Smarter Studies
i i Better Health
Trials Unit
.

Paediatric HIV infection: antiretroviral ;:..;; Penta
treatment, management LEF Child Health Researc

and longterm care farmta
Ala GASTRG | i Inserm
o SAM
PENTA 20 Di Gibb GF PEDINATAL HiV
N Diana.gibb@ucl.ac.uk F EAST.,\ PESEARCH UNaT

Hon g Kon g Feb 2026 Fluid Expansion As a Supportive Therapy

T 8

SHINE D +2

[\
B
o
S o



mailto:Diana.gibb@ucl.ac.uk

Outline

AEpidemiology of Paediatric HIV
AHIV diagnosis
ANatural History of Paediatric HIV and Clinical presentations

AAntiretroviral Therapy
AWhen to start
AWhat to start and updates in 2025/2026

AOther treatmentsmanagment
AProphylaxis for opportunistic infections and late disease presentation

AAdolescents
AModels of care and transition to adult care

ALife course data is needed



Outline

AEpidemiology of Paediatric HIV
AHIV diagnosis
ANatural History of Paediatric HIV and Clinical presentations

AAntiretroviral Therapy
AWhen to start
AWhat to start and updates in 2025/2026

AOther treatmentsmanagment
AProphylaxis for opportunistic infections and late disease presentation

AAdolescents
AModels of care and transition to adult care

ALife course data is needed



2024: 2.4 million children and adolescents
aged 019 living with HIV

A Among the 1.4 million children-D4 years:
A Most (86%) live in the Global South

A Estimated numbers of children and adolescents with

HIV in ASIA and Pacific: \\(
A approximately 120,000 to 130,000 children aget {'P Lo
0¢14 years are living with HI'9% of the global total). %
R /

A Around 10,000 children in the regiorewly
acquired HIV in 2024

Remaining regions (3%)

Asignificant__l_aurdens in Indonesia, India, Papua New et and ot and
Guinea, FIJI Central (9%)
i . _ . ~ Africa (28,%)
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(UNICEF estimated 7,000 in 2007) EZitgrn
southern
Africa

(59%)

Latin Ameri
(2%)

UNAIDS epidemiological estimates, 20Rtps://aidsinfo.unaids.org/ https://www.unicef.org/hiv)



https://aidsinfo.unaids.org/
https://www.unicef.org/hiv

Considerable progress over the past decade
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Steepest decline in HIV infections in children has been In
Eastern and southern Africa

350000

5
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Mumber of new HIV infections in chidren (0-14 years)
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Source: UNAIDS epldemiological estimates 2025 (hitps:/faldsinfo.unalds.org/).

UNAIDS Global AIDS Update, 2025



Testing and treatment 9895-95 cascade among children

95-95-95 UNAIDS target§;

I I I I I95%targe

People who know the Peaple on

A First 95:HIV status is known for 95%
A 63% children vs 87% adu(gap 24%)
A >1/3 children not diagnosed
A (and cannot be started on ART)

Percent
o B B B & 8 8 & 8 8

People living with HIV

wha know their HIV status and who are an antiretroviral
ctatus antiretroviral treatment treatment with
. . suppressed viral load
A Second 9595% of those diagnosed receive ART ™ Children, ages 0-14 ™ Adults, ages 15+

A 87% children vs 89% adults (gap 2%)

Viral suppression among people on ART

[y

o5 BEE88 83888

A Third 95:viral suppression <1000 c/mL for 95% of
those treated

A 85% children vs 94% adu(tgap 9%)

_./_-——_—_

among those on ART

U New effective and safe chilfriendly ARVs
are essential to improve outcomes

Percent with suppressed viral load

2015 2016 2017 2018 2018 2020 2021 2022 2023 2024

mfdults 15+ years === Children 0-14 years

Source: UNAIDS epidemiological estimagi25(https://aidsinfo.unaids.org/)
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HIV testing and treatment cascade, by age and sex, Asia and the Pacific, 2024

Figure 10.3. HIV testing and treatment cascade, by age and sex, Asia and the Pacific, 2024
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Source: UNAIDS epidemiclogical estimates 2025 (https://aidsinfo.unaids.org/).



