (37.4, 85.2) -3.32 (-19.26, 12.62) 0.555 Or ne u rOdeVEIO pl I Ie nt
Weight (kg) 12.5(11.0, 13.6) 12.8 (11.1, 14.0) -0.22 (-1.37, 0.92) 0.581
Length (cm) 89.0 (86.0,93.0)  89.0 (86.0, 92.0)  -0.02 (-0.30, 0.26)  0.862 36-month 62.1 (46.3,84.7)  60.0 (40.0, 100.0)  1.14 (-21.73, 24.01)  0.884 betwee n C h | Id re n Wlth
% Wlth Un d erWEi g ht or Stu ntl n g ;/;\‘cstjt:s;;zdbf;;itrneaternal age, partner HIV status, syphilis diagnosis in pregnancy, and gestational age at birth, and .
uPrEP Exposed  ®PrEP Unexposed 1 Among n=149 30-month visits with socio-emotional development data d th t t |
2 Among n=278 36-month visits with socio-emotional development data an WI O u re n a a
p=0.361 p=0.283 p=0.992 p=0.504 p=0.443 p=0.685 SPrRP Exposed EARIER Unexposed
=0.660 =0.874 P E P
S Abnormal score PR ’ I EXpOSU re
7% 7% 0
30 4 5% 5% 6% 4% % 4% 5% ASQ-SE score cut-offs 13% 16% 1240
20/ o 30-monthsi >85 S t f t f P E P
o I [l 1l I l il I il 36-months: >105 — Support sarety o r
24 MONTHS 30 MONTHS 36 MONTHS 24 MONTHS 30 MONTHS 36 MONTHS
UNDERWEIGHT STUNTING r 30 MONTHS T 26 HOWINS 1
?:;;ch' 0.80 (0.31, 2.12) 0.89 (0.22, 3.58) ‘ u S e I n p re g n an Cy
“‘:;,;:‘én. 0.51(0.12, 2.16) 1.31 (0.80, 2.13) ‘ 1.00 (0.71, 1.40) 0.59 (0.12, 2.79) \ 0.53(0.11,2.65) | 0.83(0.33,2.07) *Adjusted for maternal age, partner HIV status, syphilis di is in and
| age at birth, and clustered by site

*Adjusted for maternal age, partner HIV status, syphilis diagnosis in pregnancy, and gestational age at birth, and clustered by site

Prenatal PrEP exposure not associated with any adverse growth outcomes at 24-36 months

Prenatal PrEP exposure not associated with adverse developmental outcomes at 30-36 months
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Low Birth Weight is More Common in HIV+ than \V o mne

HIV-Uninfected Women Even In the Universal ART Era

Zotova N et al. International Pediatric HIV Workshop, Montreal July 2022, Abs. 25

= Using data from Central Africa International Epidemiology Database to
Evaluate AIDS (CA-leDEA) sites in Rwanda, evaluated birth outcomes
among all women who gave birth 2012-2020 at these sites.

10,608 eligible women

(9.7% WLWH)
l 79 stillbirths;

46 multiple
births

10,562 single live births

1 ‘ 83 pre-term

: : babies
seo Pregnancy Outcome by HIV Status Factors Associated with LBW 10,479 term births
’ N OR (95% C1) aOR (95% Cl)
4,0% HIV status
359 Negative 9,473
=170 Positive 1,006 1.35 (0.98, 1.89) 1.47 (0.85, 2.56)
3,0% Age
o <=24 2,646
2,5% 25-34 4,201 0.61 (0.46, 0.81) 1.05 (0.71, 1.57)
2,0% 35+ 1,218 0.66 (0.44, 0.99) 1.02 (0.56, 1.89)
Marital status
1,5% Divorced/separ./widow/
1.0% never married 761
’ Married/cohabiting 6,260 0.55 (0.38, 0.79) 0.85 (0.52, 1.36)
0,5% . . Weight at admission, kg
0.0% <60 3,435
e 60-64 2,767 0.53 (0.4, 0.7) 0.47 (0.31, 0.73)
Stillbirth Pre-term babies  Low birthweight 65+ 3,900 0.37 (0.28, 0.49) 0.45 (0.3, 0.67)
. Primigravida
WLWH  ® HIV-uninfected women No 6,585
Yes 2600 2.02 (1.58, 2.57) 2.24 (151, 3.32)

— Even in age of universal ART, HIV+ women remain more likely to have LBW babies

— Lower weight and primigravida status were independently associated with LBW — supplementary nutrition to
women living with HIV may reduce LBW risks especially in those of low weight and primigravida?



PMTCT Cascade Issues:

bNADb Infant Prophylaxis
Dual HIV/Syphilis Elimination
Gaps In Care and Interventions

2,120,146
1,979,270
2,000,000 -
LE49,605 3 614,265
1,500,000 |
1,000,000
500,000
0
Eligible Counseled Tested Results
Women

107,508 127,019 104,803
2 58,227
— -




CEPK Cost-Effectiveness of bNAbs for Infant HIV Prophylaxis

Alba C et al. International Pediatric HIV Workshop, Montreal July 2022, Abs. 10; AIDS 2022 Abs.OAE0303

= CEPAC Model: A strategy is cost-effective if it resulted in the greatest projected clinical benefit and was
cost-saving or had an ICER <50% of a country’s annual GDP per capita.

— Standard of care strategy (SOC) = infants with known HIV exposure are offered WHO-recommended oral

antiretroviral prophylaxis r—@ @ 0‘

— Modeled offering bNADbs to one of three target BNAbgivenonlyto | | BNAbgientoall | | BNABgientoal
H . infants with known, infants with known infants irrespective of
DO D u latl ons. high-risk HIV exposure HIV-exposure known HIV I:xpc:sure

\ 7 7

— Infants getting bNAb were offered one of three dosing
approaches: ,_@_. ,_@“

Methods: Key bNAb assumptions
* SOC * SOC * SOC
Input parameter Value Rationale Reference(s) PLUS bNAbs-‘ " PLUS bNAbs: ’ PLUS bNAbs:
* At birth o At birth o At birth
Efficacy against intrapartum Assumption based on existing data on efficacy | ... .. vew 20 * At 3 months* t;‘ Every 3 l%nonthst*
and postnatal HIV 70% against sensitive virus in adults (AMP trial) and Lwenzi;;;éﬂkiml; 1e8rer:o§;h:;vl;|%eo
acquisition neutralization coverage of single bNAbs breastfeeding
1 H Cunningham et al., CROI
Effect duration/dosing 3 mo. VRCO1LS and VRCO7-523LS infant PK data | 2022 Merananc st a1
interval Infect Dis, 2021
Uptake (range by age) 56% - 96% Country-specific routine infant vaccination uptake WHO, 2021
Estimated costs of monoclonal antibody production ?"f ersu:i:i:IraAel?:
Cost, per dose $20 and vaccine delivery in low- and middle- income | V%105 Biliame
countries Heallh, 2020, GOVAX
orking Group,




EPX  Cost-Effectiveness of bNAbs for Infant HIV Prophylaxis

Alba C et al. International Pediatric HIV Workshop, Montreal July 2022, Abs. 10; AIDS 2022 Abs.OAE0303

— Offering bNADbs to infants with known HIV exposure was cost-effective in Céte d’'lvoire & Zimbabwe and offering bNAbs
to all infants was cost-effective in South Africa, where maternal HIV prevalence and incidence are relatively higher.

— Cost-effective bNAD strategies would substantially reduce projected MTCT compared to the current standard of care.
— The potential clinical impact and cost-effectiveness of bNADb infant prophylaxis should motivate further bNAb research.

