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

Percent

Maternal ART Globally, 2010-2021

ARV Coverage in Pregnant Women 2010-2021
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81% of pregnant women with
HIV received ART in 2021.

No meaningful increase in
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 Y 160.000 new pediatric

New HIV infections and antiretroviral coverage among pregnant
women, Global, 2010-2021
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HIV infections estimated
in 20201

Minimal change in new
Infections since 20151
either no change or
only 10,000 declinel/year

If assume only 10,000
decline/year, will take 14
years (2035) to meet our
2020 target of 20,000
new infections



Causes of New Child Infections Globally 2021

| | AGlobally 75,000 new child
Primary gaps in PMTCT : : :
globally in 2021: Infections still occur because

pregnant women are not

22% diagnosed and started on
B Mother infected during pregnancy or i f i
breastfeeding reatmen
ARegional (and country)
Mother did not receive ART during . .

Almost half of those not

160000

140000

120000

100000
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B Mother did not continue with receiving treatment are
h e pregnancy or in west/central Africa
o - Over half of the incident
oo suppressed infections that lead to
30 vertical transmission are
” So in east/southern Africa

Source: UNAIDS epidemiological estimates 2@2®sinfo.unaids.org



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

Percent

Percent of HI\éxposedinfants tested for HIV by 8 weeks, globaal and Y G|Oba||y’ 62% of infants
regional, 20112021 .
100 had EID by 8 week in 2021,
%0 a slight decrease from 63%
80 In 2020
71 ..

;z « Y EIDIn west/central Africa
. remains at 25%, having
40 actually decreased

30 between 2019 and 2020
25
jz //_—/\ Y EID in east/southern
Africais 71%, but this is a
2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 Sllght decrease from 74%

—FEastern and Southern Africa Global ——Western and Central Africa .
In 2020



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

A 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

Percent

100 A 60% of children n_ot
on ART are aged
& %% 5.14 years
60 520/, A EID is not enough;
o— need for home-
0 testing and/or self-

testing to identify
older children living
0 with HIV
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Despite New, More Potent ARV Availability, Decline in Deaths
Among Young People Agel5-24 Years Has Slowed

A AIDS-related mortality in adults A 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
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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

ARetrospective review from 7 BIPAI sites in 6 countries on
11,799 enrolled in care and prescribed DTG ART
I 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 T however, sample size at >24 mo FU limited (only show results to 24 mo)

Viral suppression on DTG over time

Viral suppression on DTG with Single Drug Substitution in 210

100% Children NOT Suppressed at Baseline by NRTI Backbone

. T VLS rate after SDS with DTG by chronological VL test [ H
E I No real _ among previously unsuppressed cohort I Lim Ited num t_)ers
. difference in - AR Ut S bpression
o 0, % .
S o B i o suppression T ST e e In ~80%
= 90% (n=210, 5.5%) (115/144) (67/85) (34/43) (16/20) maintained over
r by SEX, age 80.0% 79.3% 76.7% 78.6% .
3 | (76/95) (46/58) (23/30)  (11/14) time, no
R o group, or NRTI 83.3% 100% 75.0% 100% difference by
° 6mo 12mo 18mo 24mo (n=18, 3.6%) (10/12) (8/8) (3/4) (1/2)
All CALHIV all CALHIV 92.1%  92.7% 92.4%  91.0% baC kbo ne TDF-based SDS 78.4% 68.4% 88.9% 80.0% NRTI b acC kb one
# 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



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

BIPAI

Map of BIPAI
Network Countries
included in analysis

A Retrospective review from 7 BIPAI sites in 6 countries on 1,475 children enrolled
In care and optimized from PI- to DTG-based ART
1 Median age 14.0 year (range 3.6-19.9 years)
1 Time on Pl (72% LPV/r, 28% ATV/r) ART prior to switch to DTG 9.8 years
I Suppression (VL <1,000) on Pl ART 88.9%
A FU on DTG 212 days (7-1017 days); post-DTG VL suppression 89 8%, W|th no dlfference by Pl

A 118 youth were unsuppressed on Pl; 68% suppressed =118 with pre and post-DTC
VLS on DTG Total on DTG VLS rate post DTG
after switch to DTG .' 80 118 67.8%

Females

Males

p-value

A VL suppression was lower for both Pl and DTG ART in females  visenpisaseans B6.4% (451/522)  92.7%(548/591)  <0.001
VLS on DTG-based ART 87.2% (574/658)  90.4% (722/799) 0.05
and adolescents 15-19 years i |
’ . . . — slve o v o pslue
Y Switch from Pl to DTG ART effective at maintaining VSonDIGbmed AT 8SS(saafe0)  %0AN@esiste) 002
I I I I 15-19 5.¢ value
and aChIeVIng Vlral SuppreSSIon' VLS on Pl-based ART 8"67”99’y((:l¥)//19/) (;4?;/)“0/0(7()3/)1(:) [)Z())g(l‘
VLS on DTG-based ART 85.5% (538/629) 93.5% (257/275) <0.01

Y Continued attention to support females and older
adolescents needed.



@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

A Evaluated transition to DTG-based ART among 2,787 e

At baseling 2787
. . . . - Female, % 47 > o
children/youth aged 0-24 years on ART with >1 ViSIt SINCE e imen .. [
-_ median [IQR] [1.9-8.3] - ¥ . d
. . . . . - . ART initiation <2015, % 59 - B : (owtow Motmons
2019 in 7 clinics contributing to the pediatric [eDEA West s ) SR
L
At the last visit - [
. . CMedhvole :
African cohort. " - Ape 210 yars, X z n.
| Transition to DTG Slnce_2019 B ] O e AN ” . r:?"'““" e
M12 M24 M30 Access to viral load, % 63 ! [ r—<
{Dec 31st 2019)  (Dec 31st 2020)  [June 30th 2021) Undetectable fom g .
cF® 2.6 23.2 Y (<500 copies/ml), % * pry
Confidence interval 85% (2.0-3.2] [21.5~-24.9] [41.2 = 46.2] Factors Associated with DTG Transition
1 X [N=2787) Adjusted Relative Risk §5% Confidence Interval Pvalue
e Sex . Access to viral load for DTG access
o8 RR for DTG transition gt RR for DTG transition - CepRef 1 .
E 07 Male/female: 2,19, 95%Cl [1,91-2,40] g 08 (ref: VL<500 copies/mL) / €HU Cacody 040 [0.32-0.50]
€ 05 § %7 7 VL>500 copies: 1.08, 95%C1 [0.92-1.27) | £HU Yopougon 084 [0.68-1.05]
i 206 NovL: 0.41, 95%Cl [0.35-0.48], Bénin 07 [0.55-1,00]
E : e 05 Mali 054 [0.45-0.65
;: aA .E 04 Ghana 103 [0.79-1.34]
a3 Z203 v Toga
L1 3 02 - g Sen Male/lemale 216 [1.59 - 2 48] <0.0001
0.1 0.1 Wiral boad 000
o p— 0 WL £ 500 ¢ops 1
0 & 12 18 2 30 3 0 6 12 18 24 30 36 VLSt e e
Tirmee vince jlanuary 15t 2019 (months) Time since January 15t 2019 (months) o WL acce 0.5
Bale Female VL < S00 coples VL > 500 copies No VL A - " e
5 =9 years 281 [2.41-59.86
Y Slow transition to DTG; 44% by June 2021. - = T -

Y 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.
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Fighting for an AlIDS-free generation
PEPFAR
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Zimbabwe During COVID-19 Pandemic

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

Vs

A 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.

A 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.

Ve

“ A 59% infants started on RAL ART; started earlier than
those starting other ART regimens (4 vs 6 d)

Day 28 (when switch to non-RAL ART recommended)
available for 85% of 27 started on RALT 18 (78%)

000
W POC birth testing cascade ART initiation and RAL cascade

5000 5

000 46 [T8.0%]

7 [SE.7%) .
- e B BT 2 e
LU0 59 [1.9%)

) @oerng By ntistedona Withone  With  Switched o switched to non-RAL ART as recommended

Mumber of newborns

CEEEELEEEY
>

Exposed to '|'|f|th PO L‘na.gnn:: sed Diagnosed :
o ek e e o e eeer A Weight check for dosing did not appear to be done
ART regimen initiated in HIV+ neonates "“’*:;;Ec;mﬂﬁ "“:':I'!‘-i' often (7 d. 37%: 28 d 22%)
a ays BuMalines ) ) 1
" = AZT/3TC + RAL . ) .
- AZTISTGINVP Y Lower than expected birth testing uptake and RAL usage observed
vt 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
38.7% of neonates Iiated AZTISTC out of stock 4 Documentation gaps of data points not recorded or not maintained in registers