Diagnostic test of choice for HIV

If HIV-infected -
establish level of

infection in Children A
Age . .
Serolo Genomic Viral
9y Amplification |Parameters
HIV viral | d HIV viral load
>18 : viral 10a CD4 count
mths HIV antlbOdy (RNA) Baseline HIV
resistance
HIV antibody +
category C/ stage 4 HIV DNA PCR |
condition HIV viral load
<18 or CD4 count
" B line HIV
MINS 1in an infant makes an HIV viral load ref{;!]nece
HIV diagnosis highly (RNA)

likely

A positive HIV result should always be confirmed by another test




Also important:
Lack of HIV antibody In early treated infants

100
|

U Early ART prevents HIV antibody

production:

U in 50% infants starting ART <3 months
U No correlation with DNA PCR reservoir

|

80

Percentage of seropositivity

HIV antibody cannot be used to
confirm HIV status in children started
on early ART,; They are NOT CUREL

4
0
|

0-12wks 12-24wks >24wks

Age in weeks of ART initiation

H.Payneetal Lancet Infectious Diseases 2015



Findingmissing children: early infant diagnosis (E@

VEID _iS now available in ne_arly EID = testing before age of 2 month
all high-prevalence countries
EID limitations

Increasmgly Poirot-care C Where ART in pregnancy is high,
C However, the EID coverage is EID has lowyield of positive

very variable between regions samplgs | | Possible solutions / ways forward:
and countries C EID will not pick up: X C}ommqnity po_(E”? may t‘elp )
A Infants, whose mothers not G2 Sy3I-8-85HRQKAR
100 EID coverage, 2@ engaged in care populat|on§
. A Adolescent and young x testing infants throughout and
mothers are o at end of breastfeeding
. overrepresented in this

group” x test older children

- A Infants who acquire HIV during
) breastfeeding

. A Older undiagnosed children
x Most undiagnosed children are

40 37

Clobal Asia and the Pacific Caribbean East and Southern Africa West and Centrgl Africa aged >2 years (63% are aged 5
Period <> 14)
2010 - 2022 | 022
Source: UNAIDS epidemiological estima®@232024 (https://aidsinfo.unaids.org
*Bianchi et al. Lancet HIV 2019; Jani et al. LIFE studpriRt€024 “*PEPFAR Panorama Spotlight Datasets 2024 ‘ _ _
A"Tassembedet al. AIDS 2024 "Gross et al PIDJ 2023 #Tembo et al. Global health: Science and Practice 2022

**CHAI. HIV Market report 2023



Innovative approaches to HIV testing

Digital Health

A Algorithmbased alerts for EID providers and
lab staff and text appointment reminders

V Earlier EID testing and ART initiation
V Higher retesting at the end of breast feeding

V Costeffective

Oral mucosal POC HIV tests
V Rapid V No bloods V High acceptability
V Lowtech V Costsaving V Feasible

of infants enrolled in What
the HITSystem defines
received complete EID <°mrlete
services VS. 60% A

A Fay ervices
who received existing for an HIV
standards of care. Exposed

infant?

=
O
PCR Testing to prophylaxis for

opportunistic
detect H !:\fedion

Mother Initiation of Re-test at 9 & 18
notified of ART for HIV + months for HIV
test results infants negative infants

...-
P To

HIV / AIDS HITSystem

.
o
.

) ':

Implemented
at 300
facilities in
Kenya,
Malawi,
Tanzania,
Nigeria

Caregiverassisted tests ~ Community-based seHtests

Steckeret al. FASTER. HIV Ped Workshop 2022 UNICEF. Adolescent HIV prevention. 2024

XXXFinoccharieKessler et al. Lancet Global Health 2023

Chikwariet al. JAIDS 2018teckeret al. HI\VPediatricsVorkshop 2022; Wilson et al. AIB8hav2022;
Chokoet al.PLoSMed 2015; TonetWolyecet al. Med Mal Infect2020; HectoiPLoSOne 2018




Early Infant Diagnosis Test Results by Entry point
Kenya 2014
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Catchup testing needed to reach children with Hi
who are not yet diagnosed

