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E2A: Approaching a Cure for Pediatric HIV

Cure research is here — Dr. Lynne Mofenson, EGPAF-Global

What is PAVE: A global landscape of the goals, the membership, and the trials occurring all
over the world - Dr. Deborah Persaud, Johns Hopkins Bloomberg School of Public Health

Current trends in data: Broadly neutralizing antibodies and animal models — Dr. Mark
Cotton, Tygerberg Children’s Hospital (TCH), Stellenbosch University (SU), South Africa

Informed and empowered: How youth feel about the movement toward cure —
Josephine Nabukenya, EGPAF Board Member and Youth Advocate

Community Advocate: Reflections of a mother and long-time pediatric cure
advocate — Martha Sichone-Cameron, EGPAF and Executive Director for International
Community of Women Living with HIV (North America Region)

Discussion — moderated by Dr. Lynne Mofenson
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Connecting

* Everyone is muted automatically, but all are welcomed to
engage at any point during the webinar

 Feel free to ask questions through the Q&A box (bottom of
screen) as they come to mind, we will get to all questions at the
end

 This is being livestreamed/recorded and it will be shared

* If you have any connectivity issues, chat with Sarah Dennison-
Johnson or Cosette Audi through the chat box, or email
publications@pedaids.org
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Towards a pediatric HIV/AIDS

Pediatric Cure Research
IS Here

Lynne M Mofenson MD
Senior HIV Technical Advisor
Elizabeth Glaser Pediatric AIDS Foundation
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Why is NOW the Time for Pediatric Cure?

What is New Since the Mississippi Baby?

The NEW ENGLAND JOURNAL of MEDICINE

4 s oA Viremic Relapse after HIV-1 Remission in a Perinatally
RO 70 TRt Infected Child
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Gor e 2 Katherine Luzuriaga, M.D. et g|.

The NEW ENGLAND JOURNAL of MEDICINE

N ENGL | MED 372;8 NEJM.ORG FEBRUARY 1G, 2015

Absence of Detectable HIV-1 Viremia

after Treatment Cessation in an Infant
AZT-3TC- AZT-3TC- No AZT-3TC-
Deborah Persaud, M.D., Hannah Gay, M.D., Carrie Ziemniak, M.S., Ya Hui Chen, B.A,, NV% ARY E:v
Michael Piatak, Jr., Ph.D., Tae-Wook Chun, Ph.D., Matthew Strain, M.D., Ph.D., o
1

Douglas Richman, M.D., and Katherine Luzuriaga, M.D.

27 mos undetectable
on no ART

N Engl ] Med 2013;369:1828-35. 10¢
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Several Additional Cases of HIV Remission With Very Early ART
in Perinatal HIV Infection Have Been Reported

Vieal bad IV ENA copivs pee miL plasma)

Lancet HIV 2016; 3: e49-54

HIV-1 virological remission lasting more than 12 years after
interruption of early antiretroviral therapy in a perinatally
infected teenager enrolled in the French ANRS EPF-CO10
paediatric cohort: a case report

Pierre Frange, Albert Faye, Véronique Avettand-Fenoé, Erianna Bellaton, Diane Descamps, Mathieu Angin, Annie David, Sophie Caillat-Zucman,

Gilles Peytavin, Catherine Dolifus, jerome Le Chenadet, Josiane ki, Christine ioux, Asier Sdez-Cirion, on behalf of the ANRS EPF-C010
Pediatric Cobort and the ANRS EP47 VISCONTI study group
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Hope of post-treatment control after perinatal infection?

Fighting for an AlDS-free generation
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A child with perinatal HIV infection and long-term
sustained virological control following antiretroviral
treatment cessation

Avy Violari', Mark F. Cotton?, Louise Kuhn?, Diana B. Schramm®~, Maria Paximadis*®, Shayne Loubsar'®,

Sharon Shalekoff*, Bianca Da Costa Dias*?, Kennedy Otwombe', Afaat Liberty!, James Mclntyre7,
Abdel Babiker®, Diana Gibb® & Caroline T. Tiemessen®*
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Most adults and children with HIV require lifelong antiretroviral therapy (ART), although notable exceptions exist. Elite confrollers, with a
favourable genetic profile, do not need ART for many years, and post-ireatment controliers, who began ART...

wwnwihelancet comfhiv Vol 3 January 2016
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Very Early ART — at Time of Diagnosis - is Now Standard of Care
for Newly Diagnosed Infants and Children with HIV

—Very early ART in infants
IS life-saving...

f
“ ORIGINAL ARTICLE I

Early Antiretroviral Therapy and Mortality
among HIV-Infected Infants

Avy Violari, F.C.Paed., Mark F, Cot

Abdel G. Babiker, Ph.D., Jan Steyn

Patrick jean-Philippe, M.D., and James A
for the CHER Study Team#

N Engl | Med 2008;359:2233-44.

—...and is now recommended by

WHO, US, and other guidelines

4.4 When to start ART @ggﬁﬁgg&!}n

Recommendations (2016)

ART should be initiated for all people living with HIV regardless of WHO clinical
stage and at any CD4 cell count.

* Adults (strong recommendation, moderate-certainty evidence)

* Pregnant and breastfeeding women (strong recommendation, moderate-certainty
evidence)

» Adolescents (conditional recommendation, low-certainty evidence)

* Children living with HIV one year old to less than 10 years old (conditional
ndat -certal 1

* Infants diagnosed in the first year of life (strong recommendation, moderate-
: : IR—— —
certainty evidence).
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Source: Consolidated guidelines on the use of antiretroviral drugs for treating and preventing HIV infection:
recommendations for a public health approach — second edition (3).

Guidelines for the Use of Antiretroviral Agents in
Pediatric HIV Infection

of AIDS Research Advisory Council (OARAC)

Panel's Recommendations

l* Antiretroviral therapy (ART) should be initiated in all infants and children with HIV infection (Al for children aged <3 months, Al*
for older children).

« Rapid ART initiation (defined as initiating ART immediately or within days of diagnosis), accompanied by a discussion of the

Developed by the HHS Panel on Aatiretroviral Therapy and Medical
¢ Management of Children Living with HIV—A Working Group of the Office

www.pedaids.org




HIV Diagnosis at Birth is Feasible and Being Implemented
Even in Low-and-Middle Income Settings

—Studies by EGPAF and others have = —...and is now recommended

shown point-of-care early infant for infant diagnosis by WHO
diagnosis is feasible, acceptable, and

cost-effective in LMIC...

CONSOLIDATED GUIDELINES ON

HIV PREVENTION, TESTING,
TREATMENT, SERVICE

Flavia Bianchi®, fennifer Cohn*, Emma Sacks, Rebecca Bailey, Jean-Francois Lemaire, Rhoderick Machekano, on behalf of the EGPAF POC EID DE I- IVERY AND M U NIT U RIN G :

Study Teamf Impact of Routine Point-of-Care Versus Laboratory Testing RECOMMENDATIONS FOR A

Lancet HIV 2019; 6: e373-81 for Early Infant Diagnosis of HIV: Results From PUBLIC HEALTH APPROACH

b sl bl e A J a Multicountry Stepped-Wedge Cluster-Randomized
litssur il u s sncere

g’ ) World Health

‘ﬁbj Organization

; z g : ; +
Evaluation of a routine point-of-care intervention forearly 'k ®@
infant diagnosis of HIV: an observational study in
eight African countries

Controlled Trial JULY 2021

Emma Sacks, PhD,*"* Jenmjer Cohn, MD, MPH,"* Bernard Ochuka, AIPH Haurovi Mafaune, MPH.”
Addmore Chadambuka, PhD," € ullm\ Odhiambo, PRD,*" Rose Alumhu MDD Gearge Githuka. MBChBX
Agney Mahomva, MBChB, MPH" 4n;,:'lu Mushavi, MBChB. MMed," Jean-Francois Lemaire. MSe,”

M . Fle Bianchi, MSc,” and Rhoderick Machek: PhD, MPH"
Point-of-care testing can achieve same-day diagnosis for infants ) Gy, il ol .
and rapid ART initiation: results from government programmes JAcqairinamme Befic:Synde o ¥ dhame 84 Sopplement 1 iy 132020 Recommendation (2021)

across six African countries

Point-of-care nucleic acid testing should be used to diagnose HIV among

e (B Jessica lo
e . otk e 4 RESEARCH ARTICLE infants and children younger than 18 months of age (strong recommendation,
e S e e e R The cost-effectiveness of scaling-up rapid high-certainty evidence).
pOint-Of-Care teSting fOI' ea rly infa nt diagHOSiS Source: Updated recommendations on HIV prevention, infant diagnosis, antiretroviral initiation and monitoring (22),

“We Need it the Same Day”: A Qualitative Study of

Caregivers and Community Members’ Perspectives Toward of HIVin southern Zambia

the Use of Point-of-Care Early Infant Diagnosis Gatien De 1, Phillip P. Salvatore?, Simon Mutembo %, Nkumbula Moyo*, Jane
N. Mutanga®, Philip E. Thuma*, William J. Moss'?, CatherineG Sutcliffes '
Leila Karirayt, PRD.” Bernard Ochuka, MPH," Haurovi Mafaune, MPH," Addmore Chadambuka, MPH,” 7 1, 48017
Theresa Baffour. MPH.* and Emma Sacks, PhD" PLOS ONE | https.//doi.org/10.1371/journal.pone.02482 March 8, 2021

| Acquir Immune Defic Syndr * Volume 84, Supplement 1, July 1, 2020

Elizabeth Glaser
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HIV Treatment at Birth is Feasible and Being Implemented
Even in Low-and-Middle Income Settings
—HIV treatment of neonates is —...and more potent antiretroviral

possible and being implemented...  drugs becoming available for
S JIAS n eWbO rn S A Health Literate Patient-focused Approach to the

s _ Redesign of the Raltegravir (ISENTRESS) Pediatric Kit
hJor snTicis BIDSA =

| aes socere

and Instructions for Use

Alexander Mills, BSME,* Lawrie Myers, MBA, 1 Casey Raudenbush, MSN.} David A. Vossen, BS.*
Hedy Teppler, MD,$ Yanna R. Miteva, MD,Y Suzanne Secley, MS, ) Brenda Homony, MS,** and Walter L. Straus, MD

Point-of-care testing can achieve same-day diagnosis for infants
and rapid ART initiation: results from government programmes

Safety and Efficacy of Starting Antiretroviral Therapy in
the First Week of Life

Kreowh Muswabi,'* Dhelaban Agbols.' Kara Basmer” Edvused V Capunlii’ Parich Joms-Fhel ippe. Siktusble Maya.'* Terenca Mohassved
2 Q g * Baniel R Kittirkes " Micheel B Hughes.” sod

The Pediatric Infectious Disease Journal = Volume 41, Number 1, January 2022

Rager L Shapin™®
Clinical Infectious Diseases”  2021,72(3):388-93

Trevor Peter!, Macko Dal®

skl Kran*S @ and Sl A Sacks*

Conclusions: Same-day diagnosis and treatment initiation for infants is possible with POC EID within routine government-led
and -supported public sector healthcare facilities in resource-limited settings. Given that POC EID allows for rapid ART initia-
tion, aligning to the World Health Organization's recommendation of ART initiation within seven days, its use in public sector
programmes has the potential to reduce overall mortality for infants with HIV through early treatment initiation.

Clinical Infectious Diseases

Clinical Infectious Diseases
IAIDSA (VI

ART Initiation for Infants Diagnosed With HIV Through

Point of Care and Conventional Polymerase Chain Reaction
Significant Patient Impact Observed Upon Implementation

Single Dose Abacavir Pharmacokinetics

Testing in Kenya: A Case Series
and Safety in Neonates Exposed

i 1 3 iog 1 Catherine Wexler, MPH, * May Malobu, KECHN/KRCHN, MS.} Kathy Gogyin, PAD.}§
?)beOIHt-Of-C?rSe Edarly Ianailt Dlagnc’SlS TeChnOIOgles nan Shadrack lBul'u Kale, BA,¥ Nicodemus Maosa, RCO.9 Elizabeth Mm'haki.fMtlilﬁr Brown, MSPH.* to Human Immunodeﬁciency CLINICAL SCIENCE
SCI'VatIOI‘la tu ln a aw1 Brud Gawiney. PNP. MPH . and Saruh Finocchario-Kessler. MPH, PhD* )
e e },’ 4 ’ 2 q 3 The Pediatric Infectious Disease Journal * Volume 40, Number 4, April 2021 Virus (HIV)
Reuben and:. Youyi Fong, TI:I‘IWI Magombo,” Emmanuel Saka,” Dalitso Midiani,’ Christopher Mwase,” James Kandulu,' Melody Wang,” Adrie Belker, Eric H. Decloedt Gretchen Slade.' Mark . Cotton," Helena Rabie,"
Rachel Thomas,” Judith Sherman,' and Lara Vojnov* and Tim R. Cressey™** Otz D | it in N t st
Clinical Infectious Diseases”  201867(51701-7 CID 2021:72 (1 June) » BRIEF REPORT ptlml_zmg (¢} utegraylr pltlatlon in Neonates Using
Population Pharmacokinetic Modeling and Simulation

Conclusions. ART initiation rates were significantly improved with the implementation of same-day POC EID testing compared

with referred, lOHSfl’ -turnaround laborator Y'based lfSting- Joseph Piscitelli, PharmD," Mina Nikanjam, MD, PhD,” Brookie M. Best, PharmD,"
Edward Acosta, PharmD,” Mark Mirochnick, MD,“ Diana F. Clarke, PharmD,d

Edmund V. Capparelli, PharmD," and Jeremiah D. Momper, PharmD, PhD"

Elizabeth Glaser
Pediatric AIDS Foundation www.pedaids.org
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Very Early Treatment Reduces the Viral Reservoir

SCIENCE TRANSLATIONAL MEDICINE | RESEARCH ARTICLE

The Journai of Infectious Diseases & y
Early Initiation of Antiretroviral Therapy Following In Utero !Early §ntlretro_wral .therapy in r.|eo.nates V\flth HIV-1
HIV Iifsction Is Astocited With-Low Vikal Réservoiis bist infection restricts viral reservoir size and induces
Other Factors Determine Viral Rebound adistinct innate immune profile
ﬁﬁifﬁ%ﬁﬁfﬁ*ﬁfﬁﬁﬁfﬁﬁ:ﬁﬁﬁ':;‘m"-m'ﬁ'w‘w"r Pilar Garcia-Broncano', Shivaali Maddali', Kevin B. Einkauf', Chenyang Jiang'?,
JID 2021:224 (1 Decembez) - Ce Gao', Joshua Chevalier'?, Fatema Z. Chowdhury’, Kenneth Maswabi®,
etk s 8 AIDS Research and Therapy Gbolahan Ajibola, Sikhulile Moyo?, Terence Mohammed?, Thabani Ncube?,

Joseph Makhema?, Patrick Jean-Philippe®, Xu G. Yu"?5, Kathleen M. Powis*>57,
Shahin Lockman?3, Daniel R. Kuritzkes?®, Roger Shapiro®>7, Mathias Lichterfeld>5*

RESEARCH Open Access

Early ART-initiation and longer ART duration 2 eEIT mControls A ART-treated ©/A LOD
reduces HIV-1 proviral DNA levels in children adults P=

from the CHER trial P=0.003 .

¥
- | , ~P<0000]
Helen Payne'*#'®, Man K. Chan’, Sarah A Watters™, Kennedy Otwombe*, Nel-Yuan Hsiao”, Aodel Babiker”, < P = 0.006
Avy Violari!, Mark F. Cotten’, Diana M, Gibb” and Nigel J. Kiein' 107 1 )
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The CARMA Study: Early Infant Antiretroviral 0 4 812 24 40 72 swse 9 16 years
Therapy—Timing Impacts on Total HIV-1 DNA = bk o

adults
Quantitation 12 Years Later Time on treatinent (weeks)
CarolneFoster Sara DominguezRodriguez Aledo Tagarr,:~ Tiantaylia Goulel Judith Heaney Sarah Wattes Aladair Bamiord Kty Fller? EIT: Early Infant Treatment study, diagnosed age <24 hours with FU through 96 wks

Marisa Navarro,' Anita De Rossi.* Paolo Palma,” Eleni Nastouli,* Paclo Rossi,” Carlo Giaquinto,” and Pablo Rojo’; for the Early Treated Perinatally HIV

Inocted lnividuals: mproving Cildren's Actua Lif (EPIICAL) Consortium Control: started ART at median age 4 months, blood samples at 93 weeks

Continuous Prophylactic Antiretrovirals/Antiretroviral
Therapy Since Birth Reduces Seeding and Persistence of
the Viral Reservoir in Children Vertically Infected With
Human Immunodeficiency Virus

Mastn Mussaselin'* Thanpawes Puthasshit “ Lowise Loy, Thidarat Jagimial* Panadds Savwangsiot,' Mark de Souzs,’ Piparat Suntarsttiveng
Pope * Thitipam Berkind,’ . ey  Witay "

Jullio L Mitcholl, ™ ™ Mortin L Bobs, ™ Lysie Trautmaan,” ™% - 1o 2ed
RVATS/MIVNAT 208 Stody Groups

CID 2021:73 (!

copies per 10° PBMCs

Cell-associated HIV-1 DNA

Journal of the Pediatric Infectious Diseases Society
ORIGINAL ARTICLE ..

M | Elizabeth Glaser
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Immune Adjuncts to Treatment Are Being Studied in
Neonates and in Infected Infants

The Journal of Infectious Diseases The Journal of Infectious Diseases 3
ymol
MAJOR ARTICLE ]])SA hlva . MAJOR ARTICLE %’"IDSA\_

ll ctinus Discases Sacicty of Anseried  hivmedsine assocktion

< .A.
Conference on Retroviruses I M pAACT

and Opportunistic Infections ||

Safety, Tolerability, and Pharmacokinetics of a Long- Safety, Tolerability, and Pharmacokinetics of the Broadly EXTENDE\?RS&?_;;;L‘Q‘?NP&\?E Qgg;gg’lm&":ﬁgo"‘“ AB
Acting Broadly Neutralizing Human Immunodeficiency ~ Neutralizing Human Immunodeficiency Virus (HIV)-1 e WeSuaats, o k. Soss ey 5 et o WPAMCT LI o 4 Myt P,

g P HC Irvine, Irvine, CA; *UC San Diego, San Diego, CA; *U (‘;niolido Anschutz Med:n:fj Campus, Aurora, co;)*smsucal and Data Analysis cenn(/anliel Science and
Virus Type 1 (HIV— 1) Monoclona_] Antlbody VRCO lLS 1n Monoclonal AntlbOdY VRCOI in HIV-EXPOSCCI Newborn Technelogy Research Feundation, Beston, MA; *FHI 360, Durham, NC; “NIAID, Bethesda, MD; ?NICHD, Bethesda, MD; *NIAID, Baltimore, MD

HIV-1-Exposed Newborn Infants Infants

1 2 A ‘4 I 5
Elizaboth J. McFarland, Coleen K. Cunningham 2 Petronella Muresan Edmund V. Capparolli Charlotte PerlowskiS Patricia Morgan®® Botsy Smith® L1 K- Cunningham, Elizabath J. McFarland. R Kison; s . Cippansl Jofoy. L Sash. - ovms M. Mutonson. .
Reohsa Hami 7L”m Purdue,’ Paul A. Harding, ' Gerhard Theron? Hilda mlm'mhﬂl m.’" Murli Purswani,”> Mobeen H. ro,” Britta Flach,"* Bonnie Mathieson,”" Megan E. Valentine,’ Charlotte Perlowski,’ Betsy Smith,” Rohan Hazra,” Lynette Purdue,” Petronella Muresan,"" Paul A. Harding,
X7 WL g % A % e . Rathore, ¥ Tapiwa Mbengeranwa,” Lisa-Gaye Robinson,"” Andrew Wiznia,"* Gerhard Theron,” Bob Lin,* Robert T. Bailer,” John R. Mascola,” and
Alison Taylor," Bob C. Lin,” Adrian B. McDermott,” John R. Mascola,” and Barney S. Graham"; for the International Maternal Pediatric Adolescent AIDS Barney S. Graham'™ for the IMPAACT P1112 team

SC VRCO07-523LS is safe and well-tolerated
when administered to neonates. VRC07-
523LS, with its enhanced potency, rapid

absorption, and slow elimination, can quickly

Clinical Trials Network (IMPAACT) P1112 Te
= i e JID 2020:222 (15 August) « Cunningham et al

S TREATMENT WITH BROADLY NEUTRALIZING ANTIBODIES

achieve and maintain plasma levels >10
meg/mL with dosing every 3 months.