Cote d’lvoire Zimbabwe South Africa
Maternal prevalence: 2.6% Maternal prevalence: 12.3% Maternal prevalence: 33.0%
100 100
& SO » %H &
o 1 E y
© ° ; ©
i 40 ;,;: i 400 i
§ g F
[*} o (¥}
2 15 2 <
z z z
@ 10 o 10 o
5 5
10 20 30 40 50 60 70 80 90 100 10 20 30 40 50 60 70 80 90 100 10 20 30 40 50 60 70 80 90 100
BNAD efficacy (per dose, %) BNAD efficacy (per dose, %) BNAD efficacy (per dose, %)
70% efficacy
$20/dose
X Base case Standard of care ALL - 1 dose plus
(no bNAbs) HIVE - Extended (18 mo.)
High risk only All HIV-exposed All regardless HIV exposure
HR-HIVE - 1 dose HIVE - 1 dose [ | ALL-1dose
HR-HIVE - 2 doses HIVE - 2 doses [ | ALL- 2 doses

HR-HIVE - Extended (18 mo.) HIVE - Extended (18 mo.) ALL - Extended (18 mo.)
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Dual HIV/Syphilis Elimination, Nigeria

Storey A et al. AIDS 2022, Montreal, Canada Abs.OALBEO0105

C 5P v

HIV/ Syphilis ;

Globally, estimated 1 million cases of syphilis in pregnant women cause = Sl M s g et
350,000 adverse birth outcomes/yr - I e
Syphilis is 2" |eading infectious cause of stillbirth globally( 64% in Africa) = Z G~ 51 disparty

. . . ‘g ) ) ; . 2% 0% | | vs syphilis
Despite this, significant disparity between national coverage for HIV vs 2on - : e | testing,

- ) i i - —= .-: pregnant
syphilis testing in pregnant women globally : : i 1 1 § £l  womenin

& A . = Nigeria
3

CHAI Pilot Program Dual HIV/Syphilis Testing Nigeria

SHO

INDICATOR

NumBer of pregrant wormen tested for
HIVisyphilis

RIVERS

16,382

ANAMBRA

13,369

w—Syphiis | - HIV |
'

Number of pregnant women who tested
positive for Syphilis

26

1

Number of pregnant women who lesied
positive for Syphilis and received
treatment with BPG

Fal

9

Number of partnen(s) of syphilis positive
PW tested with dual RDT

9

4

MNumber of pariner(s) of syphilis positive
PW positive for syphilis

8

o

Mumber of syphilis positive partner(s) of
PW trealed with BPG

8

1]

SUPPLY

* Al the giobal level, CHAlI faciitated market
shaping activities 10 attain dual HIV/syphilis RDT
price reduction from initial $1.50 to <$1.00

* In-country, CHAI catalyzed market competition by
deploying two brands of WHO prequalified dual

RDTs in the pilot (SD Bidline and Premier)

* CHAl procured 1,000 viais of BPG to ensure

treatment availability during the péiot

45,431 . . . . :
Py pe—— mremenwonen ™ Nigeria 2021 national policy change: HIV and syphilis testing should be offered
"ottt for HIVISyphus. to pregnant women seeking antenatal care in all settings
15,662 45,413
0.2% - 1 pregnant women tested for HIV from 67% to 95% by 2022
68 108
P st et e pic — Plan 1 pregnant women tested for syphilis from 10% to 60% by 2026
69 99
92% Country Adoption of Dual HIV/Syphilis Antenatal Testing
. “ p:::mfg{ggm — June 2022 by WHO region
treatod with BPG :;‘I;A:s
1 _L‘a IEB !ﬂ ‘IE'!-},
’ “ 42% Sustit
16 26 Pariners of syphilis positive
pregnant women who were
testod
*  CHAI faciltated policy updates 10 Incorporaie the
dual MIVisyphilis RDT use in ANC; STI Guidelines,
HTS Guidelines, HIV Treatment Gucelinns I . 4 a , &
Africa America Eastern Maditarranaan Europa South-East Asia Waostarn Pacific
Humbar
:ountrlu N=47 N=35 M=21 M=53 N=11 N=26
—Recent WHO data show 33% (63/194) reporting countries have reported

adoption of dual HIV/syphilis testing for pregnant women in ANC



Mbereko+Men: Impact of Community-Based Intervention on I\/Iaternal
st o ot Mental Health and Care-Seeking in Rural Zimbabwe

wrap that holds the baby

tho et tore voars of e Webb K et al. International Pediatric HIV Workshop, Montreal July 2022, Abs. 13 ot

Our Baby, Our Health, Our Future

Mbereko+Men
Multicomponent community-based intervention

= Cluster randomized trial in 8 rural health facilities enrolling 457 women who
had given birth in the prior 6 months (11% HIV+) and 242 male co-parents

= Did before/after implementation surveys to measure impact on maternal
mental health (Edinburgh Postnatal Depression Score, EPDS,
>12=depression) and male engagement in care/support

Control Intervention

Mbereko: Women’s
Empowerment Groups

*facilitated problem
solving

*income generation

*psychosacial support

+Men: Men’s Facilitatec

- {22z re2%0) — Reduction in EPDS score (| depression) in both intervention and Dialogue Sessions &
Age (yrs) 25.1 25.8 ) . i Family Charters
Completed pimary schoo le2002) {47 (743) control arms, but decline in mean EPDS score was 34% greater in
Number children 4 4 . . . _—
Recent pregnancy ended in |ntervent|0n VS COI‘ltI’0| arm (aRR 066, 95% CI 048'090, p:OOOS) Communlty & FaC|I|ty:
stillbirth 0/226 2(09) Characteristics associated with EPDS>12* Health.Centre
Married 204 (89.8) | 198(86.0) Participant Characteristic a0R (95%Cl) p Committees & Nurses
Married before 18yrs 82/212 (38.7) | 74/214 (34.6) Younger maternal age (16-24yrs) 1.40 (0.48-4.09) |0.54
Self-identifies ?5 HI.V positive 20/226 (8.9) |[34/227 (15.0) Primipara 0.41 (0.16-1.07) 0.41
Male partner lives in household 185 (81.5) 186 [80.9 Completed Primary School 0.69 (0.16-1.07) 0.51
__ control ntervention Married before 18yrs 0.66(0.36-1.20) |0.17

e (=) =t HIV Positive Status 4.4(1.03-166)  |0.05
Age 31.8(7.7)  [352(86) Intimate Partner Violence 10.15 (4.83-21.30) | <0.0001 . . .
Engaged in Paid Work 85/135 (62.6) | 73 (68.5) f::f::d’i:rei?::\rllecr?:i::S:ii::::::i::rheringeﬂects 0.24 (0.01-4.47) |0.34 — LOW-lntenS“:y gender-synChror"ZEd
Bl 202 ienificant i intervention positively impacted

— Improvement ANC indicators in intervention group Significant impact Ef Mbe’ekm"f"e“ P y P

_ . intervention on sub-measures of: maternal mental health, ANC cascade

PMTCT Indicator HEG (EPED e * Overall relationship dynamics . , . .

Timely ANC (first trimester) 1.7 (1.1, 2.6) 0.012 (Intimate Bond Measure) and |mproved couple S relatlonshlps

4 or more ANC visits 1.0(0.4, 2.4) 0.94 * Men’s gender attitudes (Gender - . .

Couples HIV test in pregnancy 2.1(1.3, 3.4) 0.003 Equitable Men) — Women IIVIng with HIV and survivors

Facility birth 1.9 (0.6,5.9) 0.2 + Men's prac;i;albgum(aort for intimate partner violence need targeted
Timely postnatal care (mother) 15.7 (5.4, 45.3) <0.0001 women and babies (CoOKIng,
- accompanying to ANC/birth/infant mental health support
Timely postnatal care (baby) 2.8(1.7,4.8) <0.0001 iliness, playing with baby)



Impact of ART Status on Gaps in HIV Care In
leDER Women Living with HIV in Khayelitsha, South Africa

' Phillips T et al. International Pediatric HIV Workshop, Montreal July 2022, Abs. 28

ART history before

= Examined differences in HIV care gaps (>270 days without evidence of - pregraney_
. n ART ART start >48 weeks before

HIV care) between delivery to 24 mos postpartum by maternal ART 43% delery, with evidence of

. . . . care in the ays
history at time of pregnancy in Khayelitsha ART cohort before first antenatal visi
. . . Restarting ART ART start >48 Weeks before

= 6,877 women age 15-59 yr with >1 live birth between Apr 2013-Mar 2019 5% ey no evigenceof

before first antenatal visit

Changing % Women on ART, Restarting ART, Cumulative incidence of PP gap HIV care: 5 20y, |Newly starting ART star f_iate <32 weeks
and Newly Starting ART by Year of Delivery 1yr PP: 16.0% (95% Cl 15-17) ART efore delivery

serzes- o I > | g 2 yr PP: 30.9% (95% Cl 30-32)
- o — Increasing % of HIV+ women presenting for
P2015 n=g6d = ‘3‘ = ‘ S 12 - [ esvc 95% CI [ 9s%c
, | l ‘ S on ART == == restarted ART =-=--=--+ new ART start ANC are on ART
g SR T e 3 i i
%m | — Women newly starting ART in pregnancy have
“ainis [ = | 5 1 risk of having PP gap in HIV care
20 |
e . - 27 — Small but growing % of women re-entering
A neris 57 HEE S0l HIV care/restarting ART in pregnancy who
T 0 5 1 15 2 have 1 1 risk of having PP gap in HIV care
% of women vears postpartum ] ]
g on ART Numberatrisk i ro2 c00 110 — Assessment of ART history during ANC can
fealared ART on - . . . .
B new ART start T restarted ART 370 252 184 124 77 facilitate support interventions to optimize
] new ART start 3582 2964 2573 2110 1697

sustained PP retention in care



Number of HIV-exposed children who are uninfected
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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 Mirholle A Rultan,

HIV-Exposed Uninfected Infants

Percentage of maximum value

Human brain development

Mid-late | 0 Late Early Lato ) sconce  YOUNO Middle Late
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80% of brain growth
happens by 3 years
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Increased Risk Long-Term Risk Hospitalization and %

Chronic Disease in HEU vs HUU, Montreal, Canada
Brochon J et al. International Pediatric HIV Workshop, Montreal July 2022, Abs.15; AIDS 2022 Abs.OAB0105

= Centre maternel et infantil sur le SIDA (CMIS) Cohort: established * [Birth years

25

in 1988 at CHU Sainte-Justine in Montreal, follow-up mother-infant -
pairs from pregnancy to early childhood; 93% mothers on ARV in . n B

pregnancy, mostly Pl-based (70%) :

Before 2000 2000-2004 2005-2009 2010-2015

= Matched 1:3 with control children in RAMQ universal health system database selected randomly
after matching for age, gender, and postal code (neighborhood)

CHEU CHUU
(n=726) (n=2178) RR 95%(ClI p-value
N{ A NI/OLY

Product-Limit Fail C . CH EU
With Numeror:sul,;;cls'a'?,:s,:n';r;ﬂ:ra:ﬁe,me,Bands B CHEU Product-Limit Failure Curves Congenital anomalies 40 (5.5) 76 (3.5) 1.58 [1.09 - 2.3] 0.01¢6
10 With Number of Subjects at Risk and 95% Hall-Wellner Bands . CHUU
| Logeanea 00t 8 CHUU 1.0, Cansored Neuro-psychiatric disorders 241 (33.3) 566(26.1) 1.28[1.13-1.45] <0.001
Logrank p=0.0060 ndocrine nutritional, metabolic and
08 I - 79 (10.9) 340(157) 0.70[0.55-0.88] 0.002
08 - immunity disorders
2z Respiratory diseases 161 (22.3) 559 (25.8) 0.86[0.74-1.01] 0.06
3 08 =
2 T WM 5 06 Cardiovascular system diseases 21 (2.9) 75(3.5)  0.84[0.52-1.35] 0.47
o & M Malignancy 12(1.7) 45(21)  0.8[0.43-1.5] 0.89
:% 0.4 e 14
RR=1.39
[1.10-1.76]

p=0.007 m CHEU uCHUU

RR=1.71

02 12
0.2+
10
0.0
Case 727 340 195 80 o RR=2.13
1 [1.37-3.33)
115 1]

Contr. 2178 1212 883 338 0 0.0 8 P [1;20_2_‘14]
0 50 100 150 200 250 g:ns”e 2712773 408 245 o p<0.001 n14321] »=0.003
delai_suivi_m p=0.012
SRETR — contr n ) a0 100 ) 160 a.nn ] ) 360 4 [kal::f.:a] - E?]R;:i:%]
All hospitalization CHEU vs. CHUU Excluding prolonged birth hospitalization , P I p-00%0 N nais
0 21 1.7% 1.8%, g 0.6, 0.2%

HR: 142 [126'161], p<0001 HR= 121 [106'140], p=0006 Psychoses Autism spectrum Delays in Coordination Other or mixed Intellectyal

disorder development disorder developmental disabilities

aHR for gestational age: 1.23 [1.08-1.40], p=0.001 aHR for gestational age: 1.14 [0.99-1.31], p=0.078 PR,




V7
O Congenital CMV (cCMV) Infection in HEU, Montreal

CIME . L
—— Kakkar F et al International Pediatric HIV Workshop, Montreal July 2022, Abs. 24

. . . . . . . .i 1112 mother-infant-pairs
* Retrospective study of mother-infant pairs with available clinical 'ﬁ

samples in the SIME Montreal Cohort; tested for CMV by Altostar )é\ :jm, é o2
CMV PCR; prevalence of CMV in general population is 0.5%.

“rr*  infections

x'\ 6 samples

Q
c¢CMV by birth weight cCMV by gestational age a-]1 : @
r)

726
samples

W 233%) O 11(1.5%)

A ccMv ED ccmv
1,40%
- —HIV-infected infants had highest risk of cCMV.
ZSOOg >=2500g <37 weeks =37 weeks .
—HEU had 3-fold 1 risk of CMV compared to general
opulation.
cCMV by nw;:;r\z-:_'yvmi'md at cCMV by delivery CD4 count p p

—Highest risk among HEU with low birth weight or mothers
with detectable RNA or low CD4 — would be highest priority
for screening for cCMV.

—Given risk neurodevelopmental delay in HEU and known
z association with cCMV, suggests that all HEU should be
o ’ ‘ tested for cCMV at birth.

P=009



Implications for Programming — Elimination of vertical transmission
and infants who are HIV exposed

* DTG should be offered to all women including of child-bearing age

— No difference in adverse birth outcomes for women on DTG vs EFV at conception
— Continued strong evidence on more rapid and better viral suppression

* [Innovation for elimination of vertical transmission

— PrEP safe in pregnancy (no difference in birth outcomes), and should be promoted
with DSD for at risk populations

— Promising strategies to increase VL testing — community maternal VL test collection
and POC

— Broadly Neutralizing Antibodies for injectable infant prophylaxis on the horizon



GETTING TO ZERO
PREVENTING HIV
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The intervention:

8.8.8-
8.8.6.

6-month PrEP
dispensing (for interim testing)

66

Biannual PrEP facility visits

By

HIVSTs

Effect of 6 Month PrEP Dispensing Supported with Interim
HIVST on PrEP Continuation at 12 Months, Kenya

Ortblad K et al. AIDS 2022, Montreal, Canada, Abs.OAEQ0105

1:1:1 non-inferiority individual-level randomized trial:

J Inclusion criteria:
@ W i # ? + 218 years
* Using PrEP 1
Women in SO Men in SD Women singly month
(N=130) (N=165) (N=200)

e

|

**secondary outcomes

SOC: three-month PrEP
+ clinic-based RDT

Six-month PreP +
oral-fluid HIVST

Six-month PrepP +
blood-based HIVST

Quarterly clinic visits

HIVST training, 2 HIVSTs;
Bi-annual clinic visits

HIVST training; 2 HIVSTs;
Bi-annual clinic visits

a | @ a3 | aeklx ar | @ } a3 | aek| a | @ § a3 | aeklk
ole 66 =8 = ABARINZ
Standard-of- ‘ J

care N=116 OF + BB HIVST  N=329

Inclusion criteria

« 218 years; using PrEP 1 month

Standard of care

OF HIVST intervention

BB HIVST intervention

fH WHEN
3-monthly

Servi

a WHO
Service provider

€ WHAT
Service package

HIV testing

No separation; PrEP
refill combined with
SERYCERELERTEA clinical consultation

Clinical consultation
PrEP package + 3-
month PrEP refill

consultation
6-monthly

No separation; PrEP refill
combined with clinical

Clinical consultation PrEP
package + 6-month PrEP
refill and two OF HIV tests

No separation; PrEP refill
combined with clinical
consultation

6-monthly

Accredited primary healthcare facilities — ART service

Service providers who can carry out follow-up visit/s that include PrEP refills and

Clinical consultation PrEP
package + 6-month PrEP refill
and two BB HIV tests

Endpoints

months, at 12 months

« Testing 23 times since

Tested for

HIV

* Any HIV testing in the past 6 « Refilled PrEP at 12 months

* Refilled PrEP at 6 and 12
months

enroliment

Data: self-report

Refilled
G PIEP

Data: pharmacy records

| N

* Any TFV-DP at 12 months

* Any TFV-DP at 6 and 12
months

Adherent
to PrEP

Data: DBS samples

Risk Difference HIVST vs SOC
All Patients (N=495)

Tested for HIV Refilled PrEP Adherent to PrEP
0/
15% 1 "paste  sawes at12  at6&12 at12  At6&12
months th th h th
10%
v
@ 4,96% 9
S 59 ° 4,26%
[
3 g 033 0,62% 019% T
5 -3,25% | |
k9
L2 5%
4
Non-inferiority margin
A% 4mmmmm e
15% (-7.44%) (-6.81%) (-10.84%) (-7.93%) (-2.46%) (-3.02%)
- 0
S0¢ 9 9 9 % 42.2% %
(N=166) 116 (69.9%) 107 (64.5%) 104 (62.7%) 94 (56.6%) 70 (42.2%) 64 (38.6%)
°F’BE('NH=':;91)' 230 (69.9%) 215 (65.4%) 196 (59.6%) 186 (56.5%) 151 (45.9%) 135 (41.0%)

Risk differences

40%
30%
20%
10%
0%
-10%

-20%

soc
(N=67)

OF + BB HIVST

(N=133)

Risk Difference HIVST vs SOC
Single Women (N=200)

Tested for HIV Refilled PrEP Adherent to PrEP
Past6 >3 times at12  at6&12 at12 At6 & 12
months th th th th

16,68% 15,L0%

(e ]

|

Superiority margin
(-8.42%, (-5.83%, (-10.43%, (-7.52%, (-4.44%, (-4.31%,
19.87%) 12.72%) 18.76%) 21.77%) 28.91%) 27.49%)
41(61.2%) 37(55.2%) 36(53.7%) 32(47.8%) 12(17.9%) 10 (14.9%)
89 (69.9%) 82(61.7%) 77 (57.9%) 73(54.9%) 46 (34.6%) 41 (30.8%)

—At 12 mos, the 6-month PrEP dispensing with interim HIVST
was non-inferior compared with SOC PrEP dispensing at 12 mos

— It simplified PrEP delivery reducing number clinic visits without
compromising HIV testing, retention or adherence

—Among single women, the intervention increased PrEP adherence.
—HIVST should be considered to support PrEP continuation and

increase health system efficiences



00 Combination Adherence Support for PrEP
- During Pregnancy, Malawi

TONSEPAMODZI Saidi F et al. International Pediatric HIV Workshop, Montreal July 2022, Abs. 11

Distribution of PrEP Adherence Scores

- - - - - .
= Pilot randomized trial of adherence support intervention vs control = e LR

= Oral PrEF screening and initiation Counseling Adherence Support

in 200 HIV-negative pregnant women initiating TDF/FTC PrEP at i corseino o oty Ok i

session & orientation

5
g
- - - - - nbervantion group 5 im §
single site Malawi, evaluating retention and TFV-DP levels : ‘
= Dral PrEP screaning and initiation £
. + Addh Il Lam -i - O dh
Adherence at 3 & 6 Months According to TFV-SP Drug Level Scores . m’imm?f%fﬁg % " opreonat ‘ oé’g%z:“’deﬂf
Month 3 Month & » Patieni-cenbered counssling ‘g
100% + » Adherence supporier 2
E
Clinical Outcomes 4 am Ao meerace S
, . i Unadjusted probability Adjusted probabilit
- - Outcome Time point  n Intervention Control Z.‘aff;‘.lfnie ‘?;20; C{.') dh‘fjt‘;-::cep{;aﬁz JC[D}:‘
s Retained in care
Month 3 200 90/100(90.0%) 89/100(89.0%)  1.0% (-7.5%, 9.5%) 5.1% (-3.7%, 14.0%)
s Month 6 200 88/100(88.0%) 83/100(83.0%) 5.0% (-4.7%, 14.7%) 7.4% (-2.7%, 17.4%)
Functional PrEP levels among women retained in care
e Month 3 178 28/89 (31.5%) 29/89 (32.6%) -1.1% (-14.8%, 12.6%)  -4.5% (-20.0%, 11.0%)
—=— Month6 170 22/88 (25.0%) 26/82(31.7%)  -6.7% (-20.3%, 6.8%)  -9.7% (-34.4%, 4.9%)
50% 2o 11.0% Retained in care with functional PrEP levels
{prmarvictioome) Month3 199 28/99(28.3%) 29/100(29.0%) -0.7% (-13.3%, 11.8%)  -1.8% (-16.2%, 12.7%)
i Month 6 199 22/100(22.0%) 26/99 (26.3%) -4.3% (-16.1%, 7.6%) -5.5% (-18.0%, 6.9%)
: * One specimen misplaced at Month 3 and one specimen misplaced at Month 6; outcomes set to missing
A Adjusted for baseline imbalances in socioeconomic status (presence of electricity in the home and income source), gestational age, intercourse frequency, perceived HIV
risk, and number of lifetime sex partners
— Oral PrEP adherence consistently low even in trial setting, with daily
dosing by <12% of pregnant women.
— Unfortunately, the combination adherence support did not increase

Intervention Control Intervention Control

Low number of doses ar no doses at all in the interval rete ntl O n Or ad h e re nce tO O ral P rE P.

A few doses in the interval
Sateidois sy n o s, eweay s wsangpiomessmonss.— — \Wll injectable PrEP result in improved retention and adherence?
Appoximately daily dosing

REROOO



Adaptive PrEP Adherence Interventions for

Young South African Women
Velloza J et al. AIDS 2022, Montreal, Canada, Abs.OAC0504

Study Design

¢ 'Non-responders 1
i | Tenofovir diphosphate levels 1
i <500 fmol/punch or missed 1

‘ Enroll HIV-negative adolescent

= Endpoint TFV-DP >700 fmol/punch

girls and young women

A AR THEe,  efils prio to M3 — Primary randomization (SMS vs WhatsApp)
Determine who adheres  MeoucM 4 " e T . .
well with minimal support: T e . T —— — Secondary randomization (drug level feedback vs
SOC counseling + SOC counseling + .
Study visits at M1, M2, M3 Study visits at M1, M2, M3 monthly cou nse“ng)
. = seibsdesapapeaiod S GoRAR EAaCTEAtSH — Optimal adherence of 4 dynamic treatment strategies:
Deconmine who neads mofe « Healthy relationships. {fornon:fesponders only)
intensive interventions: . St and disclosur 4
T X First offer 2-way SMS First offer 2-way SMS
e y 2";"”"' substance us Continue 2-way SMS Primary intervention + Primary intervention + Continue WhatsApp If responder, continue If responder, continue
- mpowerment with quarterly visits Dmgr-lsvelt f’aedtt:acl; . Problem;f:ﬂcustehd io;nselmg with quarterly visits | Else non-responder assigned to SMS + Else non-responder assigned to SMS +
unsell| - H i
Plus, South African standard-of-care counseling SOUNSOING.ALMONMS, 25 ationthe Drug-level feedback counseling Monthly counseling
a '
>
Primary Outcome Assessment: TFV-DP levels at Month 9 First offer WhatsApp First offer WhatsApp
If responder, continue If responder, continue
Else non-responder assigned to WhatsApp Else non responder assigned to
+ Drug-level feedback counseling App + Monthly
Primary Interventions (N=348) Secondary Interventions (N=155) v
100%
Enrollment characteristics (N=360) PrEP continuation and adherence 190%  TFV-DP 2 700 fmol/punch at Month 9 TFV-DP = 700 fmol/punch at Month 9 3 =
N (%) or 400 ok oK Embedded dynamic treatment strategy Estimated Global
Median (IQR) __ 78% probability of high 95% CI valuep
350
Age 21 (20-23) o 0 ow PrEP adherence
Unemployed 144 (40.0%) 300 o 3 e P 70% P 70% SMS, followed by monthly counseling for 0.25 (0.18-0.34)
College education 32 (8.9%) 250 8 eo% 8 eo% non-responders (N=134)
S 3] I
Number of sex o £ £ SMS, followed by drug-level feedback
2(1-2 200 50% - . o g 0% A 0.27 0.19-0.36
partners {12 % REALOS (MW C1N0:001.04) & counseling for non-responders (N=133) ( ) 054
Never or rarely uses 150 o 40% o 40% t - :
condons Y 130 (36.1%) ? ® ‘ &® RR=1.33 (95% CI: 0.31-5.76) WhatsApp, followed by monthly counseling 0.24 (0.17-0.33)
e p e 100 30% s0% I | for non-responders (N=140)
20% 19.5% (N=34) 18.4% (N=32) 20% .
Curable STI —— 50 WhatsApp, followed by drug-level feedback 0.24 (0.17-0.33)
: s — 10% st counseling for non-responders (N=140)
Intimate partner 195 (54.2%) Envolled & Retained On PrEP Adherent Retained On PIEP Adherent s 3.9%(N=3)
violence g on PEP R At athe atMe stV athd 0% 0%
Month 2 Month 9 2-way SMS WhatsApp DLFB Counseling Monthly Counseling

— No significant differences between intervention or dynamic treatment strategies — had similar impact on adherence
- Did not compare to SOC — and PrEP adherence actually higher than comparable cohorts
— Challenging to re-engage non-responders after 2 mos

— Individual level interventions may be insufficient to overcome structural barriers to PrEP for AGYW — long-acting formulations may have promise



HPTN

084 HPTN 084 Updated Results CAB vs TDF/FTC for PrEP
bt A AL Delany-Moretlwe S et al. AIDS 2022, Montreal, Canada, Abs.OALBX0107

= NEJM: HIV incidence CAB 0.20 vs TDF/FTC 1.85 per 100 PY, HR 0.12 (0.05-0.31)

= Blinded portion of trial stopped Nov 2020; pt continued on randomized regimen pending protocol amendment for
open-label CAB — report on HIV infections during the 12-month period following the unblinding

Blinded period, through Nov 2020 Pregnancy Incidence CAB vs TDF/FTC, Blinded

Combined blinded and unblinded period, through Dec 2021

Incdence rate per 100 PY

HR 0.12; 95% CI 0.05 - 0.31 HR 0.11; 95% C1 0.05 - 0.24 and Unblinded Periods
s Blindec period = Unblinded period
. HIV incdence « Three additional CAB group infections were identified . 3.8
o 3.50 — All associated with poor/absent product use 35 3.2
" . - -injection breakthrough infections observed ' v
0 36 infections 3.00 bl o ) ) = 3
- 1942 person years x 56 infections g 2,6
g ™ 3292 person years § 25
2.00 1,85 B om0 8 5
g 2.0 1,70 E 15
150 . ” e 015 1 .3
4 infections 8 e 6 infections - i
1.00 1956 person-years i 1.00 3334 person years E . . I
= 05
050 0,20 0% 0,18 |
0.00 0.00 —_— . CAB 1614 TDFFTC n=1610 Total n=3224
CAB n=1614 TDF/FTC n=1610 CAB n=1613" TDF/FTC n=1610 Cumutative confirmed pregnancies 63 69 132
*Exc udes 1 basaling infection from tha blinded D.-M Cumulative person-years 32391 3238.3 6477.3
Total cAB TDFIFTC
0, n=132 n=63 n=69
L’ardclpanu with 2 Grade 2 events Total (n=2865) CAB (n=1440)  TDF/FTC (n=1425) 8(; f’ °; Grade Ongoing 57 23 34
n % n % n % adverse Known pregnancy outcomes*
ny Grade 2+ events 2391 83% 1194 83% 1197 84% events Live births 61 31 30
} considered
Any SAE/EAE 48 2% 26 2% 22 2% lated t Pregnancy loss
Deathe 2 0.1% 2 0.1% 0 0% e >=37 weeks 0 0 0
! study products, 20-36 weeks 3 1 2
ISR - Grade 2+ (n=1318) 32 2% both arms <20 weeks** 13 9 4
: Congenital anomalies 0 0 0
" » . - “includes muitiple births
**includes ectopic pregnancy. eiective and spontaneous abortion
—CAB continues to be superior to TDF/FTC in preventing L Prognancy incidence. 1 in unblinded period: confirms
: : : : 0 : . importance of evaluating CAB safety and Pl in pregnanc
infections in women, with 89%/ risk; no new safety concerns P g Y bregnancy

during HPTN 084 open label extension



Jamieson L et al. AIDS 2022, Montreal, Canada, Abs.OAE0304

Thembisa Modeled Analysis

Cost-Effectiveness of CAB-LA vs Oral PrEP, South Africa

o

Model impact and cost-effectiveness of CAB-LA vs TDF/FTC PreP (using HPTN 083 and HPTN 084 data) over
20-year time (2022-2041) in South Africa using Thembisa model (https://thembisa.org), using 2 coverage

scenarios (medium/high) and 2 duration scenarios for CAB (same as oral/longer than oral PrEP).
Target AGYW, FSW, ABYM, MSM populations

Oral PrEP (TDF/FTC)
Minimum duration Maximum duration
Medium High Medium High Medium High
coverage coverage coverage coverage coverage coverage
Duration Smo Same as for TDF/FTC 12 mo
11 mo 24 mo
Coverage 5% 10% 10% 20% 20% 35%
20% 40% 35% 60%
15% 30% R5% 40% 67%
50% [
Effectiveness 65% 95%
85%
Annual cost per | $76-78 $78-81 $131-137
person initiated | $116 $122
$105
Oral Prep CAB-LA

Duration 5-11 mo
Coverage 5-15 % or 10-30% (hi)
Effectiveness 65-85%

Cost $76-78 ($116 MSM as includes =

syphilis test)

Duration same as oral or 12-24 mo

Coverage 10-25% % or 20-50% (hi) min duration
Coverage 20-40% or 35-67% (hi) max duration
Effectiveness 95%

0.5%
0.4%

0.3%

Cost varies $78-81 or $31-137 depending on duratic

Impact on HIV

Total HIV incidence

s Bascline

e CAB-LA Max High
------ CAB-LA Max Medium
CAB-LA Min High
------ CAB-LA Min Medium
OralPrEP High

----- DralPrEP Medium

At baseline HIV incidence declining
from 0.39% to 0.17%

By 2041, CAB-LA min (and max)
reduces incidence, averts more
infections and AIDS deaths than
TDF/FTC

HIV incidence decreased to
- 0.15-0.16% TDF/FTC
- 0.10-0.13% CAB-LA
HIV infections averted
- Max 8900-16300/yr TDF/FTC
- Max 26400-52000/yr CAB-LA
AIDS deaths averted; over 20 yrs
- 6500 -2400 TDF/FTC
- 21500-43400 CAB-LA


https://thembisa.org/

Cost-Effectiveness of CAB-LA vs Oral PrEP, South Africa

Thembisa Modeled Analysis \s,
Jamieson L et al. AIDS 2022, Montreal, Canada, Abs.OAE0304 -

s Raseline
z::*::“ :ﬂ Cost-Effectiveness over 20 Years Threshold Analvsi
----- a i um . . . r n ]
CAB-LA Wiin High Medium coverage scale-up for PrEP interventions esho i gys S
Impact on Cost of HIV Programs What Would Be Cost of CAB-LA/Injection to be as CE as Oral PrEP?
CAB-LA Min Medium New HIV Life years lost due CAB-LA  Total cost of the HIV Incremen tal cost
——— QralPrER High infecti to AIDS d st p fecti ") =
2 600 600 Total on ART OralivEP Mediorn scanario S : ceative to_(billons 2021 USD) {2021 UsD) Minimum Maximum
Number %overted Number %saved oral PrEP  Cost  Incremental  Cost/  Cost/life duration scenario duration scenario
[millions] over 8L [millions] owverBL cost over BL infection year
averted saved Cost per CAB-LA injection Medium High Medium High
Baseline 3.02 37.34 41.29 (2021 USD) coverage coverage coverage coverage
Oral PrEP 2.90 4% 37.02 1% - 42.08 2% | 6,053 2,309 I
CAB-LA 1x 43.25 5% 4,471 1,705
minimum duration 2x 44.46 8% |7211 2751 Equal ICERS for
258 15% 3619 3% cost/HIV infection averted $14.47 $11.57 $11.79 59.03
CAB-LA 1x 44.31 7% [s157 1978 ] Equal ICERS for
maximum duration e o sser e 2 46.24 12% |'8,447 3,240 | cost/life year saved 514.47 $11.88 $11.70 59.33
26 Total cost HIV program (2021 USS$, billions) A t bl f t/ . t t b
- i ) = —
assuming CAB-LA drug = 1x cost of TDF/FTC —To be more CE than TDF/FTC, CAB-LA needS to be same Ccep apble I’ange Or COS |nJeC 10N 10 be as
A e ——————————— . . . . H _
$ o ¥ — ~ (1x) price; at slightly higher (2x) as TDF/FTC is less CE CE as TDF/FTC is $9-15

/- o

; = CAB-LA is highly effective in preventing HIV transmission
— Estimated 3-5-fold 1 in averting HIV infection/AIDS deaths over 20 yrs

By 2041, number of HIV* pton ARTvs baseline w  Cost of CAB-LA drug needs to be <$9/injection (hi coverage) or <$15/injection
- Reduced 1-2% TDF/FTC

_  Reduced 4-8% CAB-LA (med coverage) for it to be similarly or more CE than TDF/FTC in South Africa
e e e = Current US list price: $3700/injection — unaffordable for LMIC

assumed higher uptake compared to TDF/FTC . . . .o . . ..
e = Voluntary licensing terms with Medicines Patent Pool under negotiation with ViiV



Implications for Programming — PrEP

* New Models for PrEP show promise
— 6 mo prescriptions and HIV self-testing reduced the need for clinic visits

- “Adaptive” strategies to improve adherence eg PrEP plus SMS work but
don’t always overcome structural barriers

* Long-acting Cabotegravir for PrEP

— Its coming, and it will be highly efficacious

— But cost is a challenge. It would have to be >200 fold cheaper thatn
current price
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Impact of Intimate Partner and Sexual Violence on ART Adherence

IN Adolescents In South Africa
Cluver L et al. AIDS 2022, Montreal, Canada, Abs.OAD0503

= Cohort study of 1046 adolescents living with HIV seen at >70 health facilities in Eastern Cape South Africa
interviewed yearly for 3 years and health data collected from facilities; retention 94%, mortality 3.4%.

Multivariable Associations Between IPV, Sexual Abuse, and Past-Week

Experience with sexual violence ART Adherence Among Adolescents (N=980, observations 1960)
Adolescent victimisation a0R 95% Cls p-value
IPV (past-year) 039(0.21-0.72)  0.003
Sexual abuse (past-year) 0.54 (0.29-0.99) 0.048
lifetime exposure females reported females reported both exposure in past
P if PV ifetime 1PV 2 year .
S i ool oo = — Need to ask about IPV and sexual violence
— Need to make referrals where possible
Impact of Sexual Violence on ART Adherence — Scale up prevention programs and response
8 services
% - Integrating and Scaling Up Evidence Based Violence Prevention Interventions
%_ 60% '
§ |
%
3 2%
g
0%

No IPV or sexual abuse Sexual abuse only IPV only Both IPV and Sexual abuse

Violence exposure
WHAT WORKS

TO PREVENT
SEXUAL VIOLENCE
AGAINSY CHILDREN




D Behavior-Based Intervention on Effects of Preventive Sexual Violence

=L@ Curriculum on Improving Male Attitudes Toward Women, S Africa
hiLoud Madubela N et al. AIDS 2022, Montreal, Canada, Abs.OAD0502
= No Means No curriculum implemented in priority districts in NO MEANS NO
South Africa INNgohl"ﬁ_‘l\_lN:F:?CA BOYS &YOUNG MEN [

= Trained 16 male program facilitators to conduct the COVID- e it ratoss ™™ o asss Ne sors & vouns

adapted 8-hr curriculum for adolescent boys and young men + nexdecemsed et
(10-24 yr) in 4 subdistricts — target 280 in each subdistrict. sl G =i sl e

8-hour intervention for men and boys

Class 1: introduction to sources of
strength (SOS)

Class 2: Introduction to the Man Box
and Cycle of Force

Class 3: Your moments of truth
Class 4: Introduction to intervention

Focus

= Personal safety

= Redefining gender roles
= Debunking rape myths
= Consent

= Bystander intervention

3 models delivery: In school; after school
extracurricular; out of school community
spaces

— Concluded standardized 4-week

training program effective in

improving attitudes toward women

and increasing likelihood of
successful intervention if
witnessing GBV

GAINS IN KNOWLEDGE

“Men should not d “it is important to get help when
55

raped or attacke S
implementing partners were found to struggle w

ith.

. =+ No Means No Worldwide

Men program in 2021

= Conducted Aug 2021-Mar 2022; pre-and post-questionnaires
to evaluate effect on attitudes toward women and gender-
based violence

Changes in Knowledge and Attitudes Toward Women

KNOWLEDGE ATTITUDES

IMPLEMENTING
PARTNER

63%
9% *39% 7% 82% *22%
"M% +60% 74% 2% 1%

100% +54% 8% 7% 2%

85% +42% 67% 82% | +21%



SEARCH-Youth Multilevel Health System Intervention to Improve Viral
sE,za\R%H Suppression in HIV+ Adolescents/Young Adults Kenya, Uganda

SUSTAIMABLE EAST AFRICA RESERRCH

e Mwangwa F et al. AIDS 2022, Montreal, Canada, Abs.OALBE(0102

SEARCH-Youth Study Intervention

o Changes the AYAH clinical
. . - - - Barrier -— e encounter on multiple levels:
= Cluster randomized trial, 2,068 HIV+ adolescents 15-24 yrs in 28 clinics ~ [70. | §8 o= [ e e ]
changes - providers and AYAH 1o * AYAH-cognition/communication
. . . - - that affect reveal life events and issues.| > _Inter-provider collaboration
iIn Kenya and Uganda Mar 2019-Mar 2022; effect multi-level intervention = e
. . 82% female — ab e
effect on viral suppression (RNA <400) at 2 yrs Median age: 21 years ek ]
40% single | Feedback/ | B ey shared o
. A . . . 58% had at least 1 child motivation P patient in < 72 houry —
Intervention Utilization/Fidelity — 7s% on erv/arc/(Tor or aBC) at enroliment | aanerence o W ol
74% suppressing viral replication <400 ¢/mL et pean Shereocu leeves 7 MYl
Alternative Access Choice ﬂ l..llso;?;:gu\sn:i:r:;::w o (mu::::m —7 - mt«mmw
B 'Tf’ ‘address barriers to the next | ) provicers Al:‘;:dl? ssssss
Eﬁ .g:flé.red if prompted and : At tHe atartol routing sapeel Ioa-dR'ee:j?:;;ared with
planned per participant choice visits , ~ every 3 __ =-gy patientin < 72 hour:
month: & « Positive feedback or
Alternative Clinic Site Visits by Clinic Site Number Life stage Asssessments During Study e . .
Mean VL Delivery Time (days)
Off-site appointment ‘ Phone appointment 200 A
I Off site
m Not off site I Phone appt 175 A
} . y i3 | No phone appt o
0] 5 150 -
b ]
£ 125 1
&
‘ .5 100
Off-hours appointment Off-site drug delivery E 75
I Off hr apt I Off site drug E
r IIL m No of hr appt H_. Nooffstedrug | Z g |
'Ii.l. 5| 25 1
0 gE.‘éE%E&’%EﬂEEgE
p E § 2 5 2§ 5 %= ©o 2 B3 @ Y
0 5 10 15 20 s 8 g 2 §E = 2 &8 96 g 5 E 2
. L. .. Mumber of Lifestage Assessments during Study Period © 8 2 % © '5:9 A
= Alternative clinic access selected by many participants 2

=  84.5% of 785 participants remaining in region
during 2-year period had >4 life-stage
assessments

= Mean time results delivery was 38.4 hours
= In 13/14 clinics, 80% of results delivered within 72 h

= Choices varied by clinic
= Useful during COVID periods
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SEARCH-Youth Multilevel Health System Intervention to Improve Viral

Suppression in HIV+ Adolescents/Young Adults Kenya, Uganda
Mwangwa F et al. AIDS 2022, Montreal, Canada, Abs.OALBE0102

Viral Suppression (<400) at 2 Years

&

I COMMUNITY HEALTH

RCH

SUSTAMABLE EAST AFRICA RESEARTH

100% -

80% A

60% -

40% 1

20% A

Proportion with Viral Suppression

control
B intervention

Engagement in care status at baseline
34% recent engagement (start ART in
prior 6 mo/enrollment)

62% engaged (start ART >6 mos, with
clinic visit prior 6 mos)

4% re-engaging (start ART >6 mos,
without clinic visit prior 6 mos)

o
=

Baseline

Endline

15% 1 suppression in intervention vs 5% 1 control
2-year suppression 88% intervention, 80% control
Relative effect 1.10 (95% CI 1.03-1.2), p=0.002

Viral Suppression (<400) at 2 Years by Age and Sex

Relative effect
1.06 (1.00-1.13); p=0.026

1.11 (0.98-1.25); p=0.044

Women ——
Men L 2
15-19 years L 4

20-24 years —4——

1.05 (0.99-1.11); p=0.040

= Improvement by regardless of age and sex
=  Largest effect in younger age (15-19 yrs)

1

Proportion with viral suppression

Viral Suppression (<400) at 2 Years by

History Engagement in Care

aRR: 1.07

100% - ) : aRR: 1.60
[;:-:c: nlzi:u:.u-;-l.ls] e T 109 (95%cl; 1.00-255)
28% (95%C1: 0.96-1.24)
80% - '
60% -
40% 4
20% A
0%
All Engaged Recently Re-Engaging
Engaged

Improvements with intervention across subgroups
defined by baseline care status

Particularly impressive in those re-engaging in care:
85% intervention vs 53% control, relative effect 1.60
(95% CI 1.00-2.6), p=0.03

Majority of participants
switched to DTG in both
arms during study period
77% in intervention vs. 71% in

= control
control
. intervention ,//

_-/'
Ve

Cummatn Probabity ol Sudeteng b O1G
\

it L]
£F INIY = L ML PRI & Yol PrVLL 0

Study during DTG transition, switching
similar both arms

Intervention was associated with higher
probability suppression in both youth who
switched and did not:

- DTG: 92% intervention, 88% control
- No switch: 70% intervention, 64% control

1.13(1.01-1.26); p=0.015  — [ntervention increased viral suppression compared to SOC overall, in key
subgroups & during period DTG transition and COVID-19

13 — Added to current efforts, life stage-based assessment, allowing alternatives

universal suppression

to clinic appts & rapid VL test/feedback could help AYAH achieve goal of



Implications for Programming — Adolescents with HIV

» Counselling for GBV should be part of ART adherence for
adolescents
[PV and sexual abuse strongly associated with poor adherence

* Interventions targeting adolescent boys and young men can help to
reduce GBV

» Adherence strategies must be multilayered

* Phone support and community delivery of ARVs improved adherence for
adolescents and young people



WHERE?
Facility
Community
Home

WHO? WHAT?

Physician ART initiation/r

Nurse

Pharmacist

Community health worker

Patient/peer/family tment
Psychosocial support

DSD Initiation



How Soon Should Eligilbity for DSD Happen?

Jamieson L et al. AIDS 2022, Montreal, Canada, Abs.OAE0104

= Zambia, EMR medical record review to ask is enrollment into DSD <6 mos after ART start associated
with increased LTFU (no interaction with health system between 15-21 mos after ART start)?

Distribution of time on ART at DSD model enroliment

— Early enrollers (20%): DSD with <6 mos ART (N=6,340, 45% 0-3 mos; 55% 4-6 mo)
— Established enrollers (80%): DSD with >6 mos ART (N=25,857)
— No difference age (median, 37 yr), sex (61% female), setting (64%urban)

1,200

800
60t

,000
0 II I

Number of ART patients

a
3
S

Rate of LTFU at 18 Months Adjusted RR LTFU at 18 mos by DSD Model S ——
::: ® Early enrollers  ® Established enrollers and Dispensing Interval Months on ART 2t SO enroliment
16% Less LTFU More LTFU Adjusted R [95% C1]
e Ml © = Early enrollers risk LTFU lower than
12% Adherence groups (n=657) o 0.79(0.23-2.12) .
% 5 N established pt for most models care and
8% % Community Pickup Point (n=2,132) —_—— 1.30(0.81-2.03] . . . . .
o ] [—— y T all dispensing intervals including those
a% | “ i i i I I i II i 8 | et . —_— enrolled 0-3 mos after ART start.
ol il | | [
§ Home ART Delivery (n=1,328) Ho—i 0.18[0.06-0.41) . .
i e o b o bt o o e B = Potential bias re: early entry may be
F\\Q,\\ é\&‘;o -\&“’@\ g\'\‘*““ w"‘\‘ p&‘&\\‘ “6\.,96\" aﬁ\o“ 3@0“ a--"&“ &Mulli»mon(h Dispensing (n=20,653) O 0.51[0.41-0.61) . . .
W 0&6\0«\\*" 0@6& o ‘&\\#«"“ <2 months (n=2,112) —o— 0.40(0.26-059) associated with pt with better adherence
DSD m(ldel type ARTdispens;nginterval Eg ARl o R . DeSplte thlS, DSD mOdels dO WOI’k fOr
4-6 months (n=22,186) o 0.67[0.53-0.82) . .
= Across most DSD models and all ART some early ART patients, suggesting
dlSpenSing Intervals’ early enrO”erS had o-oAdjus(ed risk:::io (S)S%conﬁ(:fnceintervals)s‘0 blanket eXCIUSIOn Of those On ART <6
similar or lower rates of LTFU 18 mos after mos should be reconsidered

ART initiation



SARS-CoV-2/COVID-19,
HIV, and Impact on HIV/TB Services




~Incidence of SARS-CoV-2 Infection in Children and Adolescents
“izPenta Living with HIV in Europe {3 eppice

Chappell E et al. International Pediatric HIV Workshop, Montreal July 2022, Abs. 6

Collaboration (EPPICC) included if they had FU data through 2020 and were able to
report COVID-19 data

= 11 cohorts including 1,718 children with HIV from 9 countries; 129 (8%) diagnosed or
with SARS-CoV-2 infection (91% on ART): 47/1000 PY (95% CI 40-56) Y

= Only 39 (30%) had additional clinical descriptive data available: 22/38 (61%) had symptoms, all mild; 3/39
(8%) hospitalized, no deaths

= Pediatric HIV cohorts from European Pregnancy and Pediatric Infections Cohort ‘

Characteristics Associated with SARS-CoV-2 Infection

SARS CoV 2 | No SARS-CoV-2 P value
(N=129) (N=1589)

15.8 13.7 0.004

Yrs since HIV dx 11.0 9.1 0.050
, "% & 3 VL <50 47% 59% 0.035
4 > € \ S TEY \o.sr“y Kala & Not associated: sex, race/ethnicity, CD4, weight

— Incidence SARS-CoV-2 was relatively low and generally mild, as seen in children without HIV;
slightly more common in HIV+ older children and those not virally suppressed.



Increased Risk of Severe and Fatal COVID-19 in Persons Living with
HIV: WHO Global Clinical Platform for COVID-19

Bertagnolio S et al. AIDS 2022, Montreal, Canada, Abs.OAB0404

WHO Global Clinical Platform for COVID-19 _ Symptoms similar to HIV—negative except Differential Mortality Effect Omicron Variant

Data source: anonymised individual level data from 629,729 Overall | from Delta, But Still Higher PLWH

@{1@ A hospitalized cases from 50 countries (Jan 2020 - May 2022) IeSS frequent Cough e ) e e p
rwdQPE* Study population: (Br21-10421) (11/21-5/22) value

- 362,941 patients reporting HIV status from 42 countries — PLWH more frequent underlylng Condltlons PLWH 21 8% 17 6% «0.001

+ 8.2% (29,530) were people living with HIV (PLWH)

(>1 underlying condition, 59% of PLWH vs toce | e 8.1% 000
% 45% in HIV-negative (p<0.0001); 52% PLWH *® aian @z
: &’ . had 1-2 and 7% >3 underlying conditions)

. . . . i Risk Factors for In-Hospital Mortality in PLWH
PLWH Have Higher Risk of In-Hospital Mortality Compared to HIV-Negative Persons

aHR (95% ClI)
AHE (90%/C1) Risk factors for in-hospital mortality
of HIV with | P lity (*) Male gender 1.04(0.95-1.14) W
TR Age > 18 to 45yrs 240 (1.33-4.32) —_——
( ) Age > 45 to 65yrs 4.37 (2.42-7.89) :
Association of VL and CD4 cell count with in-hospital mortality (*) Age > 65 to 75yrs 6.84 (3.73-12.56) 2
Age > 75yrs 5.73 (2.81-11.69;
VL >= 1000 & CD4 < 200 1.96 (1.81-2.12) — CgDA 20); i AGE‘I a1 60)) - ol
<
VL < 1000 & CD4 < 200 1.62(1.52-1.73) —— VL >= 1000 1.07(096-1200 W
Chi Kidney d 1.65 (1.42-1.93
VL < 1000 & CD4 >= 200 129 (1.21-1.37) — . . ':"t'c AL 1 3“E1 - 50; .l_
iabetes
VL >= 1000 & CD4 >= 200 1.12(1.04-1.22) " Hypertension 1.17 (1.06-1.31) ]
10 11 12 13 14 15 16 18 20 22 24 1 2 3 4 5 6 7 8 9 10 12 14 16

*Adjusted for age, gender, comorbidities (TB, DM, hypertension, pulmonary disease, chronic kidney disease)

— Risk in-hospital mortality was 52% higher than HIV-negative, adjusting for age, gender, underlying conditions

— Independent mortality risk factors: older age, chronic kidney disease, diabetes, hypertension, VL & CD4 <200
(regardless of VL status)

— Decrease in mortality with Omicron seen in both PLHIV and HIV-negative but decrease was much less in HIV+



How Outreach Mobile Health Clinics Maintained HIV Testing and

Linkage to Services in the Face of COVID-19, Malawi
Khozomba N et al. AIDS 2022, Montreal, Canada, Abs.OAE0202
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average monthly visits/clinic 3227, only 5% |

» Clinics operated on 98% scheduled days
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Pre-COVID period average

I
I
I
I
I
[
I
|
monthly visits/clinic: 3,449 I
I

_:f_+\+\l!-+-ﬂ"I-'-;':\\"'\lﬁﬁ:-?.?-{.:.:-.r‘_:.hz'\-'-'-.'H.'\..I_..

. ".\.'\.
F L FFFL]

o
i i g IJIP'j‘

m—fgrage maonthly visits per clinic

% Tenting, treacmaent, referral
HiV-positive Patient Follow
Stobiio Moalt Clnic Up and Case Management
- e o Orker Infectious Diseases
Treanment 1nd referryl
tese ol
Noacommunicable Diseases the community
Climical Officer. Premary evaiaton, trestment, referral
Nrie. Nre dede
S Child & Maternal Health
Dokt Sloer Inckuding Eamly planmng servces
& Health Education
Communty
Ovtroach Nurse Emergency Transport
1 Mobile Health Clinic + 6 Personnel + 5 Villages - 35,000+ client visits per Year

number of tests

GAIA Mobile Health Clinics

7 clinics operating in 3 districts
Expanding access to care through Mobile Health Clinics

Services Provided
HIV, Malaria 78

HIV Testing and Positivity by Month

1200

1000

800

600

* Pre-COVID tests/clinic: 1042
* Mean positivity rate 3.6%

» National average 2.9%

=== CITC and PITC HIV Tests conducted

| COVID-19 Onset

ws HIV Self Test Kits Distributed

Malawi used Mobile Health Clinics to maintain HIV services during COVID

i@
i,
i
in@
i,

HIV services, provided for free 2022 HIV service expansion

Proact.lve preventlve care:
idual HIV risk , risk

reduction counselling, and HIV testing

HIV self-testing

home based follow up care and index

testing

condom distribution

e sexual reproductive health

screening and treatment for HIV

comorbidities and other acute and chronic

ailments

In 2022, GAIA is working with partners to add ar
expand:

community-based ART

men’s clinics, condom & lubricant provision
outreach to sex workers and their clients
antenatal Services

cervical cancer screening & treatment
targeted SBCC messages

.
D )

To in access to | health services for HIV,
malaria, and other ilinesses, GAIA:

J Added health and lay personnel and trained in COVID-
19 prevention protocols to manage patient flow, social
distancing, hand hygiene, separate individuals with
COVID-19 symptoms, and reduce waiting times
Procured PPE for clinic personnel and government
partners
Increased COVID-19 awareness through education
and communication strategies
Delivered COVID-19 prevention supplies to the
community

— Community based care
effectively blunted impact
COVID in rural and remote

Post-COVID tests/clinic: 1272, 22% 1
Mean positivity rate: 2.8%
National average: 2.3%

% populations
20% Lessons Learned
-
i
il i 150 & Services where people are: Community-based care
‘ ; lowers access barriers to heaith care
B | | 1 1§ i 2 Flexibility: Mobile Health Clinic model can adapt to
| L ‘ 10% § community needs and health crises
s b ‘ Community trust: Over a decade of work in the
. 5% communities we serve has built lasting community
trust and enduring, productive relationships with
community leaders, helping to blunt the impact of
I P O R Oy A U Too% health crises
' §'§‘§§'§'§"§§'£§§"§§§ Partnership: Close collaboration with District Health
o 253 Offices and local government ensured efficient and

effective use of resources, avoided duplication or

==CITC and PITC HIV test positivity rate clinic closure or disruption



Impact of COVID-19 Prevention Measures on Lives of
Young People Living with HIV, Uganda

Ssekajja B et al. AIDS 2022, Montreal, Canada, Abs.OAD0202

= Quantitative (mobile web survey) and qualitative (focus group) study of HIV+ young people
Underlying Reasons for Difficulty in Accessing STI/HIV Services

MOBILE WEB
SURVEY

X' ch4p

39 young people (14 males, 22
females, 3 nonbinary youth)

=

FOCUS GROUP
DISCUSSIONS

QUANTITATIVE
FINDINGS

80%

Needed information
on sex, pleasure and
COVID-19

47%

Needed information
on STls/Hiv

testing or treatment

1. GeoPoll 2. Between 8-9 members per group = 559
S5 sl 2 YYmPLHI;ILEd LGBTQI, Te O Ollhm/: need of STUHIV
3. 640 you le (326 male, 314 - /, young , Teenage e L
rema\;es)"g it mothers, and young people in s ey roome
school. due to COVID-19

10%

Lacked access to

med<ation

FINDINGS i

» Inability for support groups to meet
« Medication was put on hold
» Inability to do viral load testing

« Increased chance of experiencing stigma
(but also some positive experiences)

* Pandemic hindered access to
contraceptives including condoms

INCREASED VULNERABILITY ACROSS
ALL GROUPS OF YOUNG PEOPLE

YOUNG PEOPLE
IN SCHOOLS

TEENAGE
MOTHERS

SEX WORKERS

LGBTQI+

Uimited access to sexuality Increased physical and
education psychological abuse

Increased harassment, Increased economic
rights violation and hardships
economic hardships

Need for STIs/HIV
testing and/or
treatment services
during the covid-
19 pandemic

AFRAID OF (\()I HEALTH

CURFEW
COVID-19 ANSPORTY FACILITY
34% of males and  Was reported by CLOSED Was Reported by
29% of females 25% of male Was R ted b almost 12% of
afraid to catch respondents and ‘ﬁ%‘z‘“ Y males and 9% of
COvVID-19 26% of female female
infection from respondents respondents and respondents
health facility 99% of female
respondents

Recommendations from Young HIV+ People

* HIV prevention, care and treatment services should
remain crucial during all times, including in case of a
pandemic

Prioritize the Mental heaith of YPLHIV
« Combat Stigma

» Address stock-outs, distribution, and adherence issues
around ARVs

« Ensure access to PrEP and PEP
Integrate sexuality education In online learning

« Provide economic support for young peopie including
those living with HIV

STOCK OUT
OF MEDICINE

Was Reported by
25% of the
respondents



The Global Allilance to end
AIDS In children by 2030

A new global initiative to accelerate
evidence-based action at scale



The Global Alliance Is the successor to the Global Plan and the 3-Frees

A 9-year global strategic initiative in 3-year phases with
the goal of ending AIDS in Children by 2030

IV.

PILLARS

Early testing and comprehensive, high-
quality treatment & care for children and
adolescents living with HIV and perinatally
exposed children

Closing the treatment gap and optimizing
continuity of treatment for pregnant and
breastfeeding women living with HIV

Preventing new HIV infections among
pregnant and breastfeeding women

Addressing rights, gender equality, and the
social & structural barriers that hinder access

IV.

POPULATIONS

Children (0-14 years) and Adolescents (15-19
years) Living with HIV

Children perinatally exposed to HIV

Pregnant and Breastfeeding Girls and
Women who are Living with HIV including
marginalized and key populations

Pregnant and Breastfeeding Girls and
Women who are HIV-negative but at risk of
HIV




Learning from the past, the new Global Alliance will take some novel

approaches

Build momentum over a longer period — 9 years from 2022 to 2030 in three
phases, each will involve leadership of different regional and national partners.

Promote country leadership and community ownership with the participation of
national programmes and affected communities of children, adolescents and
mothers living with HIV, to lead, develop and execute plans

Boost existing initiatives to end AIDS in children, with the commitment to
coordinate, collaborate and celebrate shared successes

LESSONS LEARNED
Increase advocacy and ensure senior high-level engagement from partners Country buy-in

including countries, UN agencies, global networks of PLHIV, implementers, v" Senior political
PEPFAR and GF to drive support for the initiative; leadership
v Donor alignment
Address programme gaps AND structural barriers that are hampering progress v" Focused action
for children especially for marginalized communities including key populations v’ Community
engagement

Use data to target and focus our attention



Following the Launch at AIDS 2022, we committed to an Alliance

kick-off in Abuja for the 12 Phase 1 partner countries

Winnie Byanyima &
® @Winnie Byanyima

P 4

We lose one child to AIDS every 5 and a ha
It's unacceptable.

| am excited for the new Global Alliance wit
@UNICEF @WHO - we can be the generatiq
#endAlIDS in children!

e

1 UNICEF Health Retwested

v Mohamed M. M. Fsll @
eMohamedFa
S P nrr et

‘We must make the most of this moment. A launch of
the Global Alliance to end AIDS in Children is an
important step forward.” @ efchief on the
collective commitment to reach the goal of an AIDS-
free future #ForEveryCl

@ Catherine Russell @ @unicefchief

The tsunch of t

forward - and @UNICEF

Pinicof Catherine Russell @
) @unicefchief

@unicef_aids

5:46 PM - Aug 2, 2022 - Twitter Web App

1Quote Tweet 65 Likes

The launch of the Global Alliance to End AIDS in
Children is an important step forward — and UNICEF is
committed to working alongside all of our partners to
achieve an AIDS-free future. #EndAIDS2030

treatment.

treatment.

Read that again

endit. &3
-

Of all the kids with HIV, only half are on life-saving

Of all the kids with HIV, only half are on life-saving

Now let us turn our outrage at injustice into action to

+ Arvtemadce D st

piss e

unicef.org - P Mwos Vo ro, Chaml o4 Statl, T Glabel
A : e

New global alliance launched to end AIDS in children by 2030 « Fs Gp Lyaes. G20, EOPAT

R T

@UNAIDS unice

Al

Angola, Cameroon, Cote d’lvoire, Democratic
Republic of Congo, Kenya, Mozambique, Nigeria,
South Africa, Tanzania, Uganda, Zambia, Zimbabwe


https://twitter.com/Winnie_Byanyima/status/1554778323758243840
https://twitter.com/MohamedFall/status/1554471563352752128
https://twitter.com/unicefchief/status/1554493972453552129
https://twitter.com/benphillips76/status/1553697691481395200

Each 3 year phase of the Alliance will be an opportunity to take stock

and re-align our efforts

Phase 1: 2022 to 2024

Phase 2: 2025 to 2027
Launch

. Phase 3: 2028 to 2030
Co-creation of strategy

with partners

Building on success

Expanded focus on
Focus on high burden | additional countries
countries including those with
low prevalence or

concentrated epidemics | Focused on closing
remaining country gaps

Countdown to 2030

Stocktaking & strategy
adjustment

For more information including joining the alliance as a Member — visit:
https://www.childrenandaids.org/global-alliance



https://www.childrenandaids.org/global-alliance

Thank You For

CAN YOU IMAGINE
THE END OF AIDS?