No record available 4

regimens

Transferred for ART startanother faciity 2y Njeed 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

To o Bo Po Do Do
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Viral Load Coverage in HIV+ Children Age <5 Years In
USAID-Supported Facilities in 11 Countries, 2019-2021

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

A 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
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COVERAGE BY COUNTRY AND AGE SHOW SIGNIFICANT VARIATION
VL Coverage in Children by Country and Year

CHILDREN <5

ADULTS 15+

I!"II I!JﬂI
DR E-swami:

Children Age <5 YT, 2019-2021

|
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VL Coverage in Adults by Country and Year

|!" 4 |!" L IE I!'I I o

B2019 W2020 =2

Adults Age =15 ¥, 2019-2021

janda Zambia i raet

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

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+

E2019 m2020 m2021
General VL Testing Barriers Identified in Countries:

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

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

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

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

A 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 ]
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Community VL Sample Collection Helps Improve

OVC Case Managers & Other Community Workers

Access

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

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

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

Help to Reduce Patient Barriers and Improve Access

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

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

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

Optimize Family-Centered DSD and MMD Models to

Improve Access and Convenience

A COVID led to rapid expansion DSD and MMD models
including in children

A Family-centered DSD

Fig. 1. The building blocks of differentiated service delivery
for HIV treatment

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

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

A 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

A Several countries have

need to include pediatric
phlebotomy supplies
when implementing

Y 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 e -} .%_ adults to receive VL testing.
womenand now . . ¢~ Y There are several promising
extending to children i at a 4 ] ] )
least 10 countries plan to q - jc, \\_;‘ strategies belng tested to Improve
impl tin 2023 " ' by, * i i

A II;n(f(f\n/ql_err]ellnuires venous "o ’\ ~ r -.Q VL testing among young children
blood (not DBS) so plans Y 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

AEARTH-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

A 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

N=972

_— |

N=121 (12%)

Documented
transfer

|| phone, home visit

N=680 (70%)
Tracing by text,

T

N=218 (32)%)
Tracing
unsuccessiul

N=462 (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
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2 ™\ N\
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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

8 visit: 10-20 va 0-1 yoars § —— —— ey
’so:: Year of ART start 25% - N'awe
100% estimates
o 0%
" 0% 20% 2 Years: 6.0% 12.0%
Y i ] 2 4Years:7.0%  17.0%
20% 20% =
™ b - 2 10. I
Allpatients Lost  Traced Ascertained Al patients  Lost Traced  Ascertained E 15% 6 Years: 10.0% 23.0%
SMale = Female 20042013 20142015 # 20162017 E
. Z 0% - ——
Duration on ART Age at last visit g ff_f
100% = o= 100% & EEa
0% o -
i 0%
i s
20% 20% 0% ~
0% % [YN\I of ART staet: 20742015 ve 2004-2093 4 — — ] [4 T T 1
Allpatients  Lost Traced  Ascerained AII patients  Lost Traced Yoar of ART st 20168.2017 vs 2004.2013 4 e e o 2 years 4 years & years
w0<Bmoams  36-<1Zmonihs w212 monihs AO-Byebis WDCIOVNE SIHOPNE WI0DEyeers . = - T T

Coeficient 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 .
1oo% 100% = = - Naive b
B o Ago 01 105L visit: 249 ws 0-1 yoars —— ———— 20% )
bk 80% estimates : {
60% 0% Adper at last visit: 10-14 s G- years ——— !
- ¢
40% 40% Age ot Inst visd: 215 vs 01 yoars - - 2 Years: 5.0% 9.8% J'—
. 0
o] o [ So: Fomae va Male —_— 15% 4 Years: 7.0% 12.0% oo J
Allpatients  Lost Linked  Ascertained Avpatients  Lost Linked  Ascentained Duration on ART P — = 6 Years: 10.0% 18.0% f
=Male =Female ®2004-2006 =2007-2009 »2010-2012 =2013-2015 g —n —
Immuno-suppression ot st it —— —— o '
2 10% -
3 - ™ . e
Duration on ART Age at last visit Cohart Khayelitsha vs Gugulethu — g e s ‘_..
e S
Cohort: Red Cross v Gugulethu — S — 3 f o ¢ ]
100% - — 100% g S e - )
% 80% Cohor:Tygerberg vs Guguleths e y o U e »!
60% 5% - pmm———TT
60% Vear of ART star: 20072009 vs 20042006 —— ~ o
40% 40% S
Your of ART st 2010-2012 va 20042008 e —— s/ -
20% 20% ’,”
0% Year of ART start: 201352015 va 2004-2006 .
All patients Lost Linked  Ascertained All patients. Lost Linked  Ascertained - : . T 0% 1
w0.<6months =6.<12 months =212 months ®u0-<2 years » 2-<10 years = 10-<20 years w20-24 years| Coefficient estimate 0 1 2 3 4 5 8

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

Y 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

A Analyzed HIV testing data for 3,283 PEPFAR-supported sites in Pediatric HIV Risk Assessment Tool (HRAT)
Uganda, pre-HRAT (2019) and post-HRAT+expanded index testing o AR
(2021) to explore changes in testing in children age 1-14 yrs; number Ehindax, i

Number of questions Sensitivity
creenin i

Specificif
(95% C1) (95% C1)

needed to test (NNT) to identify one new child with HIV calculated

All Testing Modalities Outpatient Testing Index Testing
YPed testing YZebdy tles%i ngYPedyt®8ssing ¥ by 89. 6%
YHI'V diagnosiVYsHIW 1di8%¥ nosVY&HI ¥ d6agmwosiYsUse 40feswal i dat ed HF
YNNT Z from SNNTo 247 rom ¥ANToy46rom 3t esstiumng can § pedia

re- and PostHRAT. All Testing Modalties, Pre- and Post-HRAT, OPD Modalities, Pre and Post-HRAT, Index Modalties, case identification among children
Children (1-14 years), Uganda Children (1-14 years), Uganda Children (1-14 years), Uganda . . . . ] .
256 042 s 84,209 with the highest risk, especially in high
22623 — volume, low HIV prevalence settings
3943 * Y Use of HRAT resulted in significant
reduction in NNT, making OPD testing
4,682 4,764 1437 2,111 1,126 1,594 Sl|ght|y more efficient than ped iIndex
Pre-HRAT (2019)  Post-HRAT (2021) Pre-HRAT (2019)  Post-HRAT (2021) Pre-HRAT (2018) Post-HRAT (2021) testing (N NT 40 vs 46)

mHIV Tests = Positivie Tests NNT mHIV Tests m Positive Tests NNT mHIV Tests = Positive Tests NNT



Pediatric HIV Risk Screening Tool Evaluation in
| P i Uganda, Tanzania, Malawi

Fighting for an AIDS-free generation

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

Zimbabwe HIV Risk Screening Tool (Z-HRST)

A 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 Honthe i ot bon s o bt )

(n=9245, 0.8% HIV+); evaluate alternative tools selected through machine- rost
learning approaches (training set and validation set data) e
A Testing performance varied between countries it .
R R
100 5.9 . by Country Study Pediatric HIV Prevalence
w B A Selected optimal tool based on 3 questions:
- = o bl 1. Child had growth problems (adolescents: Child sickly in last 3 months)
£ o ?s - 1 2. >1 biologic parent/sibling HIV+ (or unknown status)
2 z i I . i: 3. Recurring skin problems

0 0 0 Alternative tool
Ugand Malawi T . Zimbab Uganda Malawi Tanzania  Zimbabwe Z-HRST Alternative Tool | (Uganda validation e
arde  Malwi  Tavia  Zimbabue sy A However, tool had poor

W Sensitivity Specificity

. A . . . Sensitivity ~ 76.4 (69.4 - 82.5) 80.0 (44.4 —97.5) 97.4 (92.6 —99.5) 1 i 1
A Including maternal HIV statusy s ensi ti vity discrimination for older
ZHRST Sensitivity (Percent] by Pediatric Age Group Specificity  51.5(50.9-52.1) 74.2(72.2-76.2) 50.3 (49.3-51.2) adOIESCGntS (15_ 19 yrs)

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

Y Variable sensitivity of tool based on HIV prevalence in country
Y Tool more beneficial for ID in children <15 yr than adolescents
Y 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
A Evaluated acceptability, feasibility and effectiveness of implementing :;'7;'";“;" “fi/tf";“e'“
caregiver-assisted oral fluid-based HIV screening for children as part of w—*—

Eligible chi Id
i e 18 months — 14 y of age with an unknown HIV status,

index testing for HIV+ adults in cross-sectional cluster sampling design, * her e ol mothr s posive,ukoawn or s
32 facilities in 16 districts Uganda, 15 facilities in 2 provinces Zambia pAREN'T?Sf;‘EG.VER

HAS CHILDREN
ELIGIBLE FOR

Acceptabi | |ty / TESTING \
96.8% (3931/4059) of eligible index parents/caregivers accepted oral test kits Opton 1:“Take an l Option 3: "Community
7593 test kits sent home; 97.6% (7413) children tested and returned results V'ﬂh:’{k:;dgwt fylttyfhfdt:thgd oy o s
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 ..
Z need f-based testing byl 98.4% o~
Effectiveness > pnt 2
43/116 (37.1%) of children confirmed HIV+ Y New acceptable/fea3|ble addition to HIV testing

97.7% (42/43) children had same-day ART initiation

_ _ _ _ Nt ool ki to for | dent i1 f I
0.4% of children had minor reaction to oral test kit

Y Can help decongest facilities



STAR

SELF TESTING

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

HIV .
Adepoju A et al. AIDS 2022, Montreal, Canada, Abs.OAE0103
Distribution Models HIVST Reporting and Reactivity, by Model
E Of the 156,067 kits distributed, 3,909 were
4 caciity Key populiﬁons g;,;) 80 000 reactive (2.5%) 6%
“’. - one-stop shops (0SS) 3 70 000 4.9% 81’;8;‘53"5’;'105;:1:"3 Sut
3 - . 260 000 -
:;Lmozx:ynd Idr}tteg;atti_on of'tl-':I'VST ss:ﬁ}!‘a"t]i%r::,en' k&Y gﬁgm:g‘g and ; <5600 . (4'.9,0./0) followed by 4% é
distribution via s:zsl'v?c:slgpfev:le d lir:1 adolescents and patent and < facilities (3.0%) 3
various health care peertlediKey young people, proprietary medicine 240000 3.0% 3% %
services Jations one-stop orphans, andl A vendors % £
2:::;5 \rl'ulnerable children in 3 30 000 0 2% §
tspot: = =
Start: January 2021 R i Start: November g 20,000 ) 1.6% o )
Start: January 2021 Start: August 2021 2021 * 10 000 1 %o 1%
. -
#0000 T O aaa——— ¢ o T Commumty p— o
70000 St m Distributed mReported e Reactive
o0 >0 >3 156,067 HIVST kits . . . o
Confirmatory Testing, Confirmed HIV+, and ART Initiation Among Those
—— distributed
« facility 43% Reporting Reactive HIVST Kit, by Model
40000
+ community 38%
30000 Overall 96% attended confirmatory
al ELY testing, 98% were confirmed
wom 4000 positive and 99% initiated ART.
10000 5 627 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 2 000 (compared to facility and KP-0SS)
1 500
Facilty (n=67,283) [0k mir (o) KP-0SS (n=23,625) |fsed re
7000 kits more than 5000 men T
- - ? Iiil iEzg _om
:32 2000 OVERALL Facility KP-0OSS Community Pharmacy
fgg 1000 S mHIV reactive  m Attended confirmatory testing  mConfirmed HIV positive  mInitiated ART
2 | 2 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 Y HIVST distribution is acceptable & feasible across diverse settings, populations,
Community (n=59,532) | Resched mare Pharmacy (n=5,627) [Qdermen and age groups in Nigeria, & reach high risk persons not tested previously
$000 800 i
8000 8108 women from age 700 HIVST kits - A, . . . .
oo & o o Y Positivity rate optimized by one-stop shops serving key populations
2000 400 . - . - - - -
o o b - Y Achieving high result return possible enabling support/linkage based on result
3000 - i . ) ) . . .
e o r e s || T e mom s s wewsw | Y LOWET rates of confirmatory testing and LTC with pharmacy distribution warrants
—Male —Female —Male —Female f H
urther exploration




Implications for Programming 1 Paediatric HIV
AEARLY 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

AVL 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 strategiesi communi ty VL test coll ection and

AFIND 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

Y 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

Y 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‘ - Y Some differences in outcomes btn trials i
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
— m—— == wnaeens Y 5 cases of MTCT DTG (4 with early + test

260657, 34T 146S5T, 130417 SEST, 11T 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)

A 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) 151 69 (1a-221) 0ol

Kenya 2017-2019

— E:E):O-SA' | ]| T3 - EFY
Y Adverse outcomes were common
: : =0.41 .
; one ol (>25% of births) both DTG and EFV
Y No significant differences adverse
=0.24
- pregnancy outcome between
. — periconception DTG vs EFV, and no
Any adw Fre-term delivery Il f Stillbirt . . pn
|:|rir|!|-|ar~,.EfI Dl%c*r;i;e gea?ggianr‘acll;ge NTD |dent|f|ed

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



Safety and Effectiveness of DTG Use During Pregnancy-

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

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

A 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)
A ASD
A Small umbilical hernia
A Cutaneous hemangioma
A Left hydronephrosis
A 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

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

A 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)
A 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 ion: ' 04 950 - 0 > ..
Non-DTG from conception: 25 NTD/23,664 births (0.11%; 95% CI 0.07-0.16%) \Y 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

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

50%
40%
30%
20%
10%

0%

volume delivery sites in high HIV prevalence districts in Malawi.
A 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).
A 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-si gni f i c amtHlVdweomenoin ARY vs HIV-negative women
A Overall defects, prevalence ratio HIV+ is 1.23 (95% CI 0.96-1.6), 0.078
A NTD prevalence ratio HIV+ is 1.65 (95% Cl 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? (u=112) (n=545) Y 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 O 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 F) E P
S Abnormal score PR ’ I EXpOSU re
7% 7% 0
3% 1 il i % 4% = 4% 5% ASQ-SE score cut-offs 1% 16% 19% an
20/ o 30-monthsi >85 Y S t f t f P E P
2% I [l 1l I I i l il 36 months: >105 upport safrety ot Pr
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

A 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)

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

Y Lower weight and primigravida status were independently associated with LBW T 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 Praventing AIDS Complicatios

Cost-Effectiveness of bNADbs for Infant HIV Prophylaxis

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

A CEPAC Model: A strategy is cost-effective if it resulted in the greatest projected clinical benefit and was

cost-savingorhadanICER<50 % of a

countryos

annual

GDP per

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

antiretroviral prophylaxis

Modeled offering bNAbs to one of three target
populations:

Infants getting bNAb were offered one of three dosing

approaches:
Methods: Key bNAb assumptions

Input parameter Value Rationale Reference(s)

Assumption based on existing data on efficacy
against sensitive virus in adults (AMP trial) and
neutralization coverage of single bNAbs

Efficacy against intrapartum
and postnatal HIV 70%
acquisition

Corey et al. NEJM, 2021
Lorenzi et al. J Viral,
2020

Cunningham ef 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
and vaccine delivery in low- and middle- income | V%105 Biliame

. Health, 2020; COVAX
countries Warking Group, 2021

Anderson et al. N
2017; Myl
acci

Cost, per dose $20

——

BNAb given only to
infants with known,
high-risk HIV exposure

Vs

\

y

BNAb given to all
infants with known

HIV-exposure

Q-

BNAb given to all
infants irrespective of
known HIV exposure

capi

-

*SOC

PLUS bNAbs:
* At birth

©-

* SOC

PLUS bNAbs:
* At birth
* At 3 months*

*SOC

PLUS bNAbs:
o At birth

® Every 3 months*
thereafter for up to
18 months while
breastfeeding




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

Y Offering bNAbs to infants with known HIV exposurewascost-e f f ecti ve in Clte dolvoire & :
to all infants was cost-effective in South Africa, where maternal HIV prevalence and incidence are relatively higher.

Y Cost-effective bNAD strategies would substantially reduce projected MTCT compared to the current standard of care.
Y The potential clinical impact and cost-effectiveness of bNAb 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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m Dual HIV/Syphilis Elimination, Nigeria === ;

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

A Globally, estimated 1 million cases of syphilis in pregnant women cause [ = onU S AN Tesion s i Seleted Coun
350,000 adverse birth outcomes/yr s 2 e
A Syphilis is 2" leading infectious cause of stillbirth globally( 64% in Africa) = 2 i B % disparity
< ) . ) - . . . . 2% 0% | i vs syphilis
A Despite this, significant disparity between national coverage for HIV vs aon I - I - . iﬁi testing,
. . : i = 1 | pregnan
syphilis testing in pregnant women globally ! § P} 1§ t1}] vomenin
4 = @5 l-o—mv |
CHAI Pilot Program Dual HIV/Syphilis Testing Nigeria 45,431 . o _ ) - _ D
- N e eep e p— meananwomen A Nigeria 2021 national policy change: HIV and syphilis testing should be offered
) atending ANC in the 31 pilot - - .
i ree———r— R R R stos tosted for HIVisyphias to pregnant women seeking antenatal care in all settings
T S—— 0.2% Yy pregnant wo melvfromesste ©6% Hyo2022
posive for Syphs PP esid ot 3ot Plan § pregnant syphligfeom 1006e060% by 20260 r
3 |ponte for Syt andreceed | 2 0 6 o
wreatment with BPG 92% Country Adoption of Dual HIV/Syphilis Antenatal Testing
o |Poumenotputm) of opatt postive . . . “ p:;;zﬂggmm — June 2022 by WHO region
treated with BPG Countries
MNumber of pa 5) of syphilis positive Adopting -=-; -a.- 18%
5 | ow postvs or ypris i ° ¥ 7 42% — = — o
6 Number of syphilis positive partner(s) of 8 0 18 26 Pariners of syphilis positive
PW trealed with BPG pregnant women who were
testod
* Al the giobal level, CHAl faciitated market * CHAlfnciltaled policy updates 1o incorporsie e
shaping activities 1o attain dual HIV/syphilis RDT O e T”::;*:T&xgm’ I . .
price reduction from initial $1.50 to <$1.00 4 4 .
SUPPLY . me&:tmﬁfw%k?'mﬁ&w‘;g Africa America Eastern Maditarranaan Europa South-East Asia Waostarn Pacific
RDTs in the pilot (SD Bidline and Premier) :m":r':"“ N=47 MN=35 — N=S3 . i
" vestmant ovaleblty deing D plot Y 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

ACluster randomized trial in 8 rural health facilities enrolling 457 women who . . . .
Multicomponent community-based intervention

had given birth in the prior 6 months (11% HIV+) and 242 male co-parents

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

Mbereko: Women’s
Empowerment Groups

*facilitated problem
solving

*income generation

*psychosacial support

Control Intervention +Men: Men’s Facilitatec

Maternal Characteristics (n=227) (n=230) Y Reducti on i n EPDS s cbcﬁrrimeerveénfton ahd pres & 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(0.9) Characteristics associated with EPDS212* Health.Centre
Married 204 (89.8) | 198 (86.0) Participant Characteristic aOR (95%C1) 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) 1352 (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 Y LOW-lntenS“:y gender-synChror"ZEd
,  Hmoerofchdren Bl 202 ienificant i intervention positively impacted
Y Improvement ANC indicators in intervention group Significant impact of Mbereko+Men P y 1mp
: intervention on sub-measures of: maternal mental health, ANC cascade
PMTCT Indicator aOR (95%Cl) p-value + Overall relationship dynamics _ ’
Timely ANC (first trimester) 1.7 (1.1, 2.6) 0.012 (Intimate Bond Measure) and Il MpPpr ove d coup | e
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) Y Women IIVIng with HIV and survivors
Facilty birth 1.9(06,59) 2 * Men's practicalsupport fo 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

A 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
A 6,877 women age 15-59 yr with >1 live birth between Apr 2013-Mar 2019 5% e e o

before first antenatal visit

Changing % Women on ART, Restarting ART, Cumulative incidence of PP gap HIV care: 20 Newly starting = ART start date <32 weeks
and Newly Starting ART by Year of Delivery A 1yrPP: 16.0% (95% Cl 15-17) 52% art before delivery

s v N 72 | 8§71 A 2yrPP: 30.9% (95% Cl 30-32)
e o Y Increasing % of HIV+ women presenting for
2015 n=064 = ‘3‘ = ‘ S 12 - [ esvc 95% CI [ 9s%c
, | l ‘ S on ART == == restarted ART =-=--=--+ new ART start ANC are on ART
g o2 b5 -7 v - i
%-’m . Pt Y Women newly starting ART in pregnancy have
o7 neicss - = | 5 i Yy risk of having PP ga
20 - gl
Apr 2017 - Mar =0 i _ . . .
A 2 |- I | g | Y Small but growing % of women re-entering
A s . 7] % | Solk HIV care/restarting ART in pregnancy who
————1 0, 0 5 1 15 2 have y ¥y risk of havin
% of women vears postoartum By ) )
B on ART Number at risk Y Assessment of ART history during ANC can
0 restaried ART I on ART 2925 2543 2024 1509 1119 e . . ..
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 (%)
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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

A Centre maternel et infantil sur le SIDA (CMIS) Cohort: established " [Bih years
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

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

HR= 1.42 [1.26-1.61], p<0.001 HR=1.21 [1.06-1.40], p=0.006
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