JID 2021:224 (1 December) « McFarland et al

Conference on Retroviruses

LR IN CHILDREN WITH HIV IN BOTSWANA

Roger L. Shapiro?, Kenneth Maswabi?, Gbolahan Ajibala2, Michael Hughes!, Molly Pretorius Holme!, Kathleen M. Powis?, Sikhulile Moyo?, Bryan S. Nelson®, Marina Caskey?, Lucio Gama®, Patrick Jean-Philippe®,

Dwight E. YIn®, Edmund Capparelit®, Daniel Kuritzkes’, Mathias Lichterfeld®

Step 1: Step2: Step 3: * In this proof-of-concept study, dual bNAb
—  Recruited from Early Infant ART + dual bNAb Dual bNAbs alone | bNADbs stopped and treatment with VRCO1LS and 10-1074
Treatment (EIT) cohort (all ART re-started * Median age = 3.6 years maintained viral suppression for 24 weeks in
start ART <7 d) -4 wiek) Wpto 24 weekt) gt Al the absence of ART in 44% of children
. f irs;zs ﬁt:;e:f: overlap \':Jleve::M checed every 1:2 fazgg :::;li;f/:mL * Median CD4 count
— enrolled 28 EIT children at
age 96 weeks and RNA <40 el b S G o 1198 calls/moy’ * Newer bNAb combinations with greater
for >24 weeks prior to entry dosiis * Al were receiving breadth and potency, used in chlld.rep with
- Al subseavant il lopinavir/ritonavir- favorable pre-treatment characteristics and
* 8 weeks of overlap A possibly with longer bNAb/ART overlap, may
Intravenous bNAb infusions every 4 weeks: improve treatment success for this novel ART
* VRCO1LS: 30mg/kg IV load, 15 mg/kg IV every 4 weeks sparing strategy

* 10-1074: 30 mg/kg IV every 4 weeks

Elizabeth Glaser
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Since the Mississippi baby first demonstrated that very early therapy can
result in significant treatment-free remission of HIV:

—Very early diagnosis and treatment of infants has become standard of care globally

—Early treatment even with currently available lower potency regimens for neonates
has been shown to significantly reduce the latent viral reservoir

—New more potent treatments are becoming available for neonates

—Immune adjuvants to treatment (bnAbs) have been shown safe in neonates and
young infants

It is time to harness the changing treatment landscape of very early ART, take
advantage of the unique viral and immune aspects of perinatal infection and the
results from very early ART studies to accelerate research on assessing and
optimizing immune-based strategies for remission and cure in children with HIV

m | Elizabeth Glaser
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What is PAVE: A
global landscape of
the goals, the
membership, and
the trials occurring
all over the world

- Dr. Deborah
Persaud, Johns Hopkins
University School of L = 4ot . g
Medicine Ty A \
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HIV-1 Cure Research

« Current antiretroviral treatment (ART) is highly effective in sustaining HIV-1
replication to clinically undetectable plasma viral loads for years
(decades).

» But, does not lead to virus eradication and cure

* Immediate establishment of HIV-1 infection in long-lived resting, memory
CD4+ T cells
* intact proviruses are non-expressed
« cannot be targeted by conventional ART or host immune responses
« can be reactivated to produce infectious virus
» permitting a lifetime of viral persistence
» rendering ART lifelong Yy

* Discovery of effective immuno-therapeutics may circumvent lifelong AR, ': '3
its toxicities and stigma (goal of HIV-1 remission and cure therapeutlcs E

ai ii Pediatric Adolescent Virus Elmination




The Latent HIV-1 Reservoir
o

Naive CD4+ T Cell
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with Integrated Provirus

Figure created with Biorender.com
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10;

R A S

= =

HIV-1 Viral Load
(Logso RNA copies/ml)
=

mL
t
u-
m}.l‘.,ll;,l..,l;.;l..
{ a 0 8 W
Time off HAART (days)

1999: ART for a median 2.2 years
(mean rebound time 14 days)

Davey RT et al. PNAS 1999

e 000 paaaaaaaa——



Pediatric Case of ART-free Remission
(2013)

|
Remission
105 /
— ART No ART ART
% 19,182 c/ml 16,750 c¢/ml; 10,564 c/ml
9
o
0
I
g
Z
14
)
“Mississippi Baby” %

(2013; NEJM)

Age (months)

27 months of ART-free HIV Remission

ﬁﬁi‘i Persaud, Gay, Luzuriaga et al 2013 NEJM; Luzuriaga, Gay, Persaud et al 2015 NEJM



PAVE: Pediatric Adolescent Virus Elimination

Martin Delaney Collaboratory

/ Mission \ / Vision \
To use cutting-edge science to establish a deep and Sustained ART-free control of HIV

replication in pediatric populations of

broad understanding of the immunopathogenesis of

pediatric HIV reservoirs, across the age spectrum,
different ages and ART durations will be

AND possible with targeted approaches to

to demonstrate safety and efficacy of novel eliminate reservoirs and/or combined with

therapeutics to purge and control HIV/SIV reservoirs long-acting strategies to control viral

in nonhuman primates that will pave the way for
P P y rebound

future interventional human studies toward a lifetime

K of sustained HIV control off ART / K /




Vector Technology for Delivery

Presented at CROI 2020

VRC 603
A Phase | Dose-Escalation Study of the Safety
of AAV8-VRCO07 (VRC-HIVAAV070-00-GT)
Recombinant AAV Vector Expressing VRCO07 HIV-1

Front. Immunol., 17 March 2020 | https://doi.org/10.3389/fimmu.2020.00449 "‘
| updot

Long-Term Delivery of an Anti-SIV

Monoclonal Antibody With AAV Neutralizing Antibody in Antiretroviral -Treated, HIV-
. _ _ 1 Infected Adults With Controlled Viremia.
I8l José M. Martinez-Navio't,  Sebastian P. Fuchs!f,  Desiree E.
Mendes', [§§ Eva G. Rakasz’,  Guangping Gao’,  Jeffrey D. Lifson’ il ™ 160  DURABLE HIV-1 ANTIBODY PRODUCTION IN HUMANS AFTER
d  Ronald C. Desrosiers!”
A S R =9 e @8 Lo s 1235 AAVS-MEDIATED GENE TRANSFER
T 405 - Adoptive transfer = Joseph P. Casazza, Evan M. Cale, Sandeep Narpala, Laura Novik, Galina
§ 5 ﬁ = V. Yamshchikov, Bob C. Lin, Janardan P. Pandey, Adrian McDermott, Mario
= E 104 -300 8§ = R. Roederer, Alejandro Balazs, David Baltimore, Richard A. Koup, Julie E.
S8 6 E Ledgerwood, John R. Mascola, for the VRC603 Team
ga o0 2
[_lré 102 \ L \oors §
/ Vsencinz~” | gac8 Longitudinal Serum VRCO7 Concentrations
10" e N
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50 0 +50 +100 +150 ol
Weeks 1.0 - 25x10'? vglkg

The Miami Monkey

o
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VRCO7 Concentration (ug/ml)

o
o
T
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Week Post-Product Administration
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Investment: HIV
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year for 10 awards ~



PAVE
MDC
Team

? University of Miami
Miami, FL
. Savita Pahwa, MD
. Lesley deArmas, PhD

? Oxford University

Oxford, United Kingdom

. Philip Goulder, MA, FRCPCH,
Dphil, FMedSci

Oregon Primate Cent
Portland, OR

. Nancy Haigwood, PhD
. Ann Hessel, PhD

University of Colorado
Boulder, CO
. Elizabeth McFarland, MD

Ospedale Pediatrico Bambino Gesu
Rome, ltaly

. Paolo Palma, MD, PhD

. Nicola Cotugno, MDi

? University of Kentucky
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. Zachary Porterfield, MD )
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? University of Massachusetts «  Mario Roederer, Ph «  Sallie Permar, *  Mark Cotton, MD, PhD
Worcester, MA . Rick Koup, MD ? Duke University v . Barbara Laughton, MD
. Katherine Luzuriaga, MD . Joe Cassazaa, MD Durham, NC . Gfart VanZyl, PhD
o _ ? Johns Hopkins University «  Genevieve Fouda, MD, PhD *  Richard Glashoff, PhD
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=% " Deborah Persaud, MD Atlanta, GA Johannesburg, South Africa
* Oferlevy, MD, PhD - Robert Siliciano, MD, PhD . Ann Chahroudi. MD. PhD S o
Massachusetts General Hospital/ Ragon Institute +  Janet Siliciano, PhD . Maud Mavigner’, PhD . Ca)r/oline Tiemessen. PhD f - }
Boston, MA «  Francesco Simonetti, MD , ' YR v
«  Mathias Lichterfeld, MD, PhD +  Adit Dhummakupt, PhD ? Scripps Institute ? African Health R h Institut &h
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Project Goals

Aim 1: HIV-1 Aim,3: Eliciting s A Rbsepvapra®

Reservoirs Biology Immunity Elimination a%%:g}g\tgge
Define To enhance Immune-targeted Optimize virologic, Foster community
establishment & pediatric immunity strategies to immunologic, & engagement in
evolution of the HIV-1 & broadly eliminate virus imaging methods pediatric HIV-1
latent reservoir in neutralizing reservoirs to assess cure research
perinatal infection antibody (bNAb) efficacy of HIV-

delivery for HIV-1 1/S(H)IV cure

post-ART control interventions

off ART

Clinical Human and
cohorts & infant NHP

Infant NHP- Human and
pre-clinical infant NHP

banked studies
specimens

testing

Martin Delaney Collaboratory
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Unique Clinical Cohorts & Biobanks

BAV

Martin Delaney Collaboratory

Pediatric Adolescent Virus Elimination

IMPAACT, Botswana, South Africa

Clinical very early-treated cohorts
Studies

KwaZulu-Natal Cohort Studies

Cohort1 (blood and tonsils)

EPIICAL Consortium

Cohort 2

PHACS/AMP

CHER

The HIV CLINICAL A EXPERIMENTAL MLATFOMNM

MPAACT

International Matemal Pediatric
Adolescen t AIDS Clinical Trials Network

VV

Healthcare

i
y
7 L

I A Study of the NOW Instiutes of Health
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) ImmunityBio
Optimization and validation Greg Laird, PhD |
of Intact Proviral DNA Assay IL-15 Superagonist (N-803)
for Non-subtype B HIV I N d U Stry Jeff Safrit, PhD
, Partners
o oo © 4 SMAC mimetic /
; SO Combined TLR K\ AP inhibitors
y 4.7, 8 adjuvants PP EPIICAL Cohorts
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RF1: Basic Research on HIV Persistence

o ¥

mmmm

°:5“:~"§l.ﬂ

Scientific |
Agenda vl

RF2: Control of Rebound

RF3: Eradication
m a*, i
S’ Defective f = \
N { ‘ E=3 )
— - 2 = J g3 " " : yly _ ’ . _.:
) Antbodies g — /\'—/ — \ S - . v
) = | =11 — ( e
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Community Engagement

PAVE

Community

Executive partners and
Committee stakeholders
- % AVAC
&B‘R ey

Martin Delaney
Collaboratory



Research

Focus 1
(Basic Research)
Director: Luzuriaga
AD: Lichterfeld

Scientific
Advisory
Board

Martin Delaney Collaboratory
Pediatric Adolescent Virus Elimination

Research
Focus 2

Executive

Committee: (Control of Rebound)
MPDs, Director: Goulder
Deborah Persaud, MD Luzuriaga,
Ann Chahroudi, MD, PhD Goulder,

Safrit, Madsen

Research

Focus 3
(Eradication
or inactivation)
Director:
Chahroudi
AD: Palma

Community
Advisory
Board

Research
Industry Community Focus 4
Partnerships: Program: (Assays,Tools &
ImmunityBio A. Agwu, imaging modalities)
Inimmune M. Cotton Director: Persaud
AccelevirDx AD: Pahwa

Collaboratory

® Virus Ekmination



RF1

RF2
human
studies

RF3

Inform
development of
clinical trials and

biomarker studies
RF2 - ) to achieve and
NHP HIV remission and
studies I B cure in perinatal

infection

human
studies

RF3
NHP
studies

RF4 tool
optimiza
tlon Martin Delaney Collaboratory

Pediatric Adolescent Virus Emination



Pediatric Case of ART-free Remission
(2013)

|
Remission
105 /
— ART No ART ART
% 19,182 c/ml 16,750 c¢/ml; 10,564 c/ml
9
o
0
I
g
Z
14
)
“Mississippi Baby” %

(2013; NEJM)

Age (months)

27 months of ART-free HIV Remission

ﬁﬁi‘i Persaud, Gay, Luzuriaga et al 2013 NEJM; Luzuriaga, Gay, Persaud et al 2015 NEJM



IMPAACT P1115: Accrual

460 infants enrolled in two cohorts at 30 sites in 11 countries
between January 2015 and December 2017

Cohort 1 Cohort 2

.N?‘HO el infan.ts, N=20 infants diagnosed
(TLETEE] GIn (oIS ETEUNG with in utero infection

il Withibr!r‘:ﬁ hours of enrolled within 10 days of
: age and continued ART

1 on-study

(initiated NVP-based

s4.of 36 dlagnosediwith triple-ARV regimen within o
in utero infection 48 hours of birth) v o
continued ART on-study IMPAACT

lllllllllllllllllllllllllllllllllllll
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Very Early Treatment Reduces the Viral Reservoir

Ihe Joxrrse! of fectixss Diseases

MAJOR ARTICLE .?’."I.I)S‘\.% .

Early Initiation of Antiretroviral Therapy Following In Utero
HIV Infection Is Associated With Low Viral Reservoirs but
Other Factors Determine Viral Rebound

L T l—-a-l-..'n-u—Am.'hﬁu—'&w“‘“whu"um'uw'
Vorwhart Whamtaana ' nabetie fot’ Muburadean Arshary* Andrans Gooll " Manrmen lumad ' Mare € Garvie Gumrmn.” Prbipps & Mosthews
Toands Nduag's V04 Marke € P - oy PORACEEE e

D 2021:224 (1 December) «
Payre ol ACS R Ther  (200) AS8)

oy BBA2942.00-00388 AIDS Research and Therapy

Early ART-initiation and longer ART duration 2

reduces HIV-1 proviral DNA levels in children

.

from the CHER trial

Meson Payne' @, Man K Chan’, Sacah A Watters™, Kennedy Cowombe*, Nt Yuan Muiad®, Abdle! Sakvker
Moy Wokarl', Mark F Conoe’, Dira M. G2 and Nige! | Ve

Chrveal Moctions Dissases

[ MAson Anvicie ] IDSA =
Continuous Prophylactic Antiretrovirals/Antiretroviral
Therapy Since Birth Reduces Seeding and Persistence of
the Viral Reservoir in Children Vertically Infected With
Human Immunodeficiency Virus

Mte Manssnite * Thanymmen Pumanshi * Lonss Laprs ' Thaborst Jupone. ' Punabds fammmguonts ' Mad de San ' Papos busts itmeny
Pope Kasaiadios ' Mtigurs Butid ' Suparst . O “« * Wiays Puntuctal *

Aot L Mt T Mt L B Lyt e yoam, Chnd . boe T -
FATNNIVRAT 290 Sarty Grvepe

CID 202073 (1 August)

Jona) (¥ M Pndaty e fons [aeatey Seowty

DRIGINAL ARTICLE .-

The CARMA Study: Early Infant Antiretroviral
Therapy—Timing Impacts on Total HIV-1 DNA
Quantitation 12 Years Later

Carsbon Foutnc Sare Domingoar Radrigoec.’' Nirede Togorra ' Triamialyhs Ghoniell ' Judith Heaney ' Saroh Wetterr. ' Mandait Basverd ' Kany Fulec
Marian Narvarre.' Anke De Rosal’ Pacte Palma. ™ Blend MastenlL ' Pasls Rossl." Carle Giaguiete.' and Pable Raje’. for the Early Tonamed Perinatally NV
Ietected Individuals Smprening Ouldrens Actaal Life (PICAL; Consarvasn

SCIENCE TRANSLATIONAL MEDICINE | RESEARCH ARTICLE

HIV

Early antiretroviral therapy in neonates with HIV-1
infection restricts viral reservoir size and induces
adistinct innate immune profile

Pilar Garcia-Broncano', Shivaali Maddali’, Kevin B. Einkauf'?, Chenyang Jiang'?,

Ce Gao', Joshua Chevalier'?, Fatema Z. Chowdhury', Kenneth Maswabi?,

Gbolahan Ajibola?, Sikhulile Moyo?, Terence Mohammed?, Thabani Ncube?,

Joseph Makhema?, Patrick Jean-Philippe®, Xu G. Yu"?3, Kathleen M. Powis**57,
Shahin Lockman?3, Daniel R. Kuritzkes?®, Roger Shapiro®>7, Mathias Lichterfeld'%5*

oEIT wControls & ART-treated 9,4 LOD
adults

r-§éi
w0 r £=0006 = '

>

°
g " 10 AP-101
o3 i
0 . 1
> ° ®
2 . AP-104
T, W0 ""o * AP-105
27 * APp-106
58 AP-107
o S0 AP109
g : 1 e AP-110
2 A * PP-201
T v
)

W'
0 4 a2 M amed  TI B 9 16 years
Em Controls ART-treated
Time on treatment (weeks) =

EIT: Early Infant Treatment study, diagnosed age <24 hours with FU through 96 wks

Control: started ART at median age 4 months, blood samples at 93 weeks

Lynne Meryl
Mofenson, MD

Martin Delaney Collaboratory
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Why Focus on HIV-1 Cure

Dybul*, Timathy Attoye, Solange Baptiste, Peter Cherutich, Francois Dabis, Steven G Deeks, Carl Dieffenbach, Brian Doehle
een M Goodenow, Adam Jiang, Dominic Kemps, Sharon R Lewin, Murray M Lumpkin, Lauren Mathae, Joseph M McCune, Thumbi Ndung'y

s Nsubuga, Holly L Peay, John Pottage, Mitchell Warren, lzukanji Sikazwe, on behalf of the Sunnylands 2019 Working Group

Effective curative interventions could:
Prevent new infections
Overcome the limitations of antiretroviral therapy

Combat stigma and discrimination
Provide a sustainable financial solution for the HIV-1 pandemic control

Dybul M. et al. Lancet HIV 2021
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Current trends in
data: Broadly
neutralizing
antibodies and

animal models
— Dr. Mark Cotton, Tygerberg
Children’s Hospital (TCH),
Stellenbosch University (SU),
South Africa
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HIV-1 entry into host cell

V3, V1/V2 shift to expose \ '
i N ¢
‘ffumemiimmuﬂw it W JFWHHW (W WM mn» t;! il

JUL
CCR5 Fusion
peptide

- Viralfusion & entry HIV eny

 gp120 X3
« gp41 X3

Martin Delaney Collaboratory
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How is HIV-1 envelope protected from Abs?

* Env spikes sparse (10 per virion)

* Intense glycosylation hides cos
conserved areas

binding site
 Non-functional gp120 & gp41 ‘A

mm== Decoy Abs

MPER — membrane proximal external region Gama L and Koup RA. Annual Review of Medicine Oct. 2017
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1991 — 1st description of bNAbs

A large array of human monoclonal antibodies to type 1 human
immunodeficiency virus from combinatorial libraries of
asymptomatic seropositive individuals

(AIDS/antibody repertoires/passive immunization/filamentous phage/phage surface expression)

DENNIS R. Burton*t, CarLOS F. BArBAs I11*, MATs A. A. Persson*¥, ScotT KOENIGS,

ROBERT M. CHANOCKY, AND RICHARD A. LERNER*

*Departments of Molecular Biology and Chemistry, Scripps Research Institute, 10666 North Torrey Pines Road, La Jolla, CA 92037; $Laboratory of
Immunoregulation and YLaboratory of Infectious Diseases, National Institute of Allergy and Infectious Diseases, National Institutes of Health, Bethesda, MD
20892; *Krebs Institute, Department of Molecular Biology and Biotechnology, The University of Sheffield, Sheffield $10 2TN, United Kingdom; and
Department of Medicine, Karolinska Institute, Karolinska Hospital, Box 60500, S-104 01 Stockholm, Sweden

Contributed by Richard A. Lerner, August 22, 1991

ABSTRACT A panel of human monoclonal antibody Fab
fragments has been generated against the surface glycoprotein
gpl1Z0 of type 1 human immunodeficiency virus (HIV) by
antigen selection from a random combinatorial library ex-
pressed on the surface of filamentous phage. The library was
prepared from 5 ml of bone marrow from an asymptomatic
individual who has been HIV-positive for 6 years. The anti-
bodies have high affinity for antigen (mostly with affinity
constants of >10° M~") and notable sequence diversity. Given
appropriate donor selection, the methods described should
allow the generation of antibodies for the evaluation of passive
immunization as a therapy for AIDS.

numbers of monoclonal antibodies against the virus is un-
likely to suffice. Third, it may be necessary to examine many
antibodies to find rare but highly effective molecules. Anti-
bodies could be rare either because they are present as minor
components of typical responses or because they are present
in only a few individuals.

Similarly, the study of large numbers of human antibodies
should accelerate vaccine design. Recent vaccination data in
nonhuman primates have shown the development of protec-
tive immunity against HIV-1 in chimpanzees vaccinated with
recombinant gp120 (9) and against HIV-2 in cynomolgus
monkeys vaccinated with whole killed virus (10). These

Martin Delaney Collaboratory

Pediatric Adolescent Virus Elimination




Where do bNAbs act?

V2-glycan site
V3-glycan epitope

CD4

i ‘ binding site

Membrane proximal external region (MPER)
CD4 binding site (CD4bs)
gp120-gp41 interface, (includes fusion peptide)

a &~ 0 nh =

Gama L and Koup RA. Annual Review of Medicine Oct. 2017
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The rise of the bNAb against HIV

+ 1st generation — phage display / B cell =

immortalization e
» B cell culture & microneutralization |——=S=====
- B cells isolation by flow cytometry e e

* Long-acting — Fc Receptor adaptation

» Soluble recombinant Env trimers e e
* Deliver bNAb DNA through Adenovirus e
carriers — continued production e ———




Timing of antibodies to HIV-1

Binding Strain-specific bNAbs
antibodies NAbs
A—_Z >
2 3 4
Week post-infection Years post-infection

bNAbs have no lasting benefits to their hosts
Moore PL. Curr HIV Res. 2018 | E ﬁyé

Martin Delaney Collaboratory




bNADbs: Higher Prevalence in Pediatric
than Adult HIV Infection

.
254

A —— 5 75% (64/85) pediatric &

hd : 19% adults with Abs

Vi lized
P < 0.0001 ol o neutralizing =250% of
_P=013 B >50% B 25-49% [ <25% 16-viruses panel
1004 eeee & (p=<0.0001)

g sssve u PNP Pediatric Adults _ _
Rl T, P ’ progressors - High plasma viral load &
3 years of exposure drive
§ 50 bNADb development
S
3

Muenchoff M et al. Sci.Transl. Med 2016




Potential roles for bNADbs in children

Treatment Prevention
» Suppress viraemia . _Verticgl transmission
» Control viraemia during ART including breastfeeding

iInterruption
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3BNC117 & 10-1074 Suppress HIV
Viremia in Adults with chronic HIV

3BNC117 (30mg/kg) 10-1074 (30mg/kg)

N=10 N=11 o 1HC1
@ 1HC2
@ 1HC3
@ 1HD1
@ 1HD4K
@ 1HD5K
@ 1HD6K
@ 1HD7K
- 1HD8K
@ 1THD10K
-0 1HD11K

o

Alog,o(copies mi™)
Alog,, (copies/ml)

O gAg® p2 b 10 b o a1 40 4O B\

0 7 14 21 28 42 56

Days after infusion
Days after infusion

Mean VL 1.48 copies/ml decline >4 weeks Mean VL decline 1.52 copies/ml >4W

Caskey, Klein et al., Nature 2015 Caskey, Schoofs et al., Nature Medicine 2017

Martin Delaney Collaboratory
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3BNC117 & 10-1074 Suppress HIV
Viremia in Adults with chronic HIV

3BNC117 (30mg/kg) 10-1074 (30mg/kg)

N=10 N=11 o 1HC1
@ 1HC2
@ 1HC3
@ 1HD1
@ 1HD4K
@ 1HD5K
@ 1HD6K
@ 1HD7K
- 1HD8K
@ 1THD10K
-0 1HD11K

o

Alog,o(copies mi™)
Alog,, (copies/ml)

O gAg® p2 b 10 b o a1 40 4O B\

0 7 14 21 28 42 56

Days after infusion
Days after infusion

Mean VL 1.48 ¢ bNAD resistance in rebounding virus SAW

Caskey, Klein et al., Nature 2015 Caskey, Schoofs et al., Nature Medicine 2017

Martin Delaney Collaboratory
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VRCO1 suppresses HIV Viremia in
Adults with chronic HIV

VRCO1 (40mg/kg)
N=8

_[10-
0.5
0.0 . R e o, -
-0.57

-1.0-

-1.57

Alog,, virus load (copies/ml)

©

’.
4. | T TR R R S o7 P s e S S R P M N P
0 2 4 6 8 112 14 16 18 20 22 24 26 28 30

Days after VRCO1 infusion
11 .1-1.8 log4o HIV RNA if susceptible

2/8 with pre-existing resistance

Lynch R et al., Sci. transl. Med. 2015




3BNC117 delays rebound during ART
interruption (ATI)

u
SBNC117 (S0 mg kg™" Lv.) IBNC117 {30 mg kg i.v)
Vo ¥ by b
L b e T PR T | ] | 1
RIS l;t | | | Y
Screen 0 1 234 567 8 9101 1214 24 3 Sceen 012 34567 891011 38
Rebound Rebound

3BNC117 in ART interruption

Delay in rebound vs # infusions
* None: - 2.6W

100+ — No bNADb
e X2:5-9W — +3BNC117
e X4: 19W 751 p= <1e-05

% Below 200 copies/ml
(@)
o

O 5 10 15 20
Weeks of ATI
Individuals pre-screened; ATI-2 days after 15t 3BNC117 infusion

Martin Delaney Collaboratory

ﬁﬁi ii Scheid et al., Nature 2016
°



2 bNADbs: longer rebound delay than
1oNADb (ATI)

3BNC117 + 10-1074

(30 mg/kg)
\ \ v
v v v
ATI
Rebound
Screen -2 0 3 6 12 30 Weeks
L Assesment of latent reservoirJA
Waeks of ATI
C
Initially controlled participants Sensitive reservoir Resistant reservoir
1001+ M0 re1— — No bNAb
§§ B Lt — 3BNC117
a . — 3BNC117 +
% 8] 5 10-1074
&g % il
0 =‘.'- . . . 0 . S y . . r . .
0 5 10 15 20 25 30 O 5 10 15 20 25 3N 10 15 20 25 30
Weaks of ATI Weaks of ATI

ATI-2 days after first infusion
2bNAbs delayed viral rebound for 5-30 weeks; median 21 weeks (Panel C)
(historic controls 2.3 weeks)

Martin Delaney Collaboratory

Mendoza P et al., Nature 2018



Vaccinal effect of bNAbs — added benefit

« 3BNC117 enhancement of humoral responses to Tier 2
viruses (Schoofs T, Klein F. et al., Science 2016)

 Nonhuman primates: early ART < 3 days of infection=>CD8-
mediated control of SHIV infection (Nishimura et al. Cell
Host Microbe 2017)
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bNADbs for children

Promote early .

Virus neutralization activity
virologic - Vaccinal effects
control
Maintain . Virus_ neutraliza’gon activity
Virologic * Vaccinal effects”
Suppression * Eliminate HIV-infected cells in primary
ARTTree N eize & diversity laent HIV
remission and |——> lsize  civersity faten
cure reservoir

« Potential “vaccinal effect”; to improve
immune responses in perinatal infection

* Protect from viral rebound during ATI

» Clear reservoir when using latency
reversal agents




bNAD trials in children

Age at Sample size (N) Status

Intervention Will VRCO0O1
reduce HIV
reservoir?

Country Intervention

Infants

1 IMPAACT 2008 Many Early ART +/- VRCO1 | 72 hours-12 64 Complete
weeks
IMPAACT P1115 AZT/3TC/NVP/ Neonates 445 mother-lnfant '
2 Many pairs Enrolling

(Version 2.0) Raltegravir +/- VRCO1 | <48 hours

(45 HIV+ infants)

Maintenance Therapy in Suppressed Children

ART followed by 2 596 weeks Will early
3 VO1-Trial Botswana bNabs ART 40 CROI 2022 SAEAARY
(Roger Shapiro) (VRCO1-LS and 10- +/1 VRCO1
1074) suppressed ;
induce
. ART followed by 2 2-9y remission?
4 uol-Trial SA bNabs ART 48 In development
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MPAACT

\._ International Maternal Pediatric
Adolescent AIDS Clinical Trials Network

1st bNAb study in infants 2nd bNADb study in infants
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Tatelo trial — ‘the next thing’

Treatment with broadly neutralising antibodies in children with HIV in
Botswana

N =28

* ART (LPV-r) from <7d

* VL <40 copies >24w at entry

* Median CD4 1198 cells/mL

* Age at entry — 2.4 to 5.6y

* Monitor X8w

* Add VRCO1LS & 10-1074: weeklyX4
« Stop ART for 24W

* Primary endpoint: # with undetectable VL at 24W




Tatelo Outcome

S VL detected X2 |

N = 6: Safety & PK: VRCO1LS & 10-1074 4 weekly X8

Stop ART X 24W

N = 20: VRCO1LS & 10-
1074 4 weekly X2

Stop ART X
24W

ART restart: VL >400 copies




Rebound VL (HIV RNA copies/mL)

« Mean VL17,400

* 4 with VL >100,000
« 1>106

 All suppressed again on ART




Infant rhesus macaques SHIV infection model of HIV
breastmilk transmission

Late ART with treatment interruption (ATI) (n=10)

ART
: Triple formulation daily s.c injection (TFV, FTC, DTG) ATI
"\C O O O O >
2 6 8 10 12 14 16 20 24 28 32 36 40 44 47 51 56 58 60 62 66 70 74 78 81 84 Nx
Age: 4 weeks
18wpi
Intermediate ART with treatment interruption (ATI) (n=10)
ART
: Triple formulation daily s.c injection (TFV, FTC, DTG) ATI
2 6 8 10 12 14 16 20 24 28 32 36 40 44 47 51 56 58 60 62 66 70 74 78 81 84 Nx
Age: 4 weeks
12wpi
Early ART with treatment interruption (ATI) (n=10)
ART
: Triple formulation daily s.c injection (TFV, FTC, DTG) ATI

2 6 8 10 12 14 16 20 24 28 32 36 40 44 47 51 56 58 60 62 66 70 74 78 81 84 Nx

Legend: <> Infection 1 ART Initiation Q LN biopsy ‘ Necropsy Martin Delaney Collaboratory

E ﬁi ii SHIV.CH505 (Oral)




Triple combination bNAbs demonstrate high neutralization
potency and breadth against a cross clade SHIV panel

Neutralization (IC50 pg/ml)

3BNC117+PGDM1400+PGT151

3BNC117+PGT145+PGT151

3BNC117+VRC26.08+PGT151

CH235.12+PGDM1400+PGT151

CH235.12+PGT145+PGT151

CH235.12+VRC26.08+PGT151

CH31+PGDM1400+PGT151

CH31+PGT145+PGT151

CH31+VRC26.08+PGT151

Martin Delaney Collaboratory

Clade C Clade B Clade A CladeD Pediatric Adolescent Virus Elimination
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We encourage all to participate!

= We will prioritize questions coming in via the Q&A
= Click the Q&A box at the bottom of the screen, type in your question(s)
and hit send — hosts will be notified and respond to your question.
= We are also scanning the Facebook Livestream in case there are any
additional questions
« We may not be able to get to all questions. If we are unable to get to your
question, please email publications@pedaids.org with it. We will respond to all
questions by the end of the day.

Elizabeth Glaser .
Vﬁi Pediatric AIDS Foundation www.pedaids.org

Fighting for an AIDS-free generation
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