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New Infections in Children Globally, 2000-2019

Significant Decline New Infections Since 2000 — But Progress Has Stalled
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— At current rate of decline it
will take >13 years to decrease
new Infections in children to our

Most of the decline in transmission 2020 target of 20,000

occurred between 2004 to 2012

Since 2015, slope of decline has
SLOWED - and is almost flat between
2018 (160,000) to 2019 (150,000)
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We have missed

timates, 2020 (sée https://aidsinfo.unaids org/) 2018 (and 2020 ) targets



Causes of New Child Infections Globally 2019

New child HIV infections by prevention of vertical transmission intervention,

global, 2019
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Child infected

during
pregnancy

Child infected

during
breastfeeding

B Mother infected during pregnancy

Mother did not receive antiretroviral therapy
during pregnancy

B Mother dropped off antiretroviral therapy
during pregnancy

B Mothers started antiretroviral therapy late in
the pregnancy

B Mother started antiretroviral therapy during
the pregnancy

B Mother started antiretroviral therapy before
the pregnancy

Source: UNAIDS epidemiological estimates, 2020 (see
https://aidsinfo.unaids.org/)
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Source: UNAIDS epidemiological estimates, 2020 (see https://aidsinfo.unaids.org/)

Primary gaps in PMTCT:

— 27% of new infections in children
were linked to
during pregnancy or
breastfeeding (likely not
diagnosed or linked to treatment).

— 27% of new infections in children
were linked to acute infection
pregnancy or breastfeeding.

— 24% of new infections in children
were linked to mothers losing
access to HIV care/lack of
retention in care either during
pregnancy or breastfeeding



As a Result of These Missed Opportunities,

Few Countries Have Achieved Overall MTCT Rates <5%

Democratic Republic of the Congo

Migeria

United Republic of Tanzania
Zambia

Céte d'lvoirs

Lesotho
fimbabws
Uganda
Malawi
Marmikbia
South Africa

Ezwatini

B 4 weesk transmission rate

B Broastfesding transmission rate

‘| — 13 of the 21 focus countries In

Africa continue to have MTCT
rates of 10% or higher

— About half of this transmission
occurs during breastfeeding

— Even In countries with high
treatment coverage for pregnant
women, gaps In retention,
adherence and HIV prevention
result in MTCT rates >5%

Source: UNAIDS epidemiological estimates, 2020 (see https://aidsinfo.unaids.org/).



Number of Children 0-14 Years Living with HIV by Age 2010-2019
1.8 Million Children Living with HIV in 2018

Number of children living with HIV, by age, global, 2010-2019
R —Growing proportion of children in the Childsen living with HIV
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Source: UNAIDS epidemiological estimates, 2020 (see https://aidsinfo.unaids.org/)

https://data.unicef.org/resources/hiv-estimates-for-children-dashboard/



https://data.unicef.org/resources/hiv-estimates-for-children-dashboard/

Although Number of Children on ART Has More Than Doubled Since 2010,
All Pediatric Treatment Targets Have Been Missed

Number of children (aged 0-14 years) accessing antiretroviral therapy, global,
2000-2019 and 2018 and 2020 targets
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Source: UNAIDS epidemiological estimates, 2020 (see https://aidsinfo.unaids.org/)



Pediatric HIV — We Are Not Done Yet!

Martina Penazzato, Plenary

Today

400 children acquired HIV

...........................

260 children died of
AIDS-related conditions

We need to... Do more operational... Keep...

ACT NOW INNOVATING
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Index Testing
12 PEPFAR African Countries Testing the children

ACT NOW

_ of individuals living _ :
0-4 years | 4.5%yield with HIV is an Addressing Advanced Disease “30% of children and
N EEACE  nexpensive, high ST e, youth with HIV stil
yield intervention. Fiocas. dovelopmenta optimal regimen, resent with severe
10-14 years | 2.7% vield e ) : immune
Pediatric index testing: Why is this not suppression
12% of index tests done but being done more?
accounted for 28% of positive tests .
Wolf HT et al. 1AS Virtual July 2020 Abs. OAB0703 For T8, rygto PREVENT Stop Al DS!. screen,
s, vt it e treat, optimize,

immunizations

Innovations to Speed Diagnosis et o =)

O days & O-4days / reSUItS N mOre

rapid diagnosis ) _
and ART start. Fourth 90: Health and Well-Being with HIV
e empoct of Rowtine olnt-of-Care Versus Labocatory Testing

prevent
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REFER AND LINK —
for Early Infant Diagnosis of HIV: Results From Wh VAL ot SN Clinical specialties, . .
a Multicountry Slegpcd-ng%e.Clluster-llandomizcd Developmental delay, disability, rehabilitation, Attention to qual |ty
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Optimize Treatment é ' * long life
DTG plus ABC/ 37C in dispersible tablets can be DTG ava”able for NURTURNING CARE e h needs more
given to all children from 4 weeks of age HIV t?:ijrél?\;);r:tssin:ﬁ?ized g “’-;_?_;v' attenti on

interventions for early : {
DTG 10 mg scored tablets submitted for as age 4 weeks. | _ i =

* DTG 5 mgDTUS FDA approved® on june 12™ Chlldren as young

childhood development

approval

mental health with 111 9 0 |
appropriate management o

th
P e ‘ We need a 4
NOW is the time ‘ NUTRITION I

“ o Ensure optimal nutrition
l’: ‘ ! - to implement!




Need for Operational Research

Learn From What You Are Doing

COVID-19: a stress test for change Policies to support multi-month
Reframing the way we delivery care and support to children and adolescents d's"'“".';‘o::;::':"‘:"“ and

COVID-19 and 1 # Countries Permitting
> 3Mo MMD in Children and Adolescents

Before After L
Children <10 100837 —» 27337 ' '
Adolescents 10-19  14/37 —> (/37 ":
O’Keefe M et al. COVID-19 IAS Virtual July 2019 Track C f:*’:ﬁ-"‘?:“ &

Identify and Test Solutions in Multiple Settings

Effect of a differentiated service delivery model on
virological failure in adolescents with HIV in Zimbabwe
(Zvandiri): a cluster-randomized controlled trial

Learn what
works, take to

scale, adapting
to local context

Lessons we learn
from response to
COVID-19
pandemic can
improve care for
children and yoth in
the future

Critical needs:

Collaboration

Capacity building

Political support
Resources




Innovate

COVID-19 Has Taught Us We
can Do Things Differently

1 — New adaptive trial
designs can
rapidly ID new
treatments

¥ — Provide access to
children/pregnant
women rapidly

— Rapidly develop
trials in children &
pregnant women

G|lead 5 Insnghts Regardmg

COVID-19 Disease Medications-

Remdesivir expanded access includes compassionate usel
basis for children and pregnant women

— Multi-
group/company

collaborations can
work

Promote New Technologles for Children

Partner for Innovation and Efficiency

The Global accelerator for Paediatylc Formulations |GhP -f)

Dolive




Dolutegravir, TAF
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iLl New Clinical Trials

Efficacy but Toxicity as Well — Adults, Adolescents

. Pregnancy, DTG and Neural Tube Defects
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~ ADVANCE Trial: DTG + TDF or TAF vs EFV 15! Line ART
‘TR No Significant Difference Viral Efficacy at 96 Weeks

Sokhela S et al. 1AS Virtual July 2020 Abs. OAXLB0104

DTG + TAF/FTC Proportion with HIV RNA <50 c/mL at 96 Weeks

L.
1053 AR T-naive p DTG + TDF/FTC 0s 1 TaF/FCHOTG, 9%
with RNA >500 N=351 o ity
B + TOF/FTCADTG, 78%
0.7 & TOF/FIC/EFV, 74%
06 & P values show
de no significance
+«— 192 Weeks — ‘ between arms
i L1 T4
Treatment Emergent Resistance - Adverse Events
- ERE 5
TAF/FTC+DTG TOF/FTC+DTG TAF/FTC+DTG |
(n=351) (n=351) (n=351)
a5
:;:':’l;h resistance data at baseline & 12 (3%) 16 (5%) 21 (6%) Number of patients with: 11+
[ ] Serious Adverse Events 22 (6%) 20 (6%) 31 (9%) 0 + + + + + + + + + i
i 2w RN SEnEN | Grade 3 and 4 AEs 54 (15%) 60 (17%) | 96(27%)* ‘ Screening  Week 4 Week 12 Week 28 Week 36  Week 48  Week 60 Week72 Week84  Week 9%
NNRTI 0/12 (0%) 0/16 (0% || 10721 (a8%)) I |
| | Drug-related Grade 1-4 AEs 212 (60%) 246 (70%) 1267 (76%) | ~=TAF/FTC+DTG =~=TDF /F TC+DTG -~TDF /FTC / EFV
Total: NRTI or NNRTI 0/12 (0%) 2/16 (13%)* || 13/21(62%) |
] Death 1(0%) 2 (1%) 2(1%)
INSTI 0/12 (0%) 0/16 (0%) 0/21 (0%) i "
*higher rates of Grade 3 or 4 adverse events in EFV arm mainly from short-term elevations in liver enzymes
'M184V mutations in both cases T EEEEEEEEE—

Grade 3/4 Renal Events, Renal Markers, CrCl Bone DXA at 96 Weeks

TAF/FTC+DTG TDF/FTC+DTG

TAF/FTC+DTG TDF/FTC+DTG

(n=351) (n=351) (n=351) (n=351) (n=351)
Renal 1(0%) 2 (1%) 3(1%)
Acute kidney injury 0 (0%) 0 (0%) 1(0%) Hip
Haematuria 0(0%) 0(0%) 1(0%) Normal 291/307 (95%) | 2907315 (92%) | 260/293(89%)
Hydronephrosis 0 (0%) 0(0%) 1(0%) ) I X
Lupus nephritis 0 (0%) 1(0%) 0 (0%) Osteopenia 16/307(5%) 25/315 (8%) ‘133/293 (11%) ‘
Proteinuria 0 (0%) 1(0%) 0 (0%) Lumbar Spine e
X 39“3' ':"Pa"'“e”‘ 1(0%) 0(0%) 0(0%) Normal 258/307 (84%) | 252/315 (80%) | 228/203 (78%)
reatinine clearance ) r S
Ost 49/307 (16%) | 63/315(20%) ||65/293 (22%
Grade 3 or 4 6 (2%) [ 603 | 14 (4%) sleogena /307 (46%) | 63/315(20%) |]a5/293 22%)|
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ADVANCE Trial: DTG + TDF or TAF vs EFV 15t Line ART

Excess Weight Gain with DTG-TAF

Sokhela S et al. IAS Virtual July 2020 Abs. OAXLB0104

Weight (kg)

Mean Weight Gain through Week 144

Women
T @ v, Men
*1 |— No real plateau in weight gain | e N
14 1" 4
10 4 /\_\/ "N
o A,_.// e o
7| . e « +7.4kg TDFIFTC/IDTG _:E‘; 2 | ' i 1 s724g i/¥TCIOTS
: // ) 2 | a +5.5 kg TDFIFTC/EFV ;a 5 L ] . « +5.9 kg TOF/FTC+ORG
4 e ——0 = 4 e
34 // = — e * 5 -~
2 4 ) o -
' / — Weight 1 greater DTG vs EFV, greatest with TAF-DTG vs , €Sp women
? d e 72 % 1 1 { 1 “] vl 3 3 P 0 T2 % 108 120 132 144

Week Week
Change Body Composition to Week 96 Treatment Emergent Metabolic Syndrome to Week 96
# LimblLean ™ Trunk Lean Limb Fat Trunk Fat T
Women | Men o~ | p=0.03"

Total change in kg
-~ b o - -

7 5kp (72% fat)

— TAF gain fat > lean mass

246 hg (73% faty

«5 8 ka (55% 1al)

G Gain fat women > men

+1.1 kg (100% faf)

— TAF>

— Highest in women
ol 8.1%
| il I 5 6%

metabolic syndrome il

+37 4 (91% fat)
(h= = SR .« ---- T . - - - - T - - -
TAF/FTC/DTG TAF/FTC/IDTG
N=157 N=151

TAF/FTC/DTG
N=102

TAF/FTC/DTG
N=117

Men

Viomen
BTAFFTC+DTG wWTDFFTC+DTG

NI particpants
TOF/FTCIEFV



NAMSAL Trial, 96 Weeks: DTG vs Low Dose EFV400 1t Line ART
NAMISAL | Similar Viral Efficacy, Weight Gain More with DTG

— Kouanfack C et al. IAS Virtual July 2020 Abs. OAB0402

% with HIV RNA <50 c¢/mL at 96 Weeks

DTG/TDF/3TC  (n=310; 96 wk n=277) 100
613 ART-naive s DTG/TDF/3TC 73.9%
£F ) S— . i
RNA <1000 EFV400/TAF/3TC (n=303; 96 wk n=263) f% 1 —T1T
— A :
g"a s EFV400/TDF/3TC 72.3%
| )/
Mean Weight Change through Week 96 gé 40- ‘l
€ | ;
women | — Persistent weight 1 greater DTG g*% f
g [ &4
vs EFV through week 96 Men g 4
e A TOPQYC + DTG e A.mm-rc.oro f ,‘I, - A:TDFRITC 4+ DTG
12| —+—— B:TDFGTC + EFV400 T 121 ---» B : TOFQTC « EFV400 “', A et B TOFSTC + EFV400
o-.
10 104 r2 :t 12 274 418 9‘6
2 plateau wk g Time (weeks)
g- ui 72-96 - . _
$ ol I ~—’—‘ 72K g o » - Weight Change, 96 Weeks
g P ——t L ra6xg 2 P I SRS, Tuolution (W96-BL =275 n=263 n=538
2 | ) 7 ! | 24 ” = p 43.1Kg  Weight fkg) +67(+10;+110)  +42{10;+80}  +55(+0.0;+100) <0.001
= = P g R B ! 5 { Weight (% de BL) +10.7{+20;+167) +569(-14;+123] +8.8(+0.0;+155) <0.001
g~ [ | oo~ J Weight gain 2 5% 187 (68%) 123 (47%) 310 (58%) <0.001
,?: 104 379 363 n=| 209 ! _192 ;175 Extreme weight gain > 10% 124 (45%) 87{33%) 211(39%) 0.004
0 24 72 96

* | — Greater weight 1 in women vs men




VISEND Study 36 Week Results: Switch to DTG with TDF or TAF
Similar Viral Efficacy But Higher Weight Gain with TAF

Hill A et al. IAS Virtual July 2020 Abs. LBPEBO7

= Evaluated switch from NNRTI to DTG-based ART in HIV+ adults, randomized by viral suppression
or not at time of switch; 24-week data on RNA %<50 and weight gain.

DTG/TDF/3TC

On NNRTI ART
RNA <1000
N=419

DTG/TAF/FTC

On NNRTI ART
RNA >1000
N=707

/‘ DTG/TDF/3TC

\ DTG/TAF/FTC

% RNA <50 c/mL e .. Weight Change kg
930% DTG/TAFIFTC

_ —= 2 1.8 kg
T DTGITAFIFTC ,
87% ;
1

DTGITDF/3TC
0.5 +0.35
12 36 8 12 16 20 24
— DTG/TAFIFTC — DTG/TDFI3TC FONRTREEE SR

— Similar viral efficacy — Higher wt gain with DTG+TAF > TDF

DTG/TDFI3TC 78% ' DTGITAFIFTC
*2.7kg

» DTGITAFIFTC 72%
PVr or ATVIAZT/3T DTG/TDF/3TC

//

— DTGITAFIFTC — DTGITDFI3TC — L [1IAZT] — DTGAAFFTC ~— DTGTOFOT

— Similar viral efficacy — Higher wt gain with TAF > TDF or



ﬂ;mcos Weight Gain and Hyperglycemia During DTG Transition in Africa
Ake J et al. IAS Virtual July 2020 Abs. OAB0602

AFRICOS Enroliment Sites

. AFRICOS cohort study enrolled 3,514 HIV+ = BMI evaluation: 1,954 HIV+ adults; 742 TLD, 1212 noTLD

and — pt at 12 PEPFAR sites in Nigeria,

Kenya, Tanzania Uganda - Deﬁne: H|gh BMI 225 kg/m2 (Obese 230 kg/mz)

Seen g 6 mos 1/2013-11/2019

Compared wiglucose by HIV statusi/ART regimen @ Hyperglycemia: 2262 HIV+ adults: 653 TLD, 1609 no TLD

‘ \ @ - Define: Fasting glucose >99 mg/dL, any glucose >199

mg/dl or receiving hypoglycemic medication
= Excluded those with high BMI or hyperglycemia at baseline
= Significant risk differences by geographic area, sex, age

Adjusted Hazard Ratio for Time to High BMI Adjusted Hazard Ratio for Time to Hyperglycemia

Unadjusted Adjusted! Unadjusted Adiusted?
":::i;d 95% CI Hazard Ratio 95% Cl Hazard Ratio 95% Cl Hazard Ratio 95% Cl
Non-TLD ART Ref - Non-TLD ART Ref
ART-Naive 0.43 0.26-0.69 0.45 0.28-0.74 ART-Naive 0.20 0.11-0.38 0.22 0.12-0.43
On TLD 151 1.01-2.25 [ 185 124-2.76 | OonTLD 1.47 0.95-2.28 1.27 0.82-1.97
iAdjusted for gender, study site, age, and depression

‘Adjusted for study site, gender, age at enroliment, and BMI

— ART-naive pt had | risk high BMI compared to pt — ART-naive pt had | risk hyperglycemia compared to
on non-TLD ART or TLD ART.

, o o pt on non-TLD ART or TLD ART.
— TLD ART associated with independent significant — TLD ART associated with non-significant trend to
1.85-fold 1 in developing high BMI e

1 risk of developing hyperglycemia (most often mild)



\W.TSRH.ADVANCE Estimates of Adverse Pregnancy Outcomes
(APO) with Pre-Pregnancy Weight Gain

Sokhela S et al. |AS Virtual July 2020 Abs OAXLB0104

= Used ADVANCE ART-related emergent obesity rates and data on
relationship of obesity with APO to estimate RR for APO by ART regimen.

ART-Related Obesity Rates
(in women with normal BMI baseline)

e TAF/FTC+DTG === TDF/FTC+DTG

= TDF/FTC/EFV
16%
14%
12%
10%
8%
6%
4%

Rate (%)

14%

8%

2%

2%
Baseline 48 weeks 96 weeks
Time
Gestational DM 4.31 3.2,5.9
Pre-eclampsia 4.06 3.1,5.3
LGA infant 2.48 1.0, 2.5
Neonatal death 1.57 1.2,5.6

Based on RR of APO in obese vs normal BMI
per meta-analysis (table), predicted potential
APO 1 (including gestational diabetes, pre-
eclampsia, LGA infant, and neonatal death)
due to ART-induced obesity:

'DF/

'DF/

'AF/FTC/DTG: 9.9% Increase

‘C/DTG: 5.2% Increase

"C/EFV: 0.9% Increase



| — Switch to DTG In Adolescents with Viral Suppression
S=Wl  Associated with 1 in BMI and Odds of Overweight, Eswatini

Baylor Eswatin Kay A et al. IAS Virtual July 2020 Abs. OAB0106

= 605 HIV+ adolescents age 10-19 years with HIV RNA <200 c¢/mL who were
transitioned to DTG — evaluated weight and height before and after transition DTG

= 73% on NVP ART prior to transition and 88% started TDF/3TC-based DTG ART.

Predicted BMI by Days Since DTG Initaition

. EpE—— = After transition to DTG, there was a significant change in

Change 10-19 years par WHO
|kg/m? per year |

s | BMI annual increase that was above normal expected
| BMI increase in youth.

g-

2o
8-—
g
o

Q
©- :
=

o 0.316 kg/m? per year | 0.94 kg/m? per year

-42]0 -200 Q
(p < 0.0001) Days Since DTG Initiation

., Preoseasmzseery o srceote niaton - Sjgnificant increase in BMI z-score after DTG initiation.

: (OR=0.998, p=0.136) | (OR=1.010, p = 0.015) - AdeStlng for SeX’ NRTI baCkbOne, prlOr ART reglmen &. age
at DTG start, after DTG transition, odds of becoming
2 — i overweight/obese increased by ~1% per day.

= Lateme = @ % Driven by larger 1 in youth categorized as thin prior to DTG.

Predicted BMI Z-Score
C i B iR et et







Viral Suppression by Delivery and Birth Outcomes in

EH/ACS, Pregnant HIV+ Women on DTG ART in the U.S. SMAR T
| Patel K et al. IAS Virtual July 2020 Abs. PEB0278

"o Malrenl NIN A At Freast

= Prospective cohort of 1257 pregnant women and newborns from 21 sites in US with 15t ART
regimen in pregnancy DTG (120), ATVr (464), DRVr (185), RPV (243), RAL (86), or EVG (159)

Comparison Viral Suppression and Adverse Pregnancy Outcomes Between DTG and Other Regimens
Adjusted Risk of Viral Suppression by Delivery

DTG vs ATVir (n=480) | DTG vs DRV/r (n=233)| DTG vs RPV (n=270)

DTG v RAL {n=158)

DTG vs EVG/C (n=219)

100%

Adjusted Risk (95% CI)

98.1% 87.2% 96.6% 93.7%

DTG ATVIr DTG DRVir DTG RPV

97.0% 84.1%

DTG EVGlc

—DTG ART viral suppression rates 97-98%,
comparable to DRVr, RPV, EVG but better

than ATVr and RAL.

Any Adverse Birth Outcome (PTD/VPTD, LBW/VLBW, SGA, neonatal death)

. DTG vs ATV (n=584) | DTG vs DRVIY (n=305) | DTG vs RPV (n=350) | DTG vs RAL (n=206) |DTG vs EVGi (n=279)

35% ~

30%

25%

207%

15%

Adjusted Risk (95% CI)

274% 259% 265% 265% 73% 21.8% 26.0% 272% 277% 238%

DTG ATVH DTG DRVK DTG RPV DTG RAL DTG EVGK

—Comparable rates of overall adverse birth
outcomes between regimens, ranging between
22-27%.



Viral Suppression with DTG vs EFV In Pregnancy and MTCT NAMSL

Qoortin - Meta-Analysis of 5 Clinical Trials in 1074 Pregnant Women Quouer
QDolPHIN Asif SF et al. 1AS Virtual July 2020 Abs.OABLB0195 -

= Meta-analysis of 1074 pregnant women from 5 trials; 3 enrolled late pregnancy (DolPHIN 1/2,
VESTED), while 2 (NAMSAL, ADVANCE) had women became pregnant on study drug.

Viral Suppression e Stillbirth, Neonatal Death, MTCT Preterm oo s
Tl Lecaton ‘ Tomothms [P S0 ot wome) y SO B ™ ®DTG-Am WEFV-Am —_ o
OTG-Arm | EFV-Aem ; 00% P 6 1%
[ Dalman1 | TOF/ATCR0TG [ ' S e S » -
[lweded i ¥ South Africa, Uganda " bl i ﬁ 0% 69% E o §
TN TOF/TCERY e 'g ; -
DelPHIN TOF/ITCH0TG %5 60% z ¥
[hassist e 7] South Afica, Ugands n W 1t L 3 5 s
| e T ;é i £ 5 o~
NAMSAL TDFITCADIG “‘ g ! ol
o Cameroon ‘ " bt 19} 5 0 3 §
fomerd | | wewaw | [ § oo & 2L
ADMANCE ‘ WHFTCAITG % £ B ”
fron v E ‘
comeption| South Arica TOENTCHONG 5 % n % A
p ADVANCE ~ DolPHIN-1  DOIPHIN-Z IMPAACT 2010 Totsl Sum of events DoiPHIN.1  DofPHIN.2  ADVANCE  IMPAACT Total
D"l'\i'm wN= &35t 27730 200, 13 SO120 50¢117 394405 1827200 547605 271378 $1859 21415 N 029 291 21 W10 8T 10 .*3'()1?5"”_"_-1_\| e
[ | 1 TNFTCDTG W m = Differences between trials in the extent of No sianificant diff tal death sl ol conn
e thaany, os, . .. T L] H H
onl] G ey " suppression reflect timing ART initiation 0 sighiticant difterence neonatal dea = Higher rate PTD with EFV
s [ TORFTCHOTG m - Sianificantly hiah iral ) or MTCT (despite faster suppression) DTG
) Dtz P10 wli?hmDI(%‘g] >yEFI\§/] g:?\/;g (Sluspgr:)ssmn vs EFV; borderline trend 1 stillbirths with DTG
_ o _ o SGA ’ AT Adverse Events Adverse Events TAF vs TDF
— While DTG had superior virologic efficacy “OTGAm wEFV-Am sy ppey R e —t———.
. . N . 25% P=020 e N ™
than EFV, all 5 infant infections with DTG 2 pom won :
(all with ART started in pregnancy). g 2% s o f”-; . ' = o i a1 - -
— Safety profile of DTG and EFV (and TAF 3o 1
and TDF) generally similar in meta- - : -
analysis but only shows short-term effects 3 7 ™ 2E
of DTG, and most started drugs during i B . .
pregnancy as opposed to preconception. i | e i T aw e o - e o ., .
DolPHIN-1 ADVANCE IMPAACT 2010 Total Pamicipann
. nN= 131 e 313 78410 41207  BOMET 48251 . . . . . L. ) .
— LT safety requires further assessment. L ™S * No significant difference AE mother/infants =  No significant difference AE mother/infants

= No difference SGA DTG vs EFV with DTG vs EEV with TAF vs TDF



Women Starting or Transitioning to DTG-Based ART in Kenya

.ampath Viral Suppression
Humphrey J et al. IAS Virtual July 2020 Abs. PEC0394
= .:E.' = Retrospective study 5,155 women age 15-49 starting DTG ART at
3 ° A% = AMPATH-affiliated HIV clinics in Kenya
:.. ¢ ’ (3\} - 89% transitioned from EFV or NVP to DTG (95% started TLD)
e, © S 2 — 61% using any contraception at time starting DTG (primarily condom, only 10% using

DMPA, oral contraceptive or IUD with little change from pre to post DTG signal).
= 12 months post-DTG start

— 87% remained on DTG through 12 mos
— 12% changed back from DTG to EFV or NVP

= Viral suppression high and similar in those who
stayed on DTG or switched back to EFV

Stayed Switched
100 P =0.006 B on B to
| Proportion with viral
! DTG ' RV fpmiemyie
98 - %erp; Pre | Post |
re-DTG initiation DTG initiation Post-DTG initiation T i T o
£ 96 -
DTG Q 95 95
o H
100% -
EFV or NVP: 88.6% | DTG*: 87.2%| & 94 -
92 -
= ATV or LPV: 2.6% '  |erv or NVP*: 11.7% » E
Other: 0.3% o L] | w
it ATV or LPV™: 0.8% — VS = 6 months pre-DTG | VS 2 3 months post-DTG
i No ART: 8.5% Other*- 0.3% initiation initation or switch to EFV




Counseling About DTG and EFV Among Women of Reproductive Age

-ampath

Receilving ART in Kenya

Bernard C et al. 1AS Virtual July 2020 Abs. PEB0286

= Telephone interviews between May 2019-May 2020 with 1,245 HIV+ women of reproductive
age who initiated DTG between Oct 2017-Apr 2019 in AMPATH HIV clinics, Kenya

= Surveys included questions about knowledge of ever having taken DTG (n=1,028) and
counseling they received from HCW about risks of DTG and EFV.

Reproductive age
WLHIV completed
telephone interviews
N=1245

Heard of dolutegravir
(DTG)
n=1062

Ever taken DTG
n=1028

Provider discussed risks
associated with DTG
n=398

Provider discussed risk of DTG causin
potential problems with
pregnancy/baby
n=342

Heard of efavirenz
(EFV)
n=372

Ever taken EFV
n=289

Provider discussed risks
associated with EFV
n=49

—Only 33% of 1,028 ever DTG users recalled
receiving counseling about potential teratogenic
risk of DTG

—Only 13% of 289 ever EFV users reported receiving
counseling about potential EFV interaction with
contraceptive implant.

Provider discussed risk of EFV causin

potential problems with
FP/implant
n=37

[

- 21% of women who self-reported ever DTG use
reported switching off DTG
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What Are New Data on
Neural Tube Birth Defects
and Preconception DTG?




% with NTD

Tsepamo: Evolution of NTD Prevalence with Preconception DTG
Zash R et al. 1AS Virtual July 2020 Abs. OAXLB0102

M ay 20 18 * Study Sites
— Aug 2014-July 2018, 8 sites
(~45% of all births in s
Botswana)
— Between July and September .
2018, expanded from 8 to 18
total surveillance sites (~72%
of all births) o
— Since September 2019 we .
' i have maintained surveillance
1 : ; at 16 sites (~70% of all
0.94 | | births) =
.. E : B original sites in RED
The NEW ENGLAND JOURNAL ¢of MEDICI !\-'I
Neural-Tube Defects and Antiretroviral I
Treatment Regimens in Botswana
0.5
¢ 0.12
% 0.10 . 0.05 0.04 0.09 0.08
0 | 4 . A A . N
DTG preconception Non-DTG preconception EFV preconception HIV-uninfected
May18 Mar 19 Mayl18 Mar 19 May18 Mar 19 May18 Mar 19
N 426 1685 11300 14,792 5787 7,960 66057 89,381
NTD 4 5 14 15 3 3 61 70

— Significant prevalence difference between DTG preconception and all other exposure groups (0.82 to 0.94)



% with NTD

Tsepamo: Evolution of NTD Prevalence with Preconception DTG

Zash R et al. IAS Virtual July 2020 Abs. OAXLB0102

EFV Preconception

15

Prevalence difference DTG vs non-DTG preconception

% with NTD

05

0.12

0.09 (-0.03, 0.30%)

May 18
v 11,300

NTD 14

15

o % with NTD

5

0.09

Nov 18 Dec 18 Mar 10
13.004 13466 1479

Non-DTG Preconception

Prevalence difference DTG vs uninfected

0.12 (0.01, 0.32)

S
.
-

Apr 20
19,361

17

4

May 18
Number 66,067

NTD 61

0

15
. 094
=)
z
:
£
0s 0.19
S (95% CI 0.09, 0.40)
@
. ul ov oc 18 Mar 19 Sept 19 Feb 2
Numbe M:gsw p 55(? i N1 uurlsﬂ v 7«':.75 1685 222’99 ;3292'3” A3p5r911’0
NTD 4 DTG Preconception 7
15
Prevalence difference DTG vs EFV preconception
0.12 (0.0, 0.32)
1
05
0,05 0.07
0 ‘
May 18 July 18 Nov 18 Dec 18 Mar 19 Sept 19 Feb 20 Apr 20
Number 5,787 6,168 6867 7139 7 860 0,288 10474 10,953
NTD 3 8

Nov 18 Dec 18 Mar 19
17 564 B0 525 85 31

HIV-Uninfected

Apr 20
119,630

87



Tsepamo: Evolution of NTD Prevalence with Preconception DTG
Zash R et al. 1AS Virtual July 2020 Abs. OAXLB0102

~ Prevalence difference DTG vs non-DTG preconception
0.09 (-0.03, 0.30%)

0.30 (95% mg)g 0.40) | ‘i” q
nqy@ Juiy 18 Sept! 8 Now 18 Mar 19 sepito  Fev20 [Aprao] ay 18 uy 1 ' ar 19 ~17
™ —After a period of decline since the original

Pre _ .
safety signal, prevalence of NTD among infants
born to women on DTG at conception appears

« t0 be stabilizing at a low prevalence level.

NTD 3 EFV Preconception 8 NTD 61 HIV-Uninfected 87



Update: Prospective Antiretroviral Pregnancy Registry
INSTI and Neural Tube Defects through January 2020

Overall Birth Defects/Neural Tube Defects and Timing Earliest InSTI Exposure

_ Earliest Trimester of Exposure — Prospective Cases

Periconception Later 15t Trimester 2nd/3rd Trimester
1 Jan 1989 - Overall birth defects Defects/outcomes Defect/outcomes Defects/outcomes
31Jan 2020 Eynosure to any InST 33/1008 (3.3%) 3/159 (1.9%) 271674 (4.0%)
DTG 14/382 (3.7%) 2/73 (2.7%) 12/285 (4.2%)
1/382 NTD (0.26%)
EVG 11/298 (3.7%) 0/25 (0%) 1/68 (1.5%)
ONTD
RAL 11/327 (3.4%) 2/95 (2.1%) 15/399 (3.8%)
ONTD
BIC 0/25 0/3 0/12
ONTD

— One NTD in prospective APR with periconception DTG, rate 0.26%



Neural Tube Defects and Adverse Pregnancy Outcome After

Maternal Exposure to DTG During Pregnancy, US 2013-2017
Hoover KW, et al. IAS Virtual July 2020 Abs.

= Analyzed IBM MarketScan commercial/Medicaid databases including clinical diagnoses, procedure
and medications to ID maternal exposure to ARV; NTD; adverse pregnancy outcome (APO).

= Compared prevalence of NTD and APO among HIV-negative women and HIV+ women by type ARV

Table. Prevalence of neural tube defects (NTDs) and pregnancy outcomes per 1,000 women exposed to

dolutegravir (DTG) and other antiretroviral (ARV) medications by ARV class — United States, 2013-2017
Commerdial insurance

— 7,168 HIV+ pregnancies, 235 on DTG. SO o) S— e S—
—There were no NTD among 1,234 HIV+ pregances () | 37527
women on InSTI, including DTG. e oissg | o0 | oo | o
—NTD prevalence was 0.48-0.58/1000 (0.05- seilbinhs® m:;oa)e) ‘(,I o [(0, M
0.06%) among 6.4 million HIVV-uninfected s sboton” | sy | goversn | oosrsn | oaimn J v
women. vt sorton™ | s iny | wozitas | satwa | wsosos | oaviss
—Prevalence stillbirth, spontaneous and et — 0 =" T
induced abortion higher in HIV+ women PO o I P g
(particularly those on no ARV) compared to B~ wase | wons || oimn | s | weis
HIV-uninfected women; not associated with seontaneousabortons* | oy | woen | nesen | wzimn | esven
specific ARV use. nducsdsbortons® | S | psan | 90 | pors | wese

*Prevalence per 1,000 pregnancies (95% confidence interval; those in bold blue text had confidence intervals
that did not overlap confidence intervals for the prevalence in women without HIV,






85% of Children Living with HIV and Viral Fallure in Kenya

Opt *Jﬁ'ods Have Drug Resistance Mutations Requiring Regimen Change
Abuogi L et al. IAS Virtual July 2020 Abs. LBPEBOS8

704 HIV+ children age 1-14 years on ART enrolled from 5 facilities Kenya 3/19-
12/19 and randomized to SOC or intervention (POC VL q 3 mo with targeted DR
monitoring if VL >1000).

= Preliminary results on resistance testing in intervention arm presented
— 365 randomized; 60 had VL >1000 and underwent >1 resistance test.
- 51/60, 85%, had drug resistance mutations to NNRTI, NRTI or both.

— K103N NNRTI and M184V NRTI most common. —Children with VF likely to have DR

Drug Class Number of CLHIV  Proportion of CLHIV and therefore improved adherence
with DRMs by class  with DRMs by class . . . ; .
> . | will not result in viral suppression.
on-nucleoside 48 80%

reverse transcriptase

(NNRTI)

Nucleoside reverse 36 60%
transcriptase inhibitor

(NRTI)

. —FEarlydrug resistance testing with
v VF to determine appropriate ART
regimen change rather than
adherence counseling may be
desirable.

Both NNRTI and NRTI 33 55%

No resistance 9 15%



NEw Hrizons  HIV+ Children on Third-Line ART in Africa: ,—'

El b th Glas

New Horizons DRV/r, ETR Drug Donation Program ===
Tiam A et al. IAS Virtual July 2020 Abs. PDB0403

= QObservational cohort 169 children age 0-24 years on DRV/r or ETR 3rd-line ART in
Eswatini, Kenya, Lesotho, Uganda, and Zambia as part of New Horizon’s Program
Dec 2018-Mar 2020.

= Median age 12.7 yrs; prior 2" line ART 85% Pl-based (LPV/r 67%, ATV/r 18%).

= Median VL at switch 4.7 log copies/mL; 81% switched for confirmed resistance.
- 98% had >1 resistance mutations, with 71% >3 TAMs and 52% PI| mutations.
. D Figure 2 Protease Inhiiors Mutations = Viral response to 3" line:

o o of those with VL post-
switch, suppression to VL
<1000 was 75% (45/66) at

I I.I 6 mos and 78% (32/41) at
12 mos on 3" line ART
(<50, 46% and 51%).

of Participants with Mutation N

Di lmi tory

Percent of Participants with Mutation

Percent

Nole: No D30 or N88 muta ations foury



Viral Suppression of Caregivers Living with HIV and Type of Caregiver

ort s Associated with Viral Suppression in HIV+ Children, Kenya
" Odeny B et al. IAS Virtual July 2020 Abs. PDD405

= Evaluated factors associated with viral suppression using pre-enrollment VL data
from 704 children age <15 years recruited |nto Opt4K|ds randomlzed trlal along
with thelr careglvers e i |

Unadjusted OR quv.

chn pvalus Adjusted DR (95% Cl) p valus
Caregiver
Median (MQR) N [%)
A alars i characteristics
:ml care:‘)m e Caragiver relatanship ta
| toter 4B4(68.4) | chid
Fathee 59(8.3) Mother Ref
B Wi ::::2:; Father  1.25(0.23-23.19) 0.833 1030.19-1828)  0.976
Earegiver HIV positive 563(80.4) | Othar 0 3%(0.15.1.04) 0.053 0.26(0 08.0.82) 0016
Flral Ipad suppressad 314 (44.9) | Educaton (prmeary) D6U0NT-1.72) (.382 043(09-1.43; 0211
Median age 36 {31-43) aregiver VL suppressad 10.71{2.27.56.42) 0.003* 7.53{1.32.43.03) 0.0173 I
Children characteristics
Children characteristics Gander
Gender (female) 342{48.3)
. Female Ref
z:::: ::;m ART (yoars) T(:&:)) Male 1.350,53-3 60} 0,529 0.53(0 31-2 69) 0.880
[iralioad me,’" 78 1 Median age 0.91(0.79-1.04) 0178 0.84(0.69-0.99) 0.081
ART base: ART base class (currant)
NNRT| based 440(51.8) NNRTY Ref
Pl bazed 307(36.0) P D.9840.82-1.20) 0.942 0.963(0.81-1.22) 0.946
integrase hased a(1-1) Integrase 1.010.06-4.47) 0.963 1.02(0.08-4.71) 0.984
—Biologic mother most common caregiver —Children in care of biologic mother compared to
—80% caregivers were HIV+ other caregivers more likely to have suppression.
° 0, 1 1 . . .
45% reported viral suppression —Children who had virally suppressed caregivers

—178% of children had viral suppression were 7.5 times more likely to have suppression.



Factors Associated with Non-Adherence to ART

In Adolescents in Masaka Uganda
Jjuuko G et al. IAS Virtual July 020 Abs. OAD0804.

= The AIDS Support Organization (TASO) in Masaka Uganda providing
adolescent clinic services explored factors associated with poor adherence
among non-suppressed (VL >1000) school-going adolescents (age 10-19)
with adherence <95% from both rural and peri-urban areas of Masaka district.

= Of 325 youth, 127 (39%) were non-suppressed (63% girls, 37% boys).
= 110/127 (87%) had adherence <95%.

—Concluded there was a
Reasons for poor adherence among adolescents with non suppressed viral load

onescnasne oo [ -~ I "°°c for MV schoorrelated

Changed care takers m Interventions tarQEting
Joined a new school both teachers and students
Joined a boarding school | 11.8% to create flexible and
Reifdrveholdny j 10.2% | conducive environment

Missed morning doses 6.3% for H|V+ Students



Viral Non-Suppression in Youth is Associated with

Overlapping Significant Life Events
Mwangwa F et al. IAS Virtual July 2020 Abs. OAB0702

= 900 HIV+ youth 15-24 yr (83% female, 51% <20 yr) from 14 clinics in rural Uganda and
Kenya participating in SEARCH-Youth intervention trial between Feb-Oct 2019

= Cross sectional analysis of baseline data including recent life events to identify associations

with viral suppression (<400).

Recent life-events:

Start/stop school or employment
Change in residence

Divorce/separation or relationship strife
New sexual partner

Family death

Sickness

Incarceration

Pregnancy or birth

Behaviors — Alcohol use and HIV status disclosure
17% Family 81% Partner 54%

« >2 overlapping events: 17%
« >3 overlapping events: 4%

9%
16%
8%
8%
8%
9%
0%
16%

Multivariate Analysis of Predictors of Viral Suppression

Predictor of viral suppression Prevalence in YLHIV Adjusted Odds Ratios (95% Cl)
Overlapping (2 or more) recent life 151/900 (17%) 0.52 (0.35-0.77), p=0.001 ]

Less likely
events

suppressed
Alcohol use 155/900 (17%) 0.56 (0.38-0.84), p=0.004
Increasing age n/a 1.08 (1.02-1.15), p=0.011
Disclosure of HIV status to family 727/900 (81%) 2.00 (1.4-2.8), p<0.001 More likely
b suppressed
Disclosure of HIV status to partner 483/900 (54%) 1.71 (1.2-2.4), p=0.001

—Qverlapping recent life events, alcohol use and lack
of disclosure to family and partner were significantly
iIndependently associated with viral non-suppression and
can identify those most vulnerable patients needing attention.



o DTG Plasma Exposure-Viral Load Response in Children
ﬂ- Singh R et al. 1AS Virtual July 2020 Abs. OAB07046

= Determine if DTG drug exposures in 181 children in IMPAACT P1093 PK study at
wks 4, 24 and 48 were predictive of virologic outcomes (VL <50 or <400).

VL Response to <50 or <400 VL by DTG Trough C24 Level
Stratified by Baseline VL < or >100,000

Week 4 Week 24 Week 48

VL Response to <50 or <400 VL by DTG Steady State AUC
Stratified by Baseline VL < or >100,000

o Week 4 Week 24 Week 48
7 g \ o ‘
2 ™| | > | [/ o i
£ =i ES N | Ve PP
| L ol
g { , 8 ) ES
S o ,
& L o i (]| »
. . 23 .
o | e "
S ' g | . . H
1 } Ny
Sl_f 00 o oo E &S 200 O 00 0 200
Trough C24 (ng/mL) AUCss (ug*h/mL)
* Baseline VL <100,000 = Baseline VL >100,000 ~ Baseline VL <100,000 = Baseline VL >100,000

—No relationship between DTG trough (C24) or steady state AUC level and VL response at
doses studied (and now approved for use) suggests that doses are already at maximum
of the dose-viral response curve.



24-Week Safety, Tolerability and Efficacy of DTG

Dispersible Tablet In Children 4 Weeks to <6 Years
= Ruel T et al. IAS Virtual July 2020 Abs. PEB0293

MPAACT

= P1093 enrolled 51 children into 3 age cohorts: 4 weeks to <6 months; 6 months to <2
years; and 2 years to <6 years; 71% already on ART, 29% ART-naive.

E i I i DTG Dispersible Tablet Dosing by WHO Weight Band

e —All received optimized E—TTTNEREE <=\ ik o hased once
70V, 37¢ 10 (208 . - 0< 1 -

zn'-'js'rc.m.',f. ﬁ|1(2€<-] baCkg rou nd InCIUdIng >2 2 4 weeks to < 6 months of age 63t33<160 150 5 . g .

wec o suon . . T i s 153 daily dosing was used.
wore drugs with >1 having 6 months of age R

we e genotype-predicted activity.

k b h . . . . . .
—Good virologic response all age cohorts in this primarily
— M i ART- experienced group, with overall 85% VL <400
*Proportion (95% confidence interval); Median (interquartile range) change from basaline at We e k 2 4 .

T —— R —_ Number (%) with >1 Grade 3 or 4 Adverse Event by 24 Weeks .

8% —No AE attributed to

i { III SR (n=23) (n=12) (n=16) study drug and no
g with grade 3 or
5 I greater clinical 3 (13%) 2 (17%) 1 (6%) . . ]
I eventis] ovaral drug discontinuation
H with grade 3 or .
: Ceilmeney  HEm 4p auea | fOT tOXicity.

% VL <400 to Week 24 event(s), overall

Wieeks Wevki2 Weekls Week2d



24-Week Safety, Tolerability and Efficacy of DTG ——

Dispersible Tablet In Children 4 Weeks to <6 Years S iy
Ruel T et al. IAS Virtual July 2020 Abs. PEB0293

= P1093 enrolled 51 children intn ? ana rnhnrte: 4 weeks tg <6 months: 6 months to <2
years; and 2 years to < 9% ART-naive.

Regimen n (%) - .
—All received c L I

ABC, ATC 24 (47%) nd (k) | DTG DT Dose (mg) EREVS .

R : 6 .1 —\Weight-band based once

e backgrqu nd ir w = s dajly dosing was used.

ABL, FIC 2(85) drugs Wlth 21 <20 25 5

047, 3TC, L/ 214%)

L47.37C 1123) genotype'pre‘

47C, EFY, DR/ 1(2%)

24 Week Outcome by Age Cohort

nse all age cohorts in this primarily
oup, with overall 85% VL <400

HIV RNA <50¢/mL* 41% 118, 67] 67% (30, 93]

HIV RNA <300c/mL* 88% (64, 99| 89% (52, 100}

*Proportion (95% confidence interval); Median (interquartile range) change from bassl

se Event by 24 Weeks

Vertivul bars represent 95% Conlidenve Intervaly

85% —No AE attributed to
! I I . I I study drug and no
P ek S (17%) 1 (6%) . . .
i I N drug discontinuation
E with grade 3 or . .
% g’:eatterfaboraiory 13 (57%) 4 (33%) 3 (19%) for tOXICIty
£ % VL <400 to Week 24 event(s), overall

Weeks Wevki2 Weekls Week2d



Safety, PK, Efficacy of Low Dose EVG/COBI/FTC/TAF in Children
e | Age >2 Year on ART with Virologic Suppression

— Natukunda E et al. IAS Virtual July 2020 Abs.OALB0101

Enrollment by Country, n (%)

.El:_‘gl\lf:lgque"a Children 1° Endpoint = Enrolled 27 Children, -
<50 copies/mL for 26 mo Cohort 3 Week 24 vraek 46 median age 6 yrs, most il ,
+ CD4 count 2400 cells/uL 22y, 14—<25 kg L d E/C/EITAF i " , ’ W — m'"f;f)
+ GFR 200 mL/min/1.73 m? n=27 P ooes A on 2 NRTI/PI > NNRTI 0@ . ¥
(Schwartz) z'"“?“m 3
Weight i
Pharmacokinetics oo R Bone DXA = °® r
PK Parameter* N=11831 1 " ;96‘:- C'Tm Median (Q1, Q3) Spine TBLH . .
AUC,,, hngimL 28900 21600 139 (112, 172) Baseine 0.436 gicr’ (0.391, 0468) 0478 glom (0.442, 0.513) § 2 M1 5 §
EVG Crua, NOIL 2850 2000 143 (113, 180) 2 : e oom 5
r ety . a4 SN % Change at Week 24 {n=12) 4.243 (0.701, 6.852) +4.224 (2,120, 5.379) 6'5 | )
- AUC,., h mm a4 178 1983 ‘1“_ 22" LMD, o mawnt Oueraiy TIIUH Wt Doty b St § g. g
T e e *  No pt had >4% decline spine or TBLH BMD Ll 4 o s I G "
= EVG/TAF AUC ~2-fold higher children than adults 1.04— : , 2
= EVG trough lower in children but 9-fold above IC50 wild type Acceptability R : w‘.zou ” =
= EVG, TAF, COBI, FTC exposures within safe and efficacious = Minimal change in body weight over 24
range of historical data in adults and adolescents I When Swatomiog (Whals) - (Whote o Spm) weeks, and was consistently ~ minus -1 z-
, % l I - . l score below normal
Viral response 8 ;\ L= f i Conclude
* Viral suppression maintained in all AL | mE SR . — In virally suppressed children age >2 yr and
participants at week 16, and 16/17 (94%) a wE e & e @ Wt vo weight >14-25 kg, switch to E/C/F/TAF low
t week 24 9 S o o . s .
a Rl Oy eSS A strength tablet had PK within range seen in
= No change CD4 % - ol i adults, was well-tolerated without significant
= None met criteria for resistance testing = Ease of swallowing and acceptability toxicity or weight gain, good viral response

excellent tablet good and excellent adherence.



TEST YOURSELF FOR HIV
FREE HIV ORAL SELF TEST

Renettis of the HIV Ore Sell Test

Ol HIV welf toad kit mre svailndie of
Mattocing Sens Frontieras (MSF) aul

For morw Inforvation catt: O2F 364 5450




Pediatric HIV Infection and Unsafe Injection Practice, Sindh, Pakistan
Mir F et al. IAS Virtual July 2020 Abs. OACLB0102

Background rwsty _~—— = Household-based individually matched case-control study

4" Shikwper

* Larkana Disric, Sinch it S (with HIV,HBV/HCYV test child and HIV test mother):

~ High prevalence of HIV in Key Populations eg PWID / Wbk ciry

* April 2019 | — 401 cases: HIV+ age 0-15 yr N 401 01

- Local GP repartad 12 children HIV= Male 249 (62.1) 249 (62.1)

~ xutbreak reported on natonsl TV sindh registered for HIV care s Female 12(379)  152(379)
* National and international response ‘l . 02 135:433.7) 133(33.2)
[ April-Dec 1167 children and 219 adults tested positve ‘ - — 401 controls: HIV negative matched A 34 139(347) 138 (344)
— Clinical crisis - treatment center for children, J 5.8 89 (22_2) 91 (22_7)
s o b S to case on age, sex and home 915 BES)  3907)
~ Epidemiological investigation * Kaeachi . Negative 394 (98.3) 369 (92.0)
[ —T D Iocatl O n Mother’s HIV ’u'q Positive 0 28 (7.0)
Unknown, mother dead 7(1.7) 4(1.0)
Risk factors for HIV in multivariate model
Variable Category Controls,n (%) Cases,n (%) Adjusted OR (95% C1) p-value Gonikrolh, n (%)  Cases; (%) Univariate OR Piuilon
0 287(71.6)  312(77.8) 1 * : (95% Q)
Number of visits to Negati
e I Bl el e R e R
> 3 A . .93, . 3 L K D) s
0 112 {27.9) 75 (18.7) 1
i i X 101(252)  19{47)  138(0.18, 10.45) Controls,n (%]  Cases, n (%) U“:;‘s;";)m p-value
umber o va
clinic 35 141: (1229-27)) :z (::gl 1.95(0.25,1549)  <0.001 I—— Negative 397 (95.0) 375 (95'5) 3 ooy
i i ( ) 940.(1.01, 87.65) s Positive 4{1.0) 26 (6.5) 6.50 (2.27, 18.62) g
>10 20 {5.0) 179 (44.6) 55.84 (3.99, 781.5)
Number of injections/ ] 200 (49.9) 42 (10.5) . -
msosinpsscemontns oo oy s onsmim o —QuUtDreak primarily spread through parenteral route
{analysed as continuous)
No 398 {99.3) 345 (86,0) 1 . _ . .
mavooswanstion 2 00 0002, = linked to unsafe injection and blood transfusion

e menarocer practices — need to invest in improving blood service
and injection practices



Distribution of Multiple HIV-Self Test to High-Risk HIV-Uninfected Women

JIKINGE() Led to Increased Partner/Couple Testing and ID HIV+ Partners
Thirmurthy H et al. 1AS Virtual July 2020 Abs. OACLB0105

= Cluster randomized trial 2,090 participants: 66 pair-matched clusters from

beach communities and hotspots randomized to intervention or control .
(~30 women per cluster); mean FU 19 mos, >85% retention each visit B
— Age >18 yr, HIV negative, >2 sexual partners in last 4 weeks et
t"I\:S::'::Z:fr;:'::zr:::ﬂ and -corr::otl\ir:l::fe‘rafcards for HIV testing . HIV teStIng and Sl'lrveyS q 6 mo to 24 mo
additional tests on 3-monthly basis at local testing venues
* Test kits included use instructions * Referral cards designed to encourage . .
* Participants trained on:e".‘f’.est use :0;71""» l"l'lil"-t“'u-‘1'“'r'”~-:n~.m*k“l‘.‘ HI:/ Self_te,St Lieal referra:| card _)ngh “Sk Women Were able to
* FEncouragement ta offer self-tests to Lesling services - nter?lennon Contro . .
bilavokemiinigoir g . e distribute self-tests to sex
e I B % partners; ~50% of tests given to
T#+7 E “2 | partners, 50% used themselves

—Provision of multiple self-tests led to significant (p<0.001) 35% 1 in primary partner & 45% 1 in
couples testing and identified 1.8 times more HIV+ sex partners/pt (0.26 vs 0.14 partners/pt).

—1 condom use at 6 but not 12 and 24 mos; incidence IPV similar.

Qverall Intervention Control
—_— - HIV-positive cases 34 19 15
NO effeCt on H IV INClI d en Ce’ addltlonal Person-years of follow-up 1147.8 1531.2 1616.6 Unadjusted hazard ratio: 1.16; 95% Cl 0.54, 2.49; p=0.70

HIV prevention interventions needed i i



Pediatric Index Testing to Improve ldentification of HIV+ Children
12 PEPFAR-Supported Countries 2l

Wolf HT et al. IAS Virtual July 2020 Abs. OAB0703

= Evaluated PEPFAR program HIV testing data from children aged 1-14 years in
12 African countries from Oct 2017-Sept 2019 and Oct 2018-Sept 2019 to

determine proportion of HIV+ children identified through index testing.
—8/12 countries had significant increase in index testing of children.

o I B —% tests in 2019 that were done through index testing ranged from 4%-29%.
"""" p<0.001 —% HIV+ children ID by index testing ranged from 9-68%, with 8 countries
o 17% _Identifying >25% and 3 countries >50% of HIV+ children through index testing.

P<0.001 o
12% (Of all HIV tests completed in children (<15), the % proportion of index tests and the % proportion of positive tests from index testing)

10% 9%
- E %+ by - TS . w e
Index test 1 index test 1  SrTE _ on EECARETAEN ’
0% B o T . o Age 0108 Age 0509 ¥ Age 10-14
9%TST from index %POS from index - - TS o s o o % Yield « % of index tests that were positive
% IST « % proportion of index tests
. " O . . “ ‘H m % TST: 9% 1OYS % POS « % propoction of positive Lests from indes testing
—Significant 1 2018 to 2019 = - mwwmm v — —
. d teStin and . [ESSEIRE 1% 151: 9% pos m Age 01-04 Age 0509 M Age 10:14
ndex J _ ] g %HIV+ 2.1-14.3% 1.3-8.6% 0.8-9.3%
significant proportion of e Mean % HIv: 4.5%  2.8%  2.7%
HIV+ children identified L P

through index testing.



* =z Community-Based Parenting Program, Rural Lesotho

vTor Increases HIV Testing of Children iﬁ
Tl
Tomlinson M et al. 1AS Virtual July 2020 Abs. OAD0506

= Community based, integrated child health and development intervention — including
HIV - delivered to caregivers by trained community health workers, rural Lesotho.

Intervention ” Trial Design Endpoints
“early morning star”  Mphatlalatsane intervention Cluster randomized controlled trial
O 34 villages (clusters, )
HIV testing Child Attention Child Language
rates of children
s x, £ ) @
|| II ‘ ﬂ ﬁ ﬂ ﬂ ﬁ ﬁ Caregiver report Early Childhood Vigilance Task MacArthur Communicative
N=531 children N=509 children (ECvT) Development Inventory (CDI)
and caregivers and caregivers Mullen Scale Infant
- Caregivers with - Group session (5-6 caregivers) 8ﬁ\1/veekly sess'lons o Development
children age 1-5yrs . Hosted at local preschool center - 9" top up session 3 months T2 o p e -
. > - - Community health da Indervention : ‘ eabody Picture Vocabulary
- 2 age groups: 12-3C . pelivered by community health y = y baseline 8 Caokiy sassons post-intervention follow-ups { |
mos, 31-60 mos workers Hly—specmc: 9 top-up sersion
education, storybook, 12-month FU 98% both arms

song, film
HIV at baseline

® 2 Control | Intervention Effect (95% CI |
Q w Y ? Tested for HIV

Primary caregiver Child Child’s blological mother 3 months 115 (23'0) 153 (30'0) 1.56 (1'04 to 2'33) 0-029
ey Gl by iy 12months 207 (42-8) 313(61-4)  178(1-12102:81) 0013
16.3%HIV + 2.1% HIV + . . . . . . . . .
91% on ART 10711 on ART — Significant increase in children receiving HIV testing with
—While most mother’s HIV status known, only intervention at 3-and 12-month post-intervention follow-up

~ half of children’s status known at baseline



Determinants of HIV Testing for Young People 15-24 Years in Uganda
Kalibbala D et al. IAS Virtual July 2020 Abs. PEC0549

= Mixed methods study in 650 young persons (397 rural and 253 urban) 15-24 years from
Wakiso district Uganda (selected by stratified cluster random sampling).

= Questionnaires and in-depth interview (n=16) regarding HIV testing.
" 61% female; 47% 15-19 and 53% 20-24 yr; 80% <5km to nearest HIV testing site.

Factors Associated with HIV Testing
in Ugandan Youth

Characteristics o m—m  —Prevalence of “ever HIV test” 80.2%:; higher in females (83.6%) than

Prevalence Prevalence

ratio [95%CI] _ratio [95%CI] males (748%)

Sex

Ag;xiﬁ'e EmemTE 0N adjusted analysis, factors associated with testing in youth: female

i ——mmmomEmn sex, age >20 years, marriage, history of sex, peer-encouragement, and

) positive perception of youth-friendly health services.

e mewomma | —Interviews revealed 5 emergent themes related to HIV testing in youth:
Sittn LOHGSE1E5] 106 057L36) » Decisions on testing related to self-evaluation of risk

‘“;u')km ?77(0'59.1'0” Zm — * Fears of positive test deferred some from testing

e T —————— - Engagement with other health services facilitated testing for HIV

P.L“d T I TR  Barriers include fear injection, insufficient confidentiality, facilities not youth-friendly

services as Youth-friendly

No 1 1 * Mixed feeling on mobile testing, lack of privacy a concern

Lyes 1.13(0.99-1.28) 1.12(1.01-1.25) |




Negative Diagnostic PCR Results Among

Very Early Treated Infants in South Africa
Burke M et al. IAS Virtual July 2020 Abs. PEB0290

%

LEOPARD

= LEOPARD (Latency and Early neOnatal Provision of AntiRetroviral Drugs) enrolled 73
neonates with confirmed in utero infection in Johannesburg, where ART was initiated within
1st 14 days of life

= Of 61 infant remaining on study, 46 (75%) attained VL <50.

= 14/46 (30%) had a negative diagnostic PCR after ART start; in 10/14 (71%) last PCR
remained negative.

= Infants with suppression and negative PCR had higher CD4% pre-ART and higher cycle
threshold values on birth PCR; age at ART start, BW and pre-ART RNA were not associated
with PCR negativity (table).

Infant Characteristics and PCR Negative Tests C I . . . d b I h
‘l"hm Beenctuilatis (:::5') Evert’(fql:;\:’mm | Never(l’::a;;wive | vl —> InICIanS nee tO e a ert tO t e
e possibility of false negative PCR test in
>48 hours to 14 days 17 {37.0} 4(28.6) 13 (40.6} 2
Birth Weight {grams), 2,750 2,673 | 2,750 . . .
[Median (%) (2425-3,160) (2120-3,160) (2530 3265) 045 infants started on early ART to avoid
Pre-ART HIV RNA (copies/ml), 11,908 11,910 10,725

: i " 0.75
Median {IQR) (901 - 116,138) (901 - 31,445) (910 - 317,660)

confusion about infant HIV status
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antiretroviral therapy

Multi-Month ART Dispensing




6-Month ART Dispensing is Non-Inferior to SOC

for 24-Month Retention and Viral Suppression
IAS Virtual July 2020 Abs. OAELB0102

Cassidy T et al.

= Cluster randomized non-inferiority trial of 6-month MMD in Ubuntu ARV Clinics in

Khayelitsha South Africa.

= Enrolled 2,150 ART-experienced virally suppressed adults in Adherence Clubs (977
Intervention, 1173 SOC) (77% female, median time ART 7.3 yr, median age 42 years)
= First study visits Oct-Nov 2017, database closure Jan 2020

Standard of care ACs |Intervention ACs
(G-months refills )

Units of care Groups of 25-30 of 25-30
Frequency of AC 4 x 2-month + 1 x 4-month 2 x 8-month AC visits + one
, ) AC visits blood draw

visits/ART dispensing (5 per year including blood | (3 per year including blood

interval draw and clinical visit) draw and clinical visit)

Grace period 5-davs 5-days

Clinical visit frequency Annual Annual

Buddy ART refill collection Allowed every 2% visit | Not permitied |

Peer-based support Strong emphasis Strong emphasis

Patient self-management  Strong emphasis Strong emphasis

ART packing and Pre-packed by central Pre-packed at the ciinic
dispensing unit, delivered to  pharmacy with support from

dispensing the clinic pharmacy, research staff, dispensed at AC
dispensed at AC visit visit

Management of clinical Up-referral to clinic Up-referral to clinic clinicians -

complications clinicians - if unstable if unstable patient exits AC and
patient exits AC and returns  returns to routine clinic
to routine clinic appointments

annnintmante

Retention was high in both arms

Kaplan-Meier Survival Estimates

1.00

Retention by Study Arm

o 3 6 8

Number at risk

SoC 1173 1165 1156 1148 1140 1122 1114 1087 1071
G.month 977 969 966 952 851 930 926 904 886

2 15 18 21

months

2-month {(SoC) —-

- 6-month {intervention) |

Viral load completion
Non-inferior VL completion at 24-months

SoC VL
completion

[C! 85.6-92.1%)

Intervention VL
completion
94 5%

[C] 92.9-85.8%]

24-month retention

Intervention: 93.1%
(95% CI: 91.2-94.7%)

SoC: 94.0%
(95% C1:92.4-95.2%)

Viral load suppression
Nonv-inferior VL suppression at 24-months

Hazard ratio:
1.09 (95% 0.54-2.19)
SoC VL
suppression
97.5%
[C] 96.4-98.3%]

Intervention VL
suppression
96.3%

[Cl 94 8-

97 58%]




PMTCT Cascade
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S Declining HIV MTCT in Brazil 2010-2017
o Da Silveira LN et al. 1AS Virtual July 2020 Abs. OAC0704

= Using national electronic medical record system on ART and VL to identify number
of infected children <1 year old to estimate number children infected with HIV yearly.

= Number pregnant women with HIV identified from national register minus pregnancy
losses (estimated from data collected during national surveillance on NTD)

—Estimated 107,734 pregnant HIV+ women with live births over 7 years
—ldentified 4,765 HIV infected children, for overall transmission 4.4%.

Table 1: Number of infected-children, exposed children and mother to child transmission rate by
year of birth. Brazil, 2010-2018

2010 | 2011 | 2012 | 2013 | 2014 | 2015 | 2016 | 2017
Infected-children 684 651 607 602 556 517 507 361
Exposed 11.354| 11.503| 11.654| 11.807| 11.962| 12.119| 12.278| 12.454
MTCT rate 6,0%| 57%| 52%| 51%| 4,6%| 4,3%| 4,1%| 29%

|

J\

J

|

15% decline

I

38% decline
MTCT rate decreased 52% p-value<0.001



Q — PMTCT in National HIVV Care Centers in Columbia
Buitrago EM et al. IAS Virtual July 2020 Abs. OACO073

= VIHCOL group is nationwide network of HIV care centers in Columbia with
clinical data from 25,000 patients in 23 centers and 11 cities.

* Included 362 women with complete clinical record whose pregnancy was
diagnosed Jan 2014 or later and outcome of pregnancy known by Dec 2019

—26% known HIV status before pregnancy; 4% diagnosed in delivery/PP
— 1St VL in pregnancy was <1000 in 49%, 1 to 91% by delivery, with 72% <30.
—All received ART (48% LPV/r, 12% RAL, 5% NVP, 4% EFV, 25% other)
—353 live births; 97% formula fed.  Wisiherto child transmision o

Confirmed : 0 0
—No confirmed infant HIV infections In o MICT 281 | 77.7
. . ] . ndetermined (only one VL f
this network of HIV sites in Columbia over L L 15 RO
this 5-year period (official national MTCT u ;;f-;'.-;{a'e';i};'5;&;};;;‘j;;Ji}L“"""“"§’““: """

for country in 2018 was 2.1%) QU EE



MTCT at Age 12 Months in Khayelitsha South Africa 2017
Phelayane F et al. IAS Virtual July 2020 Abs. OAC0705

PROVINCIAL HEALTH DATA CENTRE: AFRICAN HEALTH

= Described uptake of PMTCT and outcomes in 2,576 HIV+
mothers attending ANC (HIV prevalence 31%) with live- s
born infants in 2017 using electronic medical records with bl .
unique patient ID and linked mother-infant pairs. :m““ "‘”'”“’m
s —

—88% knew HIV status at 1t ANC, 78% on ART.
—95% women diagnosed antepartum started ART,;

33% suppressed in the 85% tested.

—94% infants had 15t EID test by 10 wks Overall cohort 41/2576
« 80% tested at birth; if negative only 58% returned for No infant HIV outcome 249/2576 (9.7%)
test at 10 weeks _
—Overall 12-month MTCT only 1.6% (however, R 1.8%
10% of infant lacked 12-month HIV outcome). Dx before ANC 31/2273 1.4%
—Risk factors for infant infection Dx during ANC 6/263 2.3%
- Starting ART during pregnancy vs preconception Dx delivery/PP 4/40 10%

» First diagnosed with HIV at delivery or postpartum

« No antenatal suppression or no VL test antepartum



Factors Associated with Interruption HIV Care and Treatment in

s Pregnant and Postpartum Women in Kabeho Cohort, Rwanda
Nawar E et al. IAS Virtual July 2020 Abs. PDD0407

= Kabheo Study observational prospective cohort of 608 HIV+ pregnant /early PP women in
PMTCT program at 14 high volume facilities in Rwanda, enrolled 2013-14 and FU 2016-17.

= Most women who interrupted care eventually returned to care; evaluated factors associated
with missed visit in women who later returned to care.

Adjusted odds ratios (OR) and 95% confidence intervals (95% CI) —|Individual factors such as age education. marital
for interruptions' among women enrolled in the Kabeho Study. i ’ ’ :
e . . status, CD4 count, HIV disclosure status, travel time

1 ANC, PMTCT, and ART services offered all 5 days per week 0.54 0.32, 0.92 tO C||n!C, num_ber Ir_] house_h_OId were n—Ot Slgnlflcantly
Not cffaced all 5 dava Rafiiro associated with missed visit.
Sl 030 012078 _,Health facility factors had strong association with
R 25 | reduced care/tr_eatment mterrl_thl(_J_ns — |nclud|r_1g #
G Gt R days ANC available and availability of retention
4 Infant feeding counseling 020 0.15,0.26 support, peer counseling, infant feeding
| No infant feeding counseling Reference counseling.
! Interruptions are definad as missing at least 1 monthly visit followed by retuming to care —)These health System faCtorS may be EﬁeCtlve target

2 Retention support includes telephone reminders, transportation reimbursement/support, or default tracing

systems for interventions to improve retention.

NOTE: Individual characteristics were not associated with interruptions (results not shown)



Effect of Early Childhood Development Programs in

Very Early Treated Infants in South Africa
Strehlau R et al. IAS Virtual July 2020 Abs. PEB0327

"3y

LEOPARD

= LEOPARD (Latency and Early neOnatal Provision of AntiRetroviral Drugs) enrolled 73
neonates with confirmed in utero infection with ART was initiated within 15t 14 days of life.

= 36 infants were also enrolled in an early childhood stimulation trial: 12-month program to
stimulate infant development, while 36 received standard of care; at 12 mos Bayley
assessment conducted on 28 intervention and 24 control children.

Toer oew — Composite scores for cognitive
H 0 m e Stl m u I atl 0 N Pro g ram :\Sg;)al time of BSID-IIl assessment (days), mean e ir _— !
+  The home stimulation programme was initiated within the first month of life. ' A ' Iang Uage and mOtOF SU bSC&leS ere
« At birth, infants enrolled in the |G were provided a standardised set of age- Cognitive subscale Ll
appropriate, developmentally stimulating toys. Additional items were riw"” e SR o e Wlthln teSt ave rage (100) range fOI‘ al I .
provided every three months through the first year of life (Table 1). Composite Score, mean (SD) 105 (12.84) 103 (9) 0.5252 I

Language Subscale

+ The child's caregiver received an information card which was created in a | Receptive Communication, Scaled Score, mean 10.96 (2.35) 9 (4) 0.0331 | _)The |nte rve n'“on g rou p had trend to

South African seftting as part of a developmental activity programme for use D)

in children receiving outpatient care for cardiac disorders. (E;Dp:essm Communication, Scaled Score, mean 10.75 (2.08) 10 (2) 0.1931 h Ig her COm pOSIte SCOreS |n a” 3
+ The information card included illustrations and information explaining what a g S acal e el S5 Sos 24 70 360 47 o404
child is expected to do at certain ages in terms of physical, cognitive, ADFIAGE SUBIORA. L INIFORES RN N (65 ARt (7 ‘ Ianguage SUbSCaleS
language and socio-emotional development. Motor Subscale
+ Additienal information included on the caregiver information card included zfoes:ﬂ;t:;rscsa::i:;‘::r'em:’er;fg?)) ;02': g'?g; :g :z; g'?g: Lan ua e rece tlve Com mu n|cat|0n
information on how to stimulate the child, as well as warning signs which Mokir Silbaiala. Compaalis Seors, maa (SD) 99.46 (9.24) 99 (11) 0.6705 —> g g p

may indicate developmental delay.

* Anew information card was provided three monthly according to the age of . \We found 12-month old infants infected with HIV and having started ART within the score Slgnlflcant greater In
the child.

first week of life to achieve good scores when assessed using the Bayley Scales of 1 1 1 1 1
+ The information contained in the caregiver information card was explained t Infant and Toddler Development (3™ Ed.). Interventlon group1 Whlle 1 Chlld In
the caregiver. Ideas on child play and stimulation using the toys provided

were also discussed. = However, in conjunction with having started ART at a very early age, at 12-months, Observation group had developmental

infants having participated in a year-long, home-based developmental
stimulation programme achieved higher scores on the cognitive, language and d@lay on |ang uage Su bscale.

motor assessment subscales.
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Risk Factors for Hepatotoxicity in Pregnant and Postpartum
Juonser HIV+ Women Receiving INH Prophylaxis

Gupta A et al. IAS Virtual July 2020 Abs. OAB0505

= P1078: IPT immediate start >1st T pregnancy vs deferral to 12 wk
PP in HIV+ women on ART (85% EFV, 12% NVP), LFT 1 mo —
risk hepatic toxicity (Gr >3 LFT or >2 ALT/bili or ALT/sx) In 945 with >1 LFT.

—6% had >1 hepatotoxicity event, similar by arm b ]
+ Incidence 48 wk: 5.8/100 PY immediate, 6.7/100 PY deferred - II am——

—ALT increase PP and peaks at 12 wk PP both arms
 Toxicity: 8% AP, 8% within 1 wk PP, 84% >1 wk PP

Factors Associated with Hepatic Toxicity
Type ART/timing, CTx use PP, CYP2B6 slow genotype

EEEINEINEEEEEEEE . CD4, HIV RNA, age, BMI, NAT2 genotype, HBSAG

i g o == . . . . . T
e e | o iy |25 || BT o positivity & duration/timing of ART not significant.
mimeemamar. wnmmas on - wmazm 0w —Critical to monitor for hepatic toxicity PP when most
e i = weme e | €VENLS occur; consider ARV regimen and CTX use.

Fast 0.37 (0.16, 0.84)

CYP28B6 Genotype (ref: slow)
¢ Intermediate 0.44 (0.23, 0.82) 0.017



Pediatric TB Clinical Cascade in HIV+ Children on ART, 16 Countrles
U Patel MR et al. 1AS Virtual July 2020 Abs. OAB0504 prerear

= Evaluated TB cascade among CLHIV age <15 years in 16 African countries Apr-Sept 2019
Median TB Cascade Indices in CLHIV on ARV Stratified by Pediatric TB incidence, CLHIV Burden and Region

_ Complete
Positive screen Screening TB Treatment TB Prophylaxis TB Prophylaxis

All countries ' All countries '
High TB incidence ‘ High TB incidence ‘
Low TB incidence ‘ Low TB incidence ‘

All countries

High TB incidence

Low TB incidence

High CLHIV . High CLHIV High CLHIV .
Low CLHIV Low CLHIV Low CLHIV ‘
Eastern Eastern Eastern ‘,
Southern Southern Southern ‘
Western/Central Western/Central ‘ Western/Central ‘
0% 20% 40% 60% 80% 100% 0% 20% - 0% 20% 40% 60% 80% 100%
positivity was lower than expected given CLHIV low, regardless of region, number CLHIV or TB incidence
— TB diagnosis was unclear among CLHIV on number CLHIV or TB — TPT completion was high in Eastern but low in
ART because data are not age disaggregated incidence Southern and Western Africa
W Prouunmcm Health care’, \ Admenca‘ TPT
How to o Children and adolescents need to be ,' w., S e m:’,m ey | Sisagic )
A d d o O, specifically considered and included appropriate mentorship wwoﬂ ;
ress 2&@ in national, subnational, and clinic-level ‘ """""’“ g sas |
the Gaps

-l By ‘@“



Biomarkers of Infant Adherence to INH Prophylaxis Sey

In a TB Prevention Trial in Kenya P'.‘ ‘
LaCourse S et al. IAS Virtual July 2020 Abs. OAB0704 <

: : H | low- ine INH ick - ifi k ho~
Infant Tuberculosis Prevention Study (iTIPS) Development of tow-cost urine INH dipstick - modified Askansas MeRhOT, i, sy i casgin il
" . — . ey . ._ . . Sl ' ¢ Spiits INH metabolites (isonicotinic acid) > glutaconaidehyde derivative
Non-blinded RCT of INH efficacy for Mtb infection primary prophylaxis g 7 M S e
No INH - . . — S -
Primary outcome: Mtb infection Sarbituric acid _—_] D
INH 7.0 vs. No INH 13.4 per 100 PY Color Change with INH metabolite
INH HR 0.53 (95%(:' 0_24_1.14) p=0_11 21 = ] T ‘1 detection within 30 hours Of lnges“on
HEU infants Mtb Infectlon
rivexposire Enroliment 10wk 3mo émo 9mo 12mo ~14 mo CHrae :J u
6wk n
LaCourse et al, CID 2020 M"‘ et

= Standardized adherence questionnaire at FU
= Urine collected each visit to test for INH metabolite using new INH dipstick

INH Dipstick Result by Caregiver-Reported Adherence
* Maternal education and viral suppression associated with infant adherence

INH present INH not present Only ~¥50% of infants with caregiver-reported
Suggests maternal understanding of medication rationale and success in their own medication
use predicts infant adherence
H m « Biomarker monitoring may be useful to evaluate and motivate infant
medication adherence

m Color change No color change adherence had a positive urine INH test
OPTIMAL* SUBOPTIMAL <24 HOURS >24 HOURS

* Urine biomarker assessment suggests over-reported infant INH adherence

% OF PARTICIPANTS

Low cost real-time objective measure aid in counseling
OVERALL USE TIMING OF LAST INH DOSE MISSED DOSES IN PAST 3 DAYS

Caregiver reported measure of adherence
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HIV Incidence in Adolescent Girls and Young Women Aged 15-24 Years
Subnational Levels, Sub-Saharan Africa, 2019 —
Critical Need For Effective Prevention Interventions

New HIV infection rates vary across and between
regions.

In sub-Saharan Africa, incidence of HIV among
AGYW (aged 15-24 years) is generally highest in
southern Africa, but subnational data show districts
cross the region with very high rates of HIV
Infection.

The high incidence of HIV among AGYW across
Africa points toward the critical need to improve
prevention interventions for this group.




National Uganda Survey of In- and Out-of-School AGYW

HIV, Syphilis and Sexual Risk Behavior Prevalence
Matovu JKB et al. IAS Virtual July 2020 Abs. PDC0403

= Survey of 8,236 in- and out-of-school AGYW age 10-24
years in 20 selected districts in Uganda; 50.3% in-school. =~ = ="
Weighted HIV/Syphilis Prevalence Sexual Risk-Taking Behavior I s IO
N=8,236; 50.3% in-school 80
;;3
School sltatus . gg,, 50 _— 413.
IOut—of-school %.g %g 4:097 (49.7)| 540 3
5 30 ‘21 5 %
Age-group % 20 11%
10-14 0.3 0.7 1,297 (15.8) 10 II I | 9-7'L 6.6 0
I.I.il& 0.8 11 Mﬂl}l . me
20-24 24 2.0 3,295 (40.0 ’ Ever had  Had first Had 2+ Useda  Ever had a Had a STl in
sex sexator some thln;, sexual condom at STl past 12
Overall weighted sero- 1.0 1.2 before age to prevent par l sin lastsex ~ mon ths
prevalence 15 pregnar cy p‘rl 12

Hstl me months

Il In schoo| ||l Out-of-School | ® Total

—Findings suggest need for 1) keeping girls in school and b) to develop
specific prevention interventions to target out-of-school girls



DREAMS and HIV Incidence in Young Women Sex Workers, Zimbabwe
Chabata ST et al. IAS Virtual July 2020 Abs. OAC0102

. DREAMS

Zimbabwe = Evaluation of DREAMS project in Zimbabwe, targeted at YWSS age 18-24 yr.

= Evaluation of DREAMS+PreP among most vulnerable
A i the siers ptorm o corors ot viss | m- Non-randomized design recruited 1204 in 2 intervention and 1227 in 4
sites [Partner: LSTM with CeSHHAR] . . .
comparison sites; 24 mo FUJ.

HIV Incidence in Young Sex Workers HIV-Negative at Enroliment

Implementation of DREAMS Core ) Number of Age-adjusted rate ratio  Fully adjusted rate ratio
L Ihcklgla - i:;::;::::;hanxcs in Behaviours and Experiences (secondary seroconversions/person- Rate per 100 (95%cl) (95%C1)’
y six implementing partners s of follow-up person-years peval o
Strengthening HIV prevention & clinical ::;;;I::nldo.uw;-. to clinical & comprehensive services for FSW, Non-DREAMS (N=479) 48/907.62 5.29 10 10
services e 4
= *  Knowledge of HIV status 0.59 (0.38-0.93) 0.74 (0.43-1.29)
L i Usehnd cirrert v GFPrEh DREAMS (N=538) 31/988,14 3.14 " v
ontraceptive mix d ) . o p=0.022 p=0.287
Condom promo tion & distribution *  Abllity to negotiate condom use and reduced condom-less sex
An offer of oral PrEP i3 A bk e *Adjusted f highest education level, marital status, self-identificati femal ker, STI
*  Increased coverage of STI treatment justed 1or age, nighest education level, marital status, selr-laenttication as remale sex worker,

Community mobilisation

symptoms, number sex partners last month, baseline HIV prevalence

Improved coverage of soclal protection services, leading to:
*  Reduced food Insacurity

Social & Economic Protection Services
Educational subsidies & cash transfers
Part-time continuing education
Job preparation training/apprenticeship
Internal savings and loans

Changing environment regarding GBV and a strengthened network

L Ny st —While HIV incidence was lower in DREAMS sites,
' ' - d' on adjustment no longer statistically significant.
oy S et : mw —YSSW used clinical services more over time —
sssssss but few accessed non-clinical DREAMS services.

= Baseline HIV prevalence: 19.5% DREAMS, 26.3% non- —Most SW in DREAMS sites offered PrEP and ~1/3
DREAMS sites; yearly HIV testing in those HIV-negative self-reported initiation but retention suboptimal and

" % with 24-mo FU: 56% DREAMS (n=538), 53% non- HIV incidence similar those who never started PrEP.
DREAMS (n=479)

= Differences in demographics between sites adjusted for _’S“”_ nee_d _approac.hes FO strengthen use integrated
in analysis. social/clinical services in YWSW.




Lack of Impact of DREAMS on HSV-2 Acquisition Among
AGYW in Rural KwaZulu Natal South Africa

Mthiyane N et al. IAS Virtual July 2020 Abs.OAC0104

= Africa Health Research Institute (AHRI) enrolled cohort of 2184 adolescent girls
agel3-22 years rural South Africa; 78% (1,702) completed 2-year FU.

Baseline Characteristics
Currently in school

History of food insecurty
Ever migrated since age 13
Ever been pregnant

a 10 0 30 40 50 60 70 80

Annual:
« Face-to-face interview and self-filled questionnaire ~ * AGYW considered DREAMS beneficiaries if reported either:

QSocio-demographics 1. Receiving an invitation to participate in a DREAMS activity

2. Participating in services provided by local DREAMS implementing
organizations in the past 12 months

QdGeneral health

UAwareness and uptake of DREAMS interventions
* HSV-2 incidence: Calculated for AGYW with a first negative test
plus 21 follow-up test

dSexual behaviour

Dried blood spot for HSV-2 testing

Very High HSV-2 Prevalence
Base- (2017) and End-Line (2019)

High Incidence HSV-2 Overall

m Percentage (%) of AGYW

Non-Significant | HSV-2 Incidence
in DREAMS Recipients Age 18-22 Yr

Number with Person time (years) Incidence/100
o JAN:Z ldsectiont Pefson-g’m 195% Adjusted RR of HSV-2 DREAMS vs non-DREAMS
Overall (N=1397) 241 1652 15.4 (13.6-17.5) | All AGYW
%40 T I |
8 w2017 Non-DREAMS 109 648 16.8 (13.9 - 20.3)
@ : 12019 | beneficiary (N=590)
g — I 13-17 years -
@ 20 odlh DREAMS 132 914 14.4 (12.2-17.1)
e - beneficiary (N=807)
18-22 years -
0 . 0.5 1.0 1.5 2.0 25
All AGYW (N=2078) 13-17 (N=1112) 18-22 (N=966) A i




Swtdy No Effect of Cash Transfer Added to Combination Prevention

Intervention to AGYW to Reduce Sexual Risk Behavior, Tanzania
Materu J. IAS Virtual July 2020 Abs. LBPEC18

= As part of DREAMS in Tanzania, Sauti project instituted core package of services:
— Biomedical — VCT/condom, TB/STI screen/rx, screen and referral for GBV, alcohol, drug abuse
— Behavioral — peer-led sessions addressing HIV risk, gender, reproductive health
— Structural — economic empowerment community banking, health and parenting ed

= Cluster RCT, communities with >110 AGYW age 15-23 yr out of school randomized to

unconditional cash transfer (quarterly mobile money transfer US $31 for 18 mos) or not, all
In combination with Sauti interventions; primary endpoint HSV-2 seroconversion status.

Baseline

555 (37.5%) © 773 (50.1%)
927 (62.6%) - 771 (49.9%)

3.1% 4.0%

32.8% 31.2%
S S Lo e e o b e RS ROAE
“ - v v SRR R RRS

e L Ty
rted transactional sex (6 months) 28.9% 31.8%
Of sexually active: reported sex work (6 months) 16.7% 17.1%
Of sexually active: reported intergenerational sex (6 months) 11.9% 13.0%

No significant baseline differences
between study arms

— No overall effect cash transfer on HSV-2 conversion (RR
adjusted for matching pairs: RR 1.0 (95% CI 0.8-1.3 p=0.98)

RR HSV-2 Conversion to + by Community Stratum _| However. when stratified by

R/ ANEMIIGD Control Group : CrudeRR t iAd]usted RR #

: Group :
High HIV risk, urban ; 1.84 1.46

9.4% 5.2
stratum : = B % (1.01-3.35) - (0.71-2.98)
High HIV risk, rural : ' 1.77 1.69
stratum . it ' iy (1.05-2.97) : (0.90-3.17)
Low HIV risk, rural 0.53 0.47
: 9.4% : 7.8%
stratum : e : RS (0.34-0.83) | (0.30-0.74)

*Adjusted for age, matching pairs baseline HSV-2

community HIV risk and
setting, cash transfer
appeared that | may be
effective in rural
communities with low HIV
risk



Effect Economic Support/Community Dialogue

on Adolescent Sexual Behavior, Zambia
Hegdahl HK et al. IAS Virtual July 2020 Abs.OAC0103

Cluster randomized trial in 12 districts to evaluate effectiveness of economic

support +- community intervention on sexual behavior, knowledge and norms in
girls in grade 7 in schools, intervention 2 yrs, with FU 4 yrs

Control group
31 schools

999 girls

Economic support
63 schools
2004 girls

Combined support
63 schools
1919 girls

= Unconditional cash = Plus community
transfer g mo to girls,  meeting parents 6x
annual to parents, pay Yr; youth clubs q 2
school fees gr 8-9 wks, focus SRH

Currently using modern
contraceptive methods

Good knowledge of modern
contraceptive methods

Combined vs Control

1.00 (0.81-1.24)

1,16 (0.95-1.43)

RR (95% C1)

Economic vs Control Combined vs Economic

1.03 (0.82-1.30) 098 (0.80-1.21)

099 (0.80-1.23) 117 (1.00-1.36)

ISexuaIIy active last 4 weeks

0.60 (0.47-0.78)

0.71 (0.54-0.94) I 0.85 (0.65-1.11)

Data collection Mean age 13.6 years (SD 1.39)

* Baseline survey 9% had ever had boyfriend
* Biannual follow-up interviews

* Face-to-face and ACASI

* Trained, local research assistants Most had some knowledge of SRH

2% had ever used contraceptives

Low levels of pregnancy and marriage

= No effect on contraceptive use.

= However, significant effect of economic
support +- community intervention on
deceasing self-reported sexual behavior.



Effectiveness of Sista2Sista Program on Improving
Sexual/Reproductive Health Outcomes AGYW Zimbabwe

Hanisch D et al. IAS Virtual July 2020 Abs. OADLB0104

= Structured peer group behavioral intervention aimed at improving
health outcomes among vulnerable in- and out-of-school AGWY.

= Led by female mentors and organized by age 10-14; 15-19; 20-24 yrs.
= Programs led by 130 mentors run groups in 23 districts in Zimbabwe.

= Analyzed program data for 91,612 AGYW age 10-24 yrs who were enrolled btn 2013-2019 to
evaluate program exposure and HIV testing, marriage, school attendance, FP, and sexual abuse;
mean age 15 yr, 81% in school, attrition rate <0.5%, with 64% attending at least 75% sessions.

= FU 4,612 graduates 1 year after graduation to assess sustainability.

—Sista2Sista was an effective behavioral intervention to improve HIV and other SRH outcomes, with
better outcomes at higher thresholds of program completion:

— >75% sessions associated with increased odds HIV testing uptake & decreased odds school drop-out/child
marriage; >85%, also more likely to return to school; and 100%, also more likely to use FP and report sexual abuse.

—Augmenting group exercises with individual sessions increased likelihood program completion.

—Qutcomes related to school attendance and use FP were sustainable up to 1-year post-intervention.



Sustainabillity of HIV Care Cascade in Adolescents and

Young Adults with HIV Transitioning to Adult HIV Care
Antonio MB et al. 1AS Virtual July 2020 Abs. PEB0339

= Retrospective cohort of 108 HIV+ youth referred from pediatric to adult HIV care clinics in
Sao Paulo Brazil between Jan 2001 and Dec 2019; evaluated linkage, retention and
suppression at 1, 2 and 5 years in all youth with >1 visit in adult care.

= Median age at transition to adult care was 19 years.

Linkage, Retention, ART Dispensation and Viral Suppression
In HIV+ Adolescent and Young Adults After Admission to Adult Care

lSI yr . 2nd yr . 5'[h yr p<0001

4-—";\

1o |
‘ _ : i 0.00
4 J
» "*';nl

Linked to care Retained in care  ART Dispensed Viral Suppression

—OQverall, linkage (defined as record of >1 VL
measurement), retention (defined as record of >2 VL
thereafter) and ART use were below desirable levels
and percent with undetectable VL was very low (18%)
in the 15! year after admission to adult care.

—In the 2"d and 5™ years after transition, although the
linkage, retention and ART use did not change
significantly, the % with undetectable VL increased
significantly.

—However only 58% had undetectable VL in the 5t
year after admission to adult care.



Rates of Cervical Lesions by Age and Prior Screening Status

9%,,%” Go Further Partnership
R Watts DH et al. IAS Virtual July 2020 Abs. OAB07045

= 8 countries funded for bi-annual cervical cancer screening with visual inspection with
acetic acid (VIA) for HIV+ women >25 yr; data collection includes age; type screen
(15, rescreen, FU treatment); VIA findings; and treatment

— Through Sept 2019, 568,311 screenings — Women with prior treatment for cervical abnl — Rate suspected cancer increased with
+ 489,810 was 15t screening have high rates suspected cancer at FU test age bl_Jt Seen in every age group,
73,499 was for repeat screening despite prior treatment including youngest 15-19 years
¢ 51052 was FU after treatment for abnl Rate of Pre-cancer and Suspected Cancer (ICC) by Screening Percentage with pre-invasive or suspected
Tvpe 9 0, ocancsr by oage 0 0, 0
Screening Results 18.0% 8,0%5'4A) 6.9% 7.4% 6.9% 7% 6.6% 53% 4.3%
oo 91.9% 12,0% 11,9% 7,0%
500000 10,0% 6,0%
8,0% 7.1% 5,0%
400000 i 6,5% 6,2% i o8k
6,0%
300000 3,0%
4,0%
200000 2.0% 1,6% 1,5% 2,0%
100000 6.5% 0,0% L - - I I I I I I I
1.6% First Screen Rescreen I F/U after treatment I 0:0%

15-1920-2425-2930-3435-3940-4445-49 50+
Negative Pre-cancer Suspected cancer Pre-cancer @ Suspected ICC Presiivasive | W SuspeciEd Can

—Women treated for precancer lesions high risk recurrence & should have repeat evaluation sooner than 12 mos
—Pre-invasive lesions seen in >5% all HIV+ women; screening earlier in HIV+ women: onset sex or age 18

—Rates of treatment were <80% target, need to increase availability cryotherapy or thermal ablation + Loop
Electrosurgical Excision Procedure (LEEP)



PreP Effectiveness
and Use by Adolescents
and Pregnhant Women




Patterns of PrEP Use Iin >40,000 Clients in Sub-Saharan Africa

LT
o0

jhpiego

R— Mutegi J et al. IAS Virtual July 2020 Abs. OAEQ0704
= Evaluated patterns of PrEP use Iin three Jhpiego projects in 3 countries.
12,096 Stopped PrEP and Later Restarted

e Yy ... : ~‘ él f x~§
Jilinde Project y Sauti Project % TSEPO Project
1 Feb 2017 to 3 N y May 2018 to ,1 Apr 2017 to
o 0 8 o ‘
Nov 2019 i | Nov2019 & = May 2013

Cyclical nature of use Time elapsed off of/without
47,593 initiated in PrEP Jhpiego-supported programs in Kenya, Tanzania and Lesotho 8003 (66.1%) with 1 PrEP before first RESTART

RESTART/2 use cycles 2496 (20.6%) = < 30 days
26,261 (55.2%) 9,236 (19.4%) 12,096 (25.4%) 2400 (19.8%) with 2 3300 (27.3%) = 30-60 days
never returned for any returned at least once, were delayed in returning RESEAR{s/3 use cycies 2048 (16.9%) = 61-90 days

follow-on prescriptions always on time at least once 1693 (14.0%) with 3+ 2089 (17.3%) = 91-180
(>=1 REFILL(s)) (>=1 RESTART(s)) RESTARTs/4+ use cycles 2054 (17.0%) = 181+ days

* With each increase in cycle number, clients were less likely to stay off PrEP for an extra month — Wh”e pt frequenﬂy StOp PrEP many restart at a
between cycles in all three programs, after adjustment* .
later date, and cycling use on and off common

* Independent predictors of using PrEP a greater number of cycles, after adjustment®, included:

— Age (older), sex (female) and risk group (MSM, FSW, serodiscordant relationship vs, general — Providers should antici p ate ep iIsodic use

prpsiation] - Jllinde (rerye) and messages should more clearly address
— Sex (female) - Sauti (Tanzania) - .
— Age (older), martial status (married) and risk group (MSM, FSW vs. general population) - StOP and restart of PrEP and facilitate rapld,
TSEPO (Lesotho) easy re-entry particularly for younger pt

* number of use cycles, lime observed, age, sex, marital status, risk group, district/county, prior PrtP use, ST1 diagnosis

with known risk factors



,e0e, INterim Results SEARCH: Population-Based PrEP Study |-

SEARCH in Rural Kenya/Uganda - Reduction HIV Incidence
Koss C et al. IAS Virtual July 2020 Abs. OAC0805

= SEARCH: 16 communities,
— Universal access PrEP for persons at elevated HIV risk (serodifferent, risk score or self-identified);

— Rapid or same-day start at health fairs or nearby clinics, ongoing basis 2016-2019;
— Flexible delivery system with FU visit clinic, home, community
— HIV antibody testing enrollment and 4, 12 and gq12 weeks to week 144

= 74,541 >15 yr tested negative in 16 communities — 15,632 (21%) assessed to be at
elevated risk — 5,447 (35%) started PrEP — 4,260 (78%) had at least 1 HIV test

werogram engagement — — Al Week 4, 2/3 PrEP initiators seen

i e By Week 24, 30% still on PrEP then stable

0% o selfreportedacherence . 8300 stopped PrEP at least once but
half later restarted.

:k H m I IH I I ©  —Of those reporting current HIV risk,
H at least 90% got PrEP refill and 70%

| reported adherence.

Program engagement, refill, adherence

60% 2N

% of PrEP initiators

4
Visit week



Interim Results SEARCH: Population-Based PrEP Study |

22 22 e el
SEARCH In Rural Kenya/Uganda — Reduction HIV Incidence L‘
Koss C et al. IAS Virtual July 2020 Abs. OAC0805
HIV Incidence Stratified by Sex : . i
—25 seroconversions, higher in women than men
—18 (72%) reported PrEP non-adherence for >30 d
3 I before
-l —7 reported taking at least 1 dose PrEP within 30 d: 4
seroconversions 25 7 E reported intermittent adherence last 3 mos; 2

Incidence Rate/
100 PY (95% CI)

0.35(0.22-0.49) 0.46 (0.24-0.68) 0.23 (0.22-0.41)

Expected HIV Incidence Stratified by Sex
Expected Jll Observed

N N

HIV Incidence (per 100 person-years)

0.00
Incidence
Rate Ratio
(95% CI)

25

00 0.92
0.75
0.50

1.52

0.32

Overall

0.26 (0.09-0.75) 0.24 (0.07-0.79)

p=0.01

0.40 0.40
0.24

Women Men

0.60 (0.12-3.05)

seroconverted at week 4 (acute infection enrollment?);
1 had virus with 2-drug class resistance (NNRTI, M184V)

—Estimated incidence in 8 communities with propensity
score recent historical controls

—74% reduction in incidence with PrEP compared to
expected rate in matched recent controls

* 76% reduction in incidence among women
* 40% reduction in incidence among men



Incorporating PrEP into SOC Prevention in Clinical Trial is
Associated with Reduced HIV Incidence — ECHO Trial

Donnell D et al. IAS Virtual July 2020 Abs.OAC0105

= ECHO was RCT comparing HIV incidence in 7,829 women randomized to IM
DMPA, copper IUD or levonorgesterol implant, conducted Dec 2015-Oct 2018.

HIV Prevention Provided as Part of Study Objective: Evaluate impact PrEP access on HIV incidence in S Africa sites
« At each 3 month visit, participants received a comprehensive package of HIV by when on-site PrEP access began — Comparing overall HIV incidence
prevention, including HIV testing and risk reduction counselling, condoms, . .
partner and participant STl testing and management, and referrals for pre- BEFORE and AFTER PrEP access In women on StUdy at that tlme'
exposure prophylaxis (PreP), as it became a part of national standard of = Qverall HIV incidence in ECHO women in South Africa was 4.5%
prevention,
. 0
* All South African sites implemented on-site provision of PrEP between March - 2’043 _W_O_men had FU after PrEP a_CC_eSS beg_an’ Of thes_e’ 25/0
and June 2018 (last year of the study) (543) initiated PrEP (had characteristics of higher HIV risk)
Two approaches to limit confounding of PrEP Access and HIV Incidence South Afric
PrEP access and calendar time: Infection/ | Incidence | IRR (95% Cl) Adjusted* IRR
L Person rate (95% Cli)
ezt m o Study visit method: Years
§ . .. - Before P 133/2860 4.65%
g include only study visits Uy st e 12;555 > 1ey 045(025,081) 0.0076 |0.45(0.25,0.82) 0.0085

with on-site PrEP access

.’“ ’;h ‘:"E‘;’C / ;:Zn;:rmd _t rE ccss :i;jz zgz;: 0.45(0.23,0.86) 0.016 Io.43 (0.22,0.84) 0.014
Calendar time method Bl oferedo *adjusted for age, new partner since last visit, unprotected sex and partner has other partners
» Calendar time method: — ~ 25% of women started PrEP at South African sites when offered on-site.
...l include study visits within — Overall HIV incidence decreased by ~ 50% after on-site PrEP access
6 mos before on-site PrEP Implemented, despite no change in HIV risk profile before and after,

access and with findings robust using either analysis method.



Uptake Of PrEP in Adolescent Girls/Young Women
iIn PEPFAR-Supported Countries
Patel P et al. 1AS Virtual July 2020 Abs. OAC0803
= PrEP is main DREAMS prevention component, implemented in 15 countries.
PreP Uptake in 24 PEPFAR Countries, 2017-2019

. DREAMS

—0Of 168,000 PrEP initiations in

m— Female 107429 women, 51% were in AGYW, with
e 2.5-fold 1 from FY 2018 to 2019.
iea0c —Uptake in AGYW similar to that of

2024 % key populations (30% each in 2019)
¥

-y \ - o —Of AGYW, women 20-24 represent

higher proportion of those starting
PrEP than adolescent girls 15-19.

—0f 129,280 PrEP starts in AGYW,
99% were in DREAMS countries.

—Despite COVID, DREAMS countries

have newly started 43,197 AGYW
on PrEP in FY 2020.




Uptake Of PrEP in Adolescent Girls/Young Women

.. DREAMS In PEPFAR-Supported Countries
Patel P et al. IAS Virtual July 2020 Abs. OAC0803
HIV screening and risk assessment Determine PrEP eligibility, Initiate PrEP with
in safe spaces, family planning, - «  counsel on adherence and . combination prevelion
youth friendly service delivery sites assess abllity to take daily

e oral PeEP, share ECs uf;{j »u‘
DREAMS i * ‘

PrepP
Program

Ensure comprehensive HIV Monitoring, continuation support Follow-up
prevention programming is

recelved to mitigate risk and Support groups/clubs
empower AGYW e > -
Social media
1) Social asset bullding
2)  Economic strengthening Mentorship

3)  Vickence prevention Indicators

4) Keep in school . For adolescents, recommend
Q ‘&‘ monthly follow-up D

DREAMS Use SMS for reminders

PrEP champions 1:month then every 3 months

Overall: 1066076
AGYW: 497,835 (47%)

= PEPFAR plans substantial increase in
PrEP targets in FY 2021, to starting >1
million persons on PreP, 47% of whom
are targeted to be AGYW




Tu’Washindi Intervention to Increase PrEP Use in AGYW at Risk of IPV

Pilot Study Results, Kenya
Roberts S et al. 1AS Virtual July 2020 Abs. OADLB103

= Nested in DREAMS in Kenya: 3 components over 6 months i | oomps. | Medesaeoocions  detimen
Pilot Cluster Randomized Trial = 103 HIV-negative, median age 22 yr :«:m:“ e :
S5 S N=103 589 married o I~ et B
N=49 | . . N=ba " 48% ever PrEP use; 34% currently on PrEP oncus o [
terverion [l 331 DREAMS = 62% any IPV; 46% last 3 months (s Do’
il = Balanced between arms L o _
it —IPV non-significantly lower in intervention

rural, fishing), size, and % on PrEP et Somras
Any reportable IPV IPV resulting in physical injury

= 97% retention at exit, similar between arms (8o e e
0 38 a B s R
1 5

100% attended >1 support club

Adjusted rate ratio*: 0.20

= |ntervention: ~ _ ) 5 6 A T : 95% CI: 0,04 - 1.02
- 90% attended Buddy Day, 80% with partners : : z p=0.37 5 & 3 p=0.05
- 31% partner attend community sensitization Total 1 18 L O [ 3
PreP Uptake Higher fven
» Among 67 Not On Prep Tu'Washindi is safe, feasible, and shows promise in promoting PrEP
. [ — PrEP uptake higher intervention i e e o
N — But PrEP adherence poor, with only 3 el Bl S St
pt having Wisepill opening on >85% d
5 10 . . . Next steps: Acceptability and feasibility results forthcoming
. m — However, #d with opening was better in
0

Intervention Control | nte rve nt' 0 n y 2 5% VS 13% y p = 0 . O 2 Future plans; Evaluate intervention effects on IPV and biomarkers of PrEP

33 34 use with fully-powered RCT




Oral PrEP and Family Planning Integration to Improve PrEP

Continuation Among AGYW in Kenya
Were D et al. IAS Virtual July 2020 Abs. OAE0705

THE JILINDE PROJECT ) Powr

*  Demand creation for PrEP and FP

* 5 year project to develop an

* Implemented in 10 out of 47

* PrEP provided to AGYW In one

was conducted by peer g
» ’ ~ © » =

aeducators (PEs) and community L‘m-—- Lo
health volunteers (CHVs) at the mation .
community

* PEs and CHVs refer AGYW who AGYW DICES
express interest to the diverse N
service delivery points for uptake (2)
and foliow-up monitoring

effective model for scaling up oral
PrEP In low resource settings

Public Health Facilities Private Haalth Facilities Community Safe spaces

(o)
" -

counties In Kenya

County (Migori) through: FrE® and 77 ate LR ané e
Integrated in thewe B ./ .
rand atOne cinics
that provide MWV ang
susual weuf

*  PrEP and FP services are
integrated and offered
concomitantly by the same
provider

9 public health facilities

2 private health facilities
2 drop in centers (DICEs)
5 community safe spaces

seproduction et 5w
arvicws ta AGYW T
b5

* Follow-up visits are synchronized

Factors Associated with PrEP Discontinuation at 1 Month

Discontinued at Month 1

(n=1732/3238; 5
766/1433 {53.5%)

Age 15-19 Years

1.00{0.87-1.15)

— May 2017-Mar 2020, 3,238
AGYW started PrEP

—46.6% returned at 1 mo
— 13.8% returned at 3 mos

Factors Associated with PrEP Discontinuation at 3 Months

O.R. (a5% C.| -

Discontinued at Month 3
n=2496/2900; 86.2%
1119/1306 (85.7%)

m

15-19 Years

0.93(0.75-1.15)

20-24 Yoars 966/ 1805 {53.5%) Ref 3 o A
Marital Status Single/Never Marrled 117472233 (52.6%) 0.89(0.76-1.03) 0.120
BN i S rba 138 56 Ret Marital Status Smgle/Never Mame'd 1672/1980 (84.4%: 0,61(0.48-0;‘8’) <0.001 I Less Ilkely
Entry Channel | Peer Network 697/1492 (45.7% 0.60{0.52-0.69 <0.001 . I_MMLMM_EW
— ’ﬂ"’"’ - msjms:% 3‘:: - n»r) | Less likely — entry channel Peer Networks 1180/1401 (84.2%)  0.73(0.59-0.90) 0.003 | dc
; - ; Non_Peer 1315/1490 (88 0%) Ret
. Do ond oty o haih e oot od nd oo | de Facility T DICE and Private 467/746 (62.6%) 010(0.080.13) <0001 |
Pyblic and safe spaces 1490/2389 (62.4%) Ref v - . —
On Family Planning| No 1172/2135 (54.9%) 1.18{1.02-1.37) 0.026 | ‘ More likely ey B 1705/1950 (87.4%) 137(1.10.1.70) 0,005 | ‘ More likely
. Ves 560/1103{50.8%) Ref dc Yes 794/950 (83.6%) Rel. dc
HIV positive partner  No 1707/3202(53.3%} 0,50{0.25-1.02) 0.058 HIV positive partner No 2469/2865 (86.2%)  1.04(0.40-2.69) 0.937
Yes 25/36 (69.4%) Ret, Yes 30/35 (85-7%) Ref.

= PrEP continuation rates were low but AGYW who concurrently started PrEP and FP
were more likely to continue than those starting PrEP alone, and those entering through
peer network or at drop-in or private facility were more likely to continue.



‘R(:E_gzpp High-Risk Pregnant Women Initiate and Persist on PrEP, Cape Town
Davey DJ et al. IAS Virtual July 2020 Abs. LBPEC24

= Cohort of 374 HIV-negative pregnant and postpartum women recruited at 15t ANC visit in
primary care clinic in community with high HIV prevalence, Aug 2019-Mar 2020 (median
age 25 yr, median GA 21 wk).

= 92% (344) opted to start PrEP at 15t ANC visit
* Retention: 71% at 1 mo, 59% at 3 mo

= Persistence: Of those who returned, % reported taking PrEP >5 d in past week:
89% 1 mo, 85% 3 mo

= Early PrEP retention and persistence associated with:
— Older age (>25 yr)
— STI + at baseline
— >1 sex partner
— Sex partner HIV status unknown
— Alcohol use before/during pregnancy
— More frequent sex acts
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Landovitz R et al. IAS Virtual July 2020 Abs. OAXLB0101

PrEP with Long-Acting Injectable Cabotegravir (CAB LA)
Safe and More Effective than Oral TDF/FTC in MSM/TGW

= Phase 3 study comparing IM CAB LA with oral TDF/FTC for HIV prevention in MSM/TGW

>18 yrs at risk for HIV

Daily TDF/FTC

_ IM CAB g 2 mo + oral placebo vs both arms
Daily oral CAB vs PL |V placebo q 2 mo + oral TDF/FTC (cover tail CAB)
X 5 weeks X 3 years X 1year
.
o a Every day for 5
asie Weeks 5 and 9 g»;eeray: months for approximataly Every day for 1 year
l b/
. VPP
&
(Every day)
O | —
IN=2,282 @& £
U\. &y
5 : 1
(Every day)
m TDF/FTC pill o ;-){ Cabotegravir [CAB] injection @ Placebo for TOF/FIC pill 4 Placebo for cabotegravir (CAB)
Injection (20% intralipid solution)
Cabotegravir (CAB) pil €« Placebo for cabotegravir (CAB) pill

66% Better Efficacy for Prevention
Compared to TDF/FTC PreP!

HV Incicence Rale/100 #r

Incidence
0 005 0

Cumulative
002 0.3

52 HIV infections in 6,389 PY FU

(median per-pt FU 1.4 yr)
Pooled HIV incidence 0.81 per 10 PY

HIV Incidence

1.8
1.6
1,4
1,2 4
1
0.8 13 Infections
T
0.8 9 0,41
0.4 4 1
0.2 -

0 3202 PY
CAB
w2244

cordidunce utlerosd

39 Infections

1,22

TOFFTC
na2250 0

Hazard Ratio (95% Cl)

Saperivily
Anfertority

075 1 123 2

M magm

Cumulative HIV Incidence by Study Arm

1 ywars

«++ TDFIFTC
Cabotegravir

HR 0.34 (0.19-0.62)
P=0005

IIIII
s 85 a e 1 4

Weeks since enroliment



PrEP with Long-Acting Injectable Cabotegravir (CAB LA)
Safe and More Effective than Oral TDF/FTC in MSM/TGW

Landovitz R et al. IAS Virtual July 2020 Abs. OAXLB0101

= Of the 13 Incident Infections:
— 2 were infected prior to drug administration
— 5 were Iinfected after a prolonged hiatus from CAB
— 3 occurred during the oral lead-in phase
— Only 5 occurred despite continuous on-time CAB injections

= Of the 39 Incident TDF/FTC Infections:

— 3 were Iinfected prior to drug administration
— 3 had intermittent visit adherence

— The remainder occurred during TDF/FTC (random sampling TFV levels
found >75% had levels consistent with at least 4 doses/wk, still to examine
those who became infected)



PrEP with Long-Acting Injectable Cabotegravir (CAB LA)
Safe and More Effective than Oral TDF/FTC in MSM/TGW

Landovitz R et al. IAS Virtual July 2020 Abs. OAXLB0101

Percentage of Participants Reporting an 'SR

40%

= 81% of CAB (vs 31% placebo IM) had injection reactions,
M oy MOSt Mild or moderate; 47 (2.2%) of CAB participants

Cabotegravir

e permanently discontinued CAB due to injection-related
Suewses  AE, with severity of AE strongly associated.
g& Savere (Grade 3)

= | CrCl more frequent in TDF/FTC than CAB (72 vs 69%),
while 1 glucose more frequent with CAB than TDF/FTC(9
vs 5%), as was pyrexia (5 vs 3%), usually within 7 d of
Injection.

= Weight gain was higher in CAB (+1.3 kg/yr) than
TDF/FTC (+0.31 kg/yr) (p<0.001), although most of this
difference was during first year.



Efficacy of CAB LA PrEP Maintained Across Regions and Subpopulations
50%3 Grinsztejn B et al. IAS Virtual July 2020 Abs. OACLB0101

= HPTN 83 enrolled in 43 sites across 4 regions i viewan

Latin America: Argentina, Brazil,

= Peru
£0%3 e

T F 8 TR — Effect of IM CAB LA compared to oral
N: 1698 (37%) ¢ 9 C1 - Asia . . .
Median age: 27 | *° = &) Fh N:752 (17%) TDF/FTC maintained across populations by
Age <30: 61% 12 s 9. Median age: 24
TGW: 7% : R e B, 9 ¢ | Age <30: 80% .
e Ataricons 50% ey | T o age, cohort, race and region
') By g
9 : =, CAB TOF/FIC Hazard ratios (35%Cl)
: - e Events/PY (IR%) | Events/PY (R%) m o o1 1 36
: : Ll | South Africa T L
Latin America L 152 (3%) ¥
N: 1964 (43%) | 9 guf N: 152 (3%) o
Median age: 26 Median age: 23 30 11/2185(050)  33/2114(156)  032(0.16,0.63) =t
' A  75%
?gsv _f?i%i(yfs% Tgf,\,ﬁ%%s ’ >3 2/1016(0.20) 6/1071(056) 033007, 161) =
Cohort
T6W 2/368(054) B8 029(006,141) ——
: MM 12829(039)  3M2800(114)  034(0.17,067) e
-~ Enrolled MSM/TGW across all regions were . .,
o
young and N US, h|gh % Afﬂcan American Black/African- American 47686 (0.58) 15711211)  028(0.10,083) F—e—
Non-Black/African-American  0/837(0.00) 5/790(063)  0.09(0.00,206)
OVERALL Region
N: 4566 Us 41523(026)  201501(133)  019(007,056) ——
Latin America 6/1016(059)  11/1007(103)  0:54(020,1.46) —a—i

Median age: 26

Age <30: 67% oo
TGW: 12% Arica 1192 (1.08) Yo6(208)  052(005,577) —

2/569{0.35) 6/580(1.03) 0.34(0.07, 1.66) p——v
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HIV, TB and COVID-19 in Adults, South Africa
IAS Virtual July 2020 Abs OAXLB0106

Davies MA et al.

= Used Western Cape routine public sector data (unique ID) in 3.4 million
adults >20 yrs (unigue ID) to look at risk factors for COVID-19 death in 625
of 22,308 adults with confirmed COVID-19 who died; 11/625 (18%) HIV+.

— How much more likely to are you to die from COVID-19 if you have vs don’t have a risk factor?

Adjusted HR for dying from COVID-19 (all active public sector patients); n=3.5m
Adjusted 95% I it i i k B s i
HR 5% Adjusted for all variables in the table as well as Metro/rural location & subdistrict within Cape Town
Sex Sex l
female Ref female -
male 1.45 1.23;1.70 male - = =
Age Age
20-39 years Ref age 20-39 - L ]
40-49 years 2.83 1.92; 4.15 age 40-49 - ——
50-59 years 7.78 5.51; 10.98 age 50-59 ——i
60-69 years 11.54 8.11;16.42 age 60-69 - [ |
270 years 16.79 11.69; 24.11 age >=70 ——
[ER— Diabetes
nane Ref no comorbidities ®
diabetes HbAlc <7% 5.37 3.96;7.27 diabetes HbA1C <7% ——
diabetes HbAlc 7 - 8.9% 8.53 6.60; 11.02 diabetes HOA1C 7-8.9% — i
diabetes HbAlc 29% 12.07 9.70; 15.02 diabetes HbAIC >=9% il
diabetes no HbAlc i 291 2.18;3.89 diabetes no HbA 1c ——
Oth s oras
= Other non-communicable disease
hypertension 131 1.09; 1.57 hypertension ®
chronic kidney disease 1.86 1.49;2.33 chronic Kidney: disease = o
chronic pulmonary disease / asthma 0.93 0.73;1.17 chont s ;
onicpuimonary diseaselasthma = =]
Tub losi
o °'°"t°:’ g - Tuberculosis
never tuberculosis e
e i R sis4:98 previous tuberculosis - —8—
previous tuberculosis th .A8; 1.
current tuberculosis — ——A
current tuberculosis 2.70 1.81;4.04 HIV
HIV HIV posit
ositiv e = 8
negative Ref P I T T
positive 2.14 1.70; 2.70 07 10 20 50

Provincial Health Data Center
3.5 million pt records

No real difference in risk by
viral suppression (e.g., <1000 or >1000)

Adjusted
)
HR 95% C
HIV negative Ref
HIV “well” 5
VL <1000 copies/ml {last 15 mo) & recont ART 261 1.98;3.43
HIV “probably well"
VL <1000 capies/mi {2yr to 15 me ago) 1.76 096; 3.24 S —
OR recent ART & VI <1000 copies/ml >2yr ago
HIV “not well”
VL 2 1000 capies/mi or CD4 <200 cells/u! 3.35 1.83;6.12
Unknown viraemia, ART & CD4 133 0.85; 2.07 _
o7 10 20 390




HIV, TB and COVID-19 in Adults, South Africa
Davies MA et al. IAS Virtual July 2020 Abs OAXLB0106

Effect of different ARVs on COVID-19 death

= Preliminary analysis on type of ARV suggests amang cases with HIV on ART
TDF-based ART may be associated with lower e
risk mortality but confounded by fact TLE (now et
TLD) is standard ART for all and only 2" line "~~~ "
receives non-TDF and may have other risks.

' [P

= QOlder age and comorbidities increased risk of COVID-19 death —
particularly uncontrolled diabetes, hypertension and renal disease.

= Modest ~2 times 1 risk of COVID 19 death associated with HIV and TB;
may be over-estimate if residual confounding (e.g., overweight, SES).

= Effect HIV or TB smaller than effect of other comorbidities; those with HIV
and TB tend to be younger, where overall risk of COVID-19 death is lower.

= Qverall, <10% of COVID-19 deaths are due to HIV.
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E'E'(‘ﬁ HIV-Self Testing During the COVID Pandemic, Eswatini

TESTING Dekova R et al. IAS Virtual July 2020 Abs. OAXLB0103
?E?gmo o = STAR project evaluating oral-self-testing scale-up in 2019

In community and facilities.

= National lockdown due to COVID-19 March 28; non-
essential business closed; only pharmacies, health care
facilities and food stores open.

= Community HTS paused but MOH recommended
Distribution in front of pharmacies; community distribution of HIV self-test kits in community by
9r°°er_YSt°res HTS counselors using only pharmacies and shops as
channels for distribution.

MODALITY:

r A%,
PR PSI Eswatini supports MOH In
v community HIV testing

Primary & secondary
distnbution at
pharmacies and food

shops

= Eligibility screening
and risk assessmaoent
is conducted

« Consent for follow up

* Phone call for follow
up support, including
hnkage to prevention
and HIV treatment



o HIV-Self Testing During the COVID Pandemic, Eswatini

TESTING Dekova R et al. IAS Virtual July 2020 Abs. OAXLB0103
= HIV self-testing 1 post lockdown and community distribution; males as well as females
Total numbor of HIVST kits distributed (2019/2020) April-May 2020 i) "‘S‘ﬁb“”°"(2z,gg‘;jf"°”" el frequency
168000 Primary I-IlvsnTzc‘iisstggutjon by sex 3000 30%
14000 ribe, ADT% ,
2500 25%
12000 .29 3% . 22%
% male 49% 2000 £ A 20% 20%
10000 'E ® % female ! % 3% a1 a7z ° 18%
8000 — 8 1500 e 5% % 2 15%
HIVST primarily used 2 b e
6000 for index contact S ., 49% were males s < A12% 2
Pt tracing before lockdown
o — 17% all reached had never tested - I -
2000 1220 - for HIV in past, highest among males. I
0 - —‘ = p g g 0 l . 0%

15-18 20-24 25-29 30-34 35-39 40-44 45-49 50+

November December March April May
Male =Female | A% never tested (male) | ® % never tested (female)

Linkage to care cascade; follow-up calls in April, May 2020

“* —Follow-up calls after test

5000 89% . : Concluded
4508 «  distribution April-May 2020 HIVST plaving At role |
— - 89% used the test kit - playing important rofe in
e - . normalizing testing, decreasing
i T ~ 3% (151) were HIV+ stigma and creating demand.
- 0 : :
Ofthe 151 I__”V+’ 45% —Enabled reaching clients that
gl 59 23 were new diagnoses, wouldn’t normally be accessed
' i _ A r;a_d\‘,f on Ne-wly Initiated " 0 .
S‘;Z‘;‘Zshi;’:“’ dsedil Reacive AISRT™ diagnosed ART 2? I\//c;as;arted on ART as through standard targeted testing.
(prnimary)

mTotal %



PEPFAR Countries Adapting Increase
In Multi-Month Dispensing (MMD) of ART During COVID-19 Pandemic

O’Keefe M et al. COVID-19 IAS Virtual July 2019 Track C

—Rapid evaluatlon of MMD poI|C|es iIn 37 PEPFAR countries before and after COVID-19 pandemic.

oportions of MMD egory by nt Type f December
[f.m:ﬂ“ I‘l

o 2% @ —Prior to COVID 19, ~one-third persons on ART (5/15 million) had adopted
Male 15+ 33% 29% 3% % 2 3'm0nth MMD
so% o @  — Prior to COVID-19 children were excluded from MMD more frequently
- - — than adults; participation was 22% if <15 years compared to 38% adult
T T men and 35% adult women
Number of Countries Permitted > 3Mo MMD by Patient Group Before and After COVID-19 A e o D Pt e et o o —>ReC0mmend
maintaining the
B 3 14 ded MMD
Pregnant women 7 > 14 expanae
Breastfeeding women 11 > 18 after COVID-19 for
Children <10 10 > 23 s benefit of both
Adolescents 10-19 14 26 . As of June 2020, 24/37 (65%) patients and health

— Policies before COVID excluded MMD in pt with TB treatment, of countries have modified MMD  System efficiency
children, adolescents and pregnant and breastfeeding women policies due to COVID-19

— Significant expansion MMD in the during COVID-19 pandemic



‘p_,gg:._,p Drop in PrEP Retention and Persistence During COVID-19 Lockdown
o Davey DJ et al. IAS Virtual July 2020 Abs. LBPEC24

= Cohort of 422 HIV-negative pregnant and postpartum women recruited at 15t ANC visit in
primary care clinic in community with high HIV prevalence Cape Town South Africa, Aug

2019-May 2020 (median age 25 yr, median GA 21 wk).

* 91% (n=382) started PrEP at 15t ANC.

= Compared retention and persistence on PrEP at 1 & 3 mos before (through Mar 26 2020)
and during lockdown (Mar 27-May 15 2020)

Table. Retention in PrEP i tudy before COVID-19 lockd . . .
il divtic okt Catio Tomn. Scuth Afvioa i onpiep) — 33% decrease in retention and study refills after lockdown:

and during lockdown, Cape Town, South Africa (n=414 women on PrEP) —

BTN 2 4-fold 1 odds missing study visit during lockdown

Missed % retained Attended Missed % retained

Implications and Next Steps

+ Barriers to accessing facility-based maternal PrEP services existed
prior to lockdown (esp. in postpartum women)

+ Maternal PrEP programs may require differentiated care to optimize

maternal PrEP use, including:
+ Community-based or home PrEP delivery

Total retention

Attended  Missed % retained « Commonly cited barriers to study attendance included :
(during telephonic interviews ): * SMS reminders _
340 201 63% ¥ Fear of COVID infection (for self/infant), » Telephonic phone adherence counselling
*" Fear of police,
110 152 42% + Limited transportation or funds for transport and  + Maternal PrEP differentiated care should be considered dunng and
*" Long queuing at facility following the COWVID-19 lockdown

Bold p<0.05



Declining Trends in Maternal and Child Health Service Use

(@msh

During COVID-19 in Guatemala
Endyke-Doran C et al.

COVID-19 IAS Virtual July 12019 Track x

— Management Science for Health project start
2019 to promote group ANC for Mayan
women in Quetzaltenango, Guatemala; with
COVID-19 restrictions no longer able to bring
together groups but encourage to continue
prenatal care

— With MOH, evaluated key maternal and child
service use data Feb-May 2020 and 2019

Number of women receiving postpartum care

visits
150
- m
~ __e
\//</
50
2019 «2020
0
February March April May

Review of health statistics
Are COVID-19 restrictions resulting in decreases in essential antenatal
{ANC) services?

Participating stakeholders: + Department of health of
Quetzaltenango (DASQ)

* MSH Quetzaltenango

Key maternsl and child service + First ANC visit
data analyzed: * Postpartum care
* Vaccination coverage
Time period analyzed: « February-May 2019
* February-May 2020
Number of health facilities: 10

DPT3 percent coverage to date
January — May 2019 vs. 2020

25
22
20

15 15
10

5

0
2019 2020

— 54% drop in women having attending
postpartum care in April 2020 vs 2019

— 7% drop in children receiving 3"9 DPT
booster in 2020 vs 2019 in 10 health
facilities

Number of women receiving their first ANC visit

— 21% drop in women having >1
ANC visit in March 2020 vs 2019
and 29% drop in April 2020 vs
April 2019

Next steps

* |dentify mitigating strategies to maintain essential
maternal and child health services to save lives

* Maximize safety for health care workers and clients

* Risk communication and community engagement to
dispel fears

* Improve data access and quality for use and decision
making.
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- Remdesivir Compassionate Use In

Fyig e by
e 3

conmon™

— 86 Pregnant and Postpartum Women with Severe COVID 19
. Burwick R et al. COVID-19 IAS Virtual July 2019 Track B

RDV Compassionate-Use Program

Hospitalized prognant womaon with severe COVID- 18 (tPCR confirmed) and
» SpO, 504% while breathing room air

Day 1 2 3 4 5 . 4 o " 10
\ A : A " A

or s RDV 200-mg Iv loading dose —+ 100 mg iv gd* oo

» Noed for O, suppont G ;

*Recommended dosing; not all patients reosived 10 @ of treatment. PCR, reverse transcriptase ~polymaerase chain reaction; SpO_. peripharal oxygen satiration

Baseline Demographic and Clinical Characteristics*
Pregnant: n=67  Postpartum; n=13 All: N=36

Age. ¥ 33 (20-43)
<35y 40 (60) 11 (58) 51 (60)
Gestational age, wk 28 (14, 39) 30 (27, 36) 29 (14, 39)
<24 12 (18) 0 12 (14)
sl 24-32 44 (86) 13 (72) 57 (67)
2 >32 11 (186) 6 (28) 16 (18)
Dutation of hospitalization, d 3(2,5) e 3(2.5)
Invasive 27 (40) 18 (95) 45 (52)
IMV 27 (40) 17 (90) 44 (51)
ECMO 0 1(5) 1(1)
O,-support Noninvasive 40 (60) 1(8) 41 (48)
category NIPPV 2(3) 0 2(2)
High-flaw O, 10 (15) 1(5) 11(13)
Low-flow O, 26 (37) 0 25 (20)
Room air 3(4) 0 33
ICU setting 44 (67) 19 (100) 63 (74)
W a7 14y a6 114 a0 26
Any medical condition history 45 (67) 10 (53) 56 (64)
Obesity' 11(16) 4(21) 14 (18)
Asthma 9(13) 1(5) 10 (12)
Comaorbid conditions Gestational diabetes 7(10) 2(1) 2(10)
assoclated with Chronic hypertension 6(9) 1(5) 7(8)
increased pregnancy/ Diabetes molitus! 7(10) —_ 7(8)
COVID-19 risk Hypothyroidism 4 (6) 2(11) 6(7)
Preedampsia 0 0 0
A1 v iy reEus ) pLEwr o) r4 BNl ) e
RO Yahsee AST, UL 30 (24, 48) 42(31,67) 32 (25, 56)

—86 women, 67 (78%) pregnant, 19 postpartum

—More postpartum women needed invasive support

—64% had >1 comorbidity

28-Day Clinical Recovery Was High Among Both Pregnant
and Postpartum Women

Recovery and Extubation

By Breow BT
Pregnant
2 ” u -
o
L
o
o » o
& ¥
=
= : g
Pax vomsy [

—93% of pregnant women and 89% of PP
women recovered

—Highest rate improvement in pregnant women
not needing mechanical ventilation vs women
needing mechanical ventilation

Patwita

+ Deliveries were early (67% at <32-wk gestational age), and mostly by
CD (82%) and emergent CD (86%) due to the severity of COVID-19
illness

* No new safety signals were identified; the most common AEs were
due to underlying disease and most laboratory abnormalities were
Grades 1-2
— There was 1 maternal death unrelated to RDV (ARDS, cytokine storm)

and 1 17-wk miscarriage (methicillin-sensitive Staphylococcus aureus
endocarditis/sepsis, including septic joint)



— Remdesivir Compassionate Use in 77 Children with Severe COVID 19
Chiltos K et al. COVID-19 IAS Virtual July 2019 Track B

00 Patients, n (%) )
Any AE 15 (38) 10 (20) 25 (22)

RDV Compassionate-Use Program Recovery by Age Safety Ea B
' ' '”l":__'y J'-

Day 1 2 3 R 5 6 7 8 9 10 28
Hospitalized children (aged <18 y) L i A ’ i ! |

| | i A L | | 80 Any sarious AE B {21) 411 12 118)
with severe COVID-19 AT RDV 200-mg iv loading dose % 75 75 I:wm — 2 (8 (8 apr |
(MPCR confirmed) including = 100 mg iv qd’ 5 E 0ccurming in >1 petent -
= Sp0, <94% while breathing n Follow-up " Anemia 2(3) 0 2{3)

ambient air BT RDV 5-mg iv loading dose 8 Any Grade 0 3 (42 81(79)
or » 2.5 mglkg Iv qd’ £ ALT incressed 14 (36} 23 (61) 37 (48)
= Need for O‘, support* T T & 40 AST increased 23 (84) 18 i47) 41 (55)
Supportive iscretion Creatine increased 15 (38} 16 (30) 30 (39)
Grode 3-4 (»8x ULN) 15 (38) 11 (29) 20 (M)
*Severily delenmined by yeatng physician, with nput from Gilead medcal montors, some chiden without need for O, support were approved for ROV If they had sevars sxirspuimonary * ALT increannd 51 S0 101y
manifestatons or high-risk comorticites, ‘Recommended dosing and duration, not a8 pasents mcaved 10 ¢ of tmatment. PCR, reverse YaNscorptase-polyITarase chain reaction assay.
5¢0;. parpheel oxypen saturmmon Al AST increased 1{29) a(11) 15 (19)
0 Creatime ncroased s@) 6(16) LR
H H 1 1 1 H 209 2mo=sty liagich/ o ) AL oers METRE by (v | meew et o [ 1) o of 10 pave wmrnd gn (G0 W00 L SNl W TR S [ g Mot @ (et o
Baseline Demographics and Clinical Characteristics R I LTI
Invasive O No Invasive O, Total
P e Clinical recovery in 80% —4 deaths (5%) (reported
Age, n (%) . - .
< o . so children on ventilators/ as due to COVID in 2,
mo-<1y (
1o<5 3 (B) 1(3) 4(5) d 0) I : I b .
= e ECMO and 87% not on multiorgan failure 1, brain

Sy 16 ) 1 - invasive oxygen support herniation 1)

Male 23 (59) 23 {61) 46 (60)

Fomai 161 2140 —Recovery similar all age

Modian duration ofsymploms, d (01, Q) 7(5.8) 9(7,12) 8(6,10) —NO hew Safety concerns

Modan oo e O, ot @19 228 0 2@ groups (may be better >12 . .

ALT $50 UL, n {%) 25 (86) 31 (84) 56 (75) ) i —Mild transaminase

Median ALT, UIL (Q1, Q3) 33 (21, 69) 31 (20, 44) 32 (20, 51) years but more Chlldren Wlth .

[ vy reported modica sty 20 74) 209 oo | elevations, most Grade 1 or

— 77 children, 51% requiring ventilation COVID-19 were >12 years to

— Primarily older children (53% >12 yr) begin with)

— 79% had existing medical condition, most
common neurologic/genetic, obesity 13%

2, rarely required drug dc
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SARS-CoV-2 in Blood and Secretions of Pregnant Women with COVID-19
Di Giminiani et al. COVID-19 IAS Virtual July 2019 Track C

= Prospective study of women with confirmed COVID-19 admitted to Milan hospital;
assessed presence of SARS-CoV-2 in blood, vaginal and rectum.

Positive NP swab Plasma (n=53) 2/53 (4%) — both 3 T pregnant
1 critical (vent), 1 severe (sub-ICU)
Non-pregnant women 6 _
Vagina (n=60) 0/60
Pregnant 56
. Rectum (n=44) 11/44 (25%)
1 trimester 4 45% with positive rectal swab had Gl sx
.- 46 Newborn NP swab (n=45) 0/45
Mode delivery Vaginal 31, : : : :
(45 delivered) S 14 —Viremia rare and only in severely ill women
_, 56 pregnant women: 20 aSx, 13 mild, 16 —No virus in vaginal secretions but 25% In
moderate, 6 severe, 1 critical rectal sample

— 6 non-pregnant women: 2 milk, 3 _ _ _ _
moderate, 1 severe —No evidence infant infection



Possible Mother-to-Child SARS-CoV-2 Transmission, Italy

Fenizia C et al.

COVID IAS Virtual July 2020 Track A

= 31 pregnant women with COVID-19 third trimester evaluated for possible MTCT
— 14/31 positive CXR, 4 severe disease

— 25 (81%) vaginal delivery (6 induced due to COVID), 6 cesarean (3 for severe maternal COVID)

— 1 PTD; 1 low Apgar scores, 2 NICU admission

STUDY DESIGN - INFLAMMATORY PROFILE

STUDY DESIGN
4.

N =30+1 .
ADMISSION

—

Placental
biopsy

™ gy Umbilical
B cord biopsy

\. # Umbilical
e cord blood I
|
|
/ # Maternal
7 " & blood

O"‘;_'/ Vaginal swab
¥COVIDCont

.‘,n r'

e 3 selected cases
|
K \ le;ectal ’

SARS-CoV-2 \
detection '\
18M/1gG
detection

\ . # Umbilical
. cord blood
/ # Maternal
o« blood

Gene
expression

Cytokine
quantification

BCOVIDConSf



Possible Mother-to-Child SARS-CoV-2 Transmission

Fenizia C et al. COVID IAS Virtual July 2020 Track A

subject | clinical | AT1-TO maternal plasma vsavgv:‘sl Placenta Umbilical cord plasma un:l(:;lrl:jcal Milk

n. outcome | (days)

virus IgM IgG virus virus virus IgM IgG virus virus IgM 1gG
1 SEVERE 2 - - - - - + + -
2 MILD 1 N/A N/A N/A - - -
3 MILD 1 - - - - - N/A
4 SEVERE 2 + + - - -
5 MILD 7 - - - N/A N/A N/A
6 MILD 1 + + - N/A -
7 MILD 12 + + - - -
8 SEVERE 6 - + + N/A N/A N/A
9 MILD 1 N/A N/A N/A = = =
10 MILD 1 - - -
11 MILD 5 - - - - -
12 MILD 4 + - N/A N/A N/A N/A
13 MILD 3 + + = = = =
14 MILD 3 + + N/A N/A N/A N/A
15 MILD 4 - - N/A N/A N/A N/A
16 MILD 2 - - - - - - - N/A N/A N/A N/A
17 SEVERE 6 + + + + + + + N/A N/A N/A N/A
18 MILD 2 - - + - - - + N/A N/A N/A N/A
19 MILD 9 + + + N/A N/A N/A N/A
20 MILD 3 + + + N/A N/A N/A N/A
21 MILD 13 - + - N/A N/A N/A N/A
22 MILD 10 - N/A N/A N/A N/A
23 MILD 9 N/A N/A N/A N/A
24 MILD 12 - - - - N/A N/A N/A N/A
25 MILD 17 + + + + N/A N/A N/A N/A
26 MILD 13 + + - + N/A N/A N/A N/A
27 MILD 1 - + + N/A N/A N/A N/A
28 MILD 3 + + + N/A N/A N/A N/A
29 MILD 2 - + - N/A - - -
30 MILD 1 + - + N/A N/A N/A N/A
31 recovered N/A - + N/A - - = + N/A N/A N/A N/A

2/30 1/30 1/31 1/31 1/31 1/8




Possible Mother-to-Child SARS-CoV-2 Transmission
Fenizia C et al. COVID IAS Virtual July 2020 Track A

subject | clinical | AT1-TO I maternal plasma |I vagln!al I Placenta Umbilical cord plasma un:l(:;lrl:jcal Milk
n. outcome | (days)
virus IgM IgG virus virus virus IgM IgG virus virus IgM 1gG
1 SEVERE 2 - - - - - - - - - + + -
2 MILD 1 N/A N/A N/A - -
3 MILD 1 - - - - N/A
4 SEVERE 2 + - + - - -
5 MILD 7 - - - - - - - - N/A N/A N/A
6 MILD 1 + + - - - - - - - N/A -
7 MILD 12 + + = - - = - - = - =
8 SEVERE 6 - + + - - - - - - N/A N/A N/A
9 MILD 1 N/A N/A N/A = = = = =
10 MILD 1 - - -
11 MILD 5 - - - - - - - - - -
12 MILD 4 + - - - - - N/A N/A N/A N/A
13 MILD 3 + + = - - - .
14 MILD 3 + + N/A N/A N/A N/A Infant (GA 34 Wk)
15 MILD 4 N/A N/A N/A N/A NP pos birth
16 MILD 2 - - - N/A N/A N/A N/A NP neg 7 d
17 SEVERE 6 + + + + + + | + N/A N/A N/A N/A
18 MILD 2 + - + N/A N/A N/A N/A
19 MILD 9 + + + N/A N/A N/A N/A No Sx
20 MILD 3 + + T N/A N/A N/A N/A Lab normal
21 MILD 13 - + - N/A N/A N/A N/A
22 MILD 10 - N/A N/A N/A N/A Not BF
23 MILD 9 N/A N/A N/A N/A
24 MILD 12 - - - N/A N/A N/A N/A
25 MILD 17 = + + + + N/A N/A N/A N/A
26 MILD 13 - + + - + N/A N/A N/A N/A
27 MILD 1 - - + + N/A N/A N/A N/A
28 MILD 3 - + + + N/A N/A N/A N/A
29 MILD 2 - - + - N/A - - -
30 MILD 1 + - - - - + N/A N/A N/A N/A
31 recovered N/A + N/A - - = + N/A N/A N/A N/A




Possible Mother-to-Child SARS-CoV-2 Transmission
Fenizia C et al. COVID IAS Virtual July 2020 Track A

subject | clinical | AT1-TO maternal plasma Vsavgv:\;l Placenta Umbilical cord plasma un:l(:;lrl:jcal Milk
n. outcome | (days)
virus IgM IgG virus virus virus IgM IgG virus virus IgM 1gG
1 SEVERE 2 - - - - - - - - - + + -
2 MILD 1 N/A N/A N/A - -
3 MILD 1 - - - - N/A
4 SEVERE 2 + - + - - -
5 MILD 7 - - - - - - - - N/A N/A N/A
6 MILD 1 + + - - - - - - - N/A -
7 MILD 12 + + - - - - - - - - -
8 SEVERE 6 - + + - - - - - - N/A N/A N/A
9 MILD 1 N/A N/A N/A = = = = =
10 MILD 1 - - -
11 MILD 5 = = = = = = = = = =
12 MILD 4 + - - - - - N/A N/A N/A N/A
13 MILD 3 + + - = - =
14 MILD 3 + + N/A N/A N/A N/A
15 MILD 4 N/A N/A N/A N/A
16 MILD 2 - - - N/A N/A N/A N/A
17 SEVERE 6 + + + + + + + N/A N/A N/A N/A
18 MILD 2 + - + N/A N/A N/A N/A
19 MILD 9 + + + N/A N/A N/A N/A
20 MILD 3 + + + N/A N/A N/A N/A
21 MILD 13 - + - N/A N/A N/A N/A Infant (GA 39 wk):
22 MILD 10 - N/A N/A N/A N/A NP pOS blrth
23 MILD 9 N/A N/A N/A N/A
24 MILD 12 - - N/A N/A N/A N/A NP neg 48 hr
25 [_mip 17 - : " | ¥ : N/A N/A N/A N/A
26 MILD 13 - + + + N/A N/A N/A N/A No Sx
27 MILD 1 - - + + N/A N/A N/A N/A
28 MILD 3 - + + + N/A N/A N/A N/A No lab abnl
29 MILD 2 - - + - N/A - - - Not BF
30 MILD 1 + - - - - + N/A N/A N/A N/A
31 recovered N/A + N/A - - = + N/A N/A N/A N/A




Possible Mother-to-Child SARS-CoV-2 Transmission
Fenizia C et al. COVID IAS Virtual July 2020 Track A

subject | clinical | AT1-TO maternal plasma Vsavgv:\;l Placenta Umbilical cord plasma un:l(:;lrl:jcal Milk Infant
o A | R virus IgM IgG virus virus virus IgM IgG virus virus IgM 1gG Neg NP birth
1 SEVERE 2 : - . - - - - . | ¥ - No Sx
2 MILD 1 - - - - - N/A N/A N/A - - - - Lab normal
3 MILD 1 = = = = = = = = - - N/A
4 SEVERE 2 + - + - - - - - - - - -
5 MILD 7 = = = = = = = = = N/A N/A N/A
6 MILD 1 - + + - - - - - - - N/A =
7 MILD 12 - + + - - - - - - - - -
8 SEVERE 6 - + + - - - - - - N/A N/A N/A
9 MILD 1 N/A N/A N/A - - - - - - - - -
10 MILD 1 - - - - - - - - - - - -
11 MILD 5 - - - - - - - - - - - -
12 MILD 4 - - + - - - - - N/A N/A N/A N/A
13 MILD 3 - - + - - - - + = - - -
14 MILD 3 - - A - - - - + N/A N/A N/A N/A
15 MILD 4 - - - - - - - - N/A N/A N/A N/A
16 MILD 2 = = = = = N/A N/A N/A N/A
17 SEVERE 6 + + + + + + = + N/A N/A N/A N/A
18 MILD 2 - - + - - - - + N/A N/A N/A N/A
19 MILD 9 - + + - - - - + N/A N/A N/A N/A
20 MILD 3 - + + - - - - + N/A N/A N/A N/A
21 MILD 13 - - + - - - - - N/A N/A N/A N/A
22 MILD 10 - - - - - - - - N/A N/A N/A N/A
23 MILD 9 - - - - - - - - N/A N/A N/A N/A
24 MILD 12 - - - - - - - - N/A N/A N/A N/A
25 MILD 17 = + + = = = + + N/A N/A N/A N/A
26 MILD 13 - + T - - - - + N/A N/A N/A N/A
27 MILD 1 - - + - - - - + N/A N/A N/A N/A
28 MILD 3 - + T - - - - + N/A N/A N/A N/A
29 MILD 2 - - + - - - - - N/A - - -
30 MILD 1 - - oy - - - - + N/A N/A N/A N/A
31 recovered N/A - = + N/A - - = + N/A N/A N/A N/A




Possible Mother-to-Child SARS-CoV-2 Transmission
Fenizia C et al. COVID IAS Virtual July 2020 Track A

subject | clinical | AT1-TO maternal plasma | vsavgv:‘sl Placenta Umbilical cord plasma un:l(:;lrl:jcal Milk
n. outcome | (days)
virus IgM IgG virus virus virus IgM IgG virus virus IgM 1gG
1 SEVERE 2 : - - - - - - - - + + - Infant
2 MILD 1 - - - - - N/A N/A N/A - - - - Neg NP birth
3 MILD 1 - - - - - - - - - - - N/A
4 SEVERE 2 T - + - - - - - - - - - No Sx
5 MILD 7 - - - - - - - - - N/A N/A N/A Lab normal
6 MILD 1 - + + - - - - - - - N/A -
7 MILD 12 - + + = - - = - - = - =
8 SEVERE 6 - + + - - - - - - N/A N/A N/A
9 MILD 1 N/A N/A N/A - - - - - - - - -
10 MILD 1 - - - - - - - - - - - -
11 MILD 5 - - - - - - - - - - - -
12 MILD 4 - - + - - - - - N/A N/A N/A N/A
13 MILD 3 - - + - - = - + = - - -
14 MILD 3 - - + - - - - + N/A N/A N/A N/A
15 MILD 4 - - - - - - - - N/A N/A N/A N/A
16 MILD 2 - - - - - N/A N/A N/A N/A
17 SEVERE 6 + + + + + + = + N/A N/A N/A N/A
18 MILD 2 - - + - - - - + N/A N/A N/A N/A
19 MILD 9 - + + - - - - + N/A N/A N/A N/A
20 MILD 3 - + + - - - - + N/A N/A N/A N/A
21 MILD 13 - - + - = - - - N/A N/A N/A N/A
22 MILD 10 - - - - - - - - N/A N/A N/A N/A
23 MILD 9 - - - - - - - - N/A N/A N/A N/A
24 MILD 12 - - - - - - - - N/A N/A N/A N/A
25 MILD 17 = + + = = = + + N/A N/A N/A N/A
26 MILD 13 - + + - - - - + N/A N/A N/A N/A
27 MILD 1 - - + = = = = + N/A N/A N/A N/A
28 MILD 3 - + + - - - - + N/A N/A N/A N/A
29 MILD 2 - - + = = - - - N/A - - -
30 MILD 1 - - + - - - - + N/A N/A N/A N/A
31 recovered N/A - = + N/A - - = + N/A N/A N/A N/A




Possible Mother-to-Child SARS-CoV-2 Transmission
Fenizia C et al. COVID IAS Virtual July 2020

subject | clinical | AT1-TO maternal plasma Vsavgv:\;l Placenta Umbilical cord plasma un:l(:;lrl:jcal Milk
n. outcome | (days)
virus IgM IgG virus virus virus IgM IgG virus virus IgM 1gG
1 SEVERE 2 - - - - - - - - + + -
2 MILD 1 - - - - - N/A N/A N/A - - - -
3 MILD 1 - - - - - - - - - - N/A
4 SEVERE 2 + - + - - - - - - - -
5 MILD 7 - - - - - - - - N/A N/A N/A
6 MILD 1 - + + - - - - - - N/A -
7 MILD 12 - + + - - - - - - - -
8 SEVERE 6 - + + - - - - - N/A N/A N/A
9 MILD 1 N/A N/A N/A - - - - - - - -
10 MILD 1 - - - - - - - - - - -
11 MILD 5 - - - - - - - - - - -
12 MILD 4 - - + - - - - N/A N/A N/A N/A
13 MILD 3 - - + - - = + = = = =
14 MILD 3 - - + - - - + N/A N/A N/A N/A
15 MILD 4 - - - - - - - N/A N/A N/A N/A
16 MILD 2 - - - - - - - N/A N/A N/A N/A
17 | SEVERE 6 ¥ ¥ ¥ m n - ¥ N/A N/A N/A N/A
18 MILD 2 - - + - - - + N/A N/A N/A N/A
19 MILD 9 - + + = = - + N/A N/A N/A N/A
20 MILD 3 - + + - - - + N/A N/A N/A N/A
21 MILD 13 - - + - - - - N/A N/A N/A N/A
22 MILD 10 - - - - - - - N/A N/A N/A N/A
23 MILD 9 - - - - - - - N/A N/A N/A N/A
24 MILD 12 - - - - - - - N/A N/A N/A N/A
25 MILD 17 - + + - = + + N/A N/A N/A N/A
26 MILD 13 - + + - - - + N/A N/A N/A N/A
27 MILD 1 - - + - = - + N/A N/A N/A N/A
28 MILD 3 - + + - - - + N/A N/A N/A N/A
29 MILD 2 - - + - - - - N/A - - -
30 MILD 1 - - + - - - + N/A N/A N/A N/A
31 recovered | _N/A - - + N/A - - + N/A N/A N/A N/A




Possible Mother-to-Child SARS-CoV-2 Transmission
Fenizia C et al. COVID IAS Virtual July 2020

= Placentas of women with COVID-19 identified “altered inflammatory profile gene
expression” — strongest in woman with no viral detection in placenta but IgM infant.

= Cytokine studies found “hyper-active inflammatory profile” in both maternal and infant blood
(however, could be transplacental maternal-fetal cytokine transfer).

Materpal plasma Umbilical cord plasma
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—Possible in utero infection in 1 infant: positive placenta and maternal/infant viremia; report
NP positive PCR delivery but negative at 1 wk; no sx or abnormal lab.

—1 infant had SARS-CoV-2 IgM antibody in neonatal blood but negative virus placenta,
vagina and infant blood; NP positive at delivery, negative 3 d; no sx.

—1/11 breast milk samples positive rtPCR and IgM (but not 1gG) antibody.



SARS-CoV-2 Secretory IgA Response in Human Milk Following
SARS-CoV-2 Infection in Pregnant Women

o Powell RL. COVID-19 IAS Virtual July 2019 Track A

= Part of study recruiting lactating women to provide milk, including women who have recovered from
COV'D 19 i”neSS_ Participants with COVID-19

Methodology COVID-19 Months | Infected ante-

—8 women had confirmed, 7 suspected

Sample ID Confirmed or Post- or post-partum
| A SARS-CoV-2 ELISA using blood plasma was recently developed and Suspected (C/S partum A/P
validated at Mount Sinai and we have adapted this assay for use with | covior | C 4 p COVI D- 19
human milk covio2 C 1 Al
Pl d with the full SARS-CoV-2 Spik h o e . . i I I 0
*+ Plates were coated with the full trimeric -CoV-2 Spike protein or the | covioa | S 23 P _)M 87 / 1 r'l PP 1_32 ”l
Receptor Binding Domain {RBD) of the Spike s 6 P aJ O rlty 0 We re > O OS
* Samples were tested in duplicate in 3 unique experiments for separate OVioT : 382 : . . 0 .
%5 < A, : - 5 story-t J
assays measuring IgA, IgG, IgM, and secretory-type Ab reactivity (the iRt - - 5 _)M ajorlty (87 A)) Infected postpartUI l l
secondary Ab used in this assay is specific for free and bound SC) COVi09b S 3 p
o The 10 pre-pandemic control undiluted milk samples were used 1o S 14 B
determine positive cutoff values for each assay, calculated as the mean 0D coviii S 7 P
+2%$D coviiz C 1 A¥
C 7 P
¢ ~“30mL of milk was obtalned from consented study participants using coviie c 6 p
electronic or manual pumps. coviiy c 4 p
* Partiapants either had a laboratory-confirmed COVID-19 infection, or highly
likely infection based on close contact with a confirmed COVID-19 case
and/or symptoms of infection such as cough, anosmia, malaise, diarrhea,
— | Titration against Spike Antigen COVID  Control
] Milk was obtained ~14-30 days after symptoms had resolved. " .
: ? Measuring IgA 8- COVIY - NEGSO8
* Milk was pumped by the participants and frozen in their homes until covio2 ) - NEGS0S0 .
< w0 — Al MIlk SaMples from
] Pre-pandemic negative control milk samples were obtained in accordance 4 & COvios NEGS055
with IRB-approved protocols prior to December 2019 for other studles, and —@— COV10Sd NEGS056 COVI D 19 d d
had been stored in laboratory freezers at -80C ~@— COViOée ..©- NEGSO0S1 = recove re O n O rS
—@— COv1i07 -~ NEGS058 . . L
* Milk samples were centrifuged at 800g for 15 min, fat was removed, and 2 o d f I I f
supernatant transferred to a new tube, Centrifugation was repeated 2x to 2 o gg::g g :Egg CO ntal n e Slg n I ICant eve S O
ensure removal of all cells and fat. 3‘

Ton ™ SARS-CoV-2 specific IgA,

—»21.. .

Positive

~90% of human milk antibody is cutof

IgA and ~8% IgM, nearly all in 5
secretory form complexed to j-chain > Vs
and secretory component proteins “068 1024 12 25 1 64 32 %6 8§ 4 3 1

[Log]; Milk titer

~@~ COvVii2

e e while all controls were
negative




SARS-CoV-2 Secretory IgA Response in Human Milk Following
SARS-CoV-2 Infection in Pregnant Women

Powell RL. COVID-19 IAS Virtual July 2019 Track A

THELCh Sgelle, ecenily Jao Bomen OTSKe —80% of milk samples from COVID-19 recovered donors had
IgA and secretory Ab reactivity against the receptor binding
VVVVVVV domain of SARS-CoV-2 spike vs none controls

3 —The IgA response in milk was dominant and not necessarily
concurrent with measurable 1gG or IgM response

A B o conoy

Secretory Ab

Podbeeedin

Grouped Optical Density Values for Undiluted Milk . ] L
B —Milk from COVID-19 recovered donors has significantly

A 4 IgA " slgA
L greater IgA, secretory antibody and IgG binding against
= 8, receptor binding domain of spike protein than controls
25+ o 2.0- R Optical Density Values for Undiluted Milk by Ab Subclass
- CE 1 B —IgA and secretory Ab OC values for
s 151 00,004 . _— gA vs secretory v . . .
i ¥is b=00 A component B 9 vs loM undiluted milk highly correlated, IgG
— 0.5- 40 "..“-l i ®e .-
* =] e T e and IgM values modestly correlated.
Madak R Tl 1., o, =000



SARS-CoV-2 Secretory IgA Response in Human Milk Following
SARS-CoV-2 Infection in Pregnant Women

Powell RL. COVID-19 IAS Virtual July 2019 Track A

Titration against Receptor Binding Domain of Spike

n ‘ . o ... —80% of milk samples from COVID-19 recovered donors had
| sy SE R loA and secretory Ab reactivity against the receptor binding

H —— COVVES

66664

serves to suggest what might be the typical range of the antibodies generated in

t necessaril
human milk following SARS-CoV-2 infection. y

>5€
* The samples analyzed represent only a snapshot of what is likely a dynamic
Grouped Optical Density immune response.
D e igan B . :
| * A much larger sample size and long-term follow-up study is needed to better
3, o0t ¢ ynderstand:
" . * SARS-CoV-2 immunity in milk
R0 el *» Whether a typical response is truly protective for breastfed babies )C values for
C 257 D :
o ‘ * If this response would generate sufficient Abs to be purified and used rrelated, 19G
§ B 305 therapeutlcalwlvy to treat COVID;19 i tly correlated.
" WL Pl * L
"~ covip-19 Negative " covip-19 Negative 25 o 08 e *

sC IgM



Brazil Recommendations for Women with COVID-19

- Who Desire to Breastfeed

Ortelan N et al. COVID-19 IAS Virtual July 2019 Track C

= To date, no evidence of SARS-CoV-2 transmission in breast milk from women
with confirmed COVID-19 to their infant in review literature

= Benefits of breast milk outweigh risk of SARS CoV 2 transmission, safe
breastfeeding should be promoted.

—To reduce risk of transmission to child, preventive procedures are advisable.

e | . : ®
ab 34/\}}: S s N r '
s pia

—In hospitals/maternity units, room should be isolated, infant crib at least 2 meters from mother’s
head and potential use of physical barrier between.

—If maternal health impaired, neonate managed separately and fed expressed breast milk
(pasteurization not required).

—Individualized decision regarding separation mother-baby but note that interferes with mother-
child relationship and establishment of lactation.



Potential SARS-CoV-2 Mother-to-Child Transmission

Intrauterine Infection

= Viremia rare in mother (<3%)
= Virus rare in amniotic fluid

In Utero Infection
EARLY EXPOSURE
* NP rtPCR positive at <24 hr and/or
amniotic fluid or cord/neonatal blood
PERSISTENCE
* NP rtPCR positive at >24-36 hr
*  IgM positive during wk 1 life

Superficial Exposure/Contamination
or Transient Viremia
EARLY EXPOSURE
* NP rtPCR positive at <24 hr and/or
amniotic fluid or cord blood
NO PERSISTENCE/ IMMUNE RESPONSE
* NP rtPCR negative >24 hr

*  IgM negative during 2 wk post birth

Placental infection rare

May be more likely in mothers
with severe COVID-19

—Higher prevalence viremia

—More likely placental barrier
disruption due to thrombosis

Placenta, amniotic fluid, and/or
neonatal blood viral test positive

Perinatal Infection
= Vaginal secretions rarely positive

= Vaginal delivery = potential viral
exposure in maternal feces (~40%)

= Potential exposure to maternal
respiratory secretions after birth

Intrapartum or Immediate Postnatal
Infection

* NP rtPCR negative at <24 hr BUT
positive 1-14 d
*  IgM positive at 2-3 weeks

Intrapartum or horizontal
transmission possible,
but seems uncommon
—EXposure to maternal fecal virus or
virus in respiratory secretions most
likely source

—Most infants no symptoms
Blumberg DA et al, Am J Perinatol 2020 Jun 5

Breast Milk Infection

= Virus rarely found in milk
= When found appears transient

= SARS-CoV-2 IgA and IgG may
be present in milk

Infection through viral
presence in breast milk is
unlikely

More likely is horizontal
transmission through
respiratory secretion contact