Sick child clinic: Family index case Well-child clinics School or
TB All family Test motherst child community-based

screening
Malnutrition members of HIV+ (consider unintended

cases consequences Adolescent health

services

(legal age of consent issues)

In/Outpatients

TARGET KEY GROUPS (higher yield) POPULATION LEVEL

Cost effectiveness varies by settingrevalence(populationlevel strategies for high HIV prevalence settin@d HIV
age distribution, maternal ART, EID and puetial prophylaxis coveragq need more implementation data

Dunning et al. JIAS 2023tanicet al. Open Forum ID 2022; McCann et al. JIAS 2Ki2¥ageet al. JIAS 201&hikwariet al. Lancet HIV 2021; Dunlop et al. PIDJ 2023; Gross et al PIDJ 2023
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First kids with HIV at Great Ormond Street
Childrens Hospital, London-| at e 1980s é

2';‘3*’ GIRLS 101h, 501h and 90th centiles




Infants with HIV can
become sick very rapidly

Respiratory disease
Encephalopathy

Gl symptoms & wasting
Recurrent URTI O0s
Recurrent oral thrush _
Hepato-splenomegally / lymphadenopathy |




Infants presenting with severe HIV - AIDS

Multi-system involvement:
Submandibular abscess
Severe wasting
Developmental delay

(CMV) rAet|n|'1s




OBSERVER SUNDAY 21 APRIL: 1991
Child Aids
crisis leads
to first
family
clinic
Annabel Ferriman

Health Correspondent

BRITAIN’s first family Aids
clinic is to open next month at
Great Ormond Street Children’s
Hospital in London to deal with
the growing Aids crisis.

Doctors at the hospital are
facing the problem of whole
families discovering they are

HIV and AIDS in Children

T
A Guide for the Family p 3 ™
> ) b .j [

Archives of Disease in Childhood 1997;77:478-482

S| ORIGINAL ARTICLES

A family clinic—optimising care for HIV infected
children and their families

Diana M Gibb, Janet Masters, Delane Shingadia, Sue Trickett, Nigel Klein,
Candy Duggan, Vas Novelli, Danielle Mercey

In London, detection of HIV infection in
i- previously undiagnosed pregnant women is
only around 10%,’ and an infected child is fre-

Abstract
A family clinic providing specialist paed
akataanad adalt madical testing: counsel=
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A family clinic—optimising care for HIV infected
children and their families

i

1 cant make you sick

Diana M Gibb, Janet Masters, Delane Shingadia, Sue Trickett, Nigel Klein,
Candy Duggan, Vas Novelli, Danielle Mercey
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Could this child have HIV?

=NT Haematology

Dentist\ \ /

——Pulmonology

PICU

Dermatology —~ [ FE e : Neurology
~ BEEFE Social Services

Immunology
Oncology Gastroenterology



Clinical Features of HIV Infectior §*

Progressiveé encephalopathy

Suppurative Anaemia
ear infection 7@ Frequent nose bleeds
,-,.‘w;_‘Se,vere oral thrush
Enlarged parotids -F
Y Failure to thrive
Enlarged lymph = — l
nodes -
»——". 3 4
e~ 1 ;‘. ™N i
:‘ | L S

Enlarged liver
and/or spleen

A\ \ |~ ¥
/{ ! \ = ‘
P 1 \ Severe pneumonia
i B
| \.\ LIP
! v S
r

Clubbing Pneumocystis carinii

= Severe nappy rash

infection

Recurrent or persistent
diarrhoea

| \
o { / \ T—~— Easy brusing
L =T 3 / \ AN

PO —— v;\,:
Unusual organisms
e )




This 15 month old child with HIV has a chronic cough
& poor growth. He has had BCG, his grandmother was
treated last year for TB.

What do you think he has?



Symptomatic Lymphocytic
Interstitial Pneumonitis
F

WHO stage 3

Parotitis & Lymphoid interstitial pneumonitis (LIP)
Associated with better survival in pre HAART era

Usually good CD4 count with
Possible interaction between

nigh HIV viral load

HIV and EBV



A 4 year old child with a fever and cough presents to hospital,
He has generalised lymphadenopathy & hepatosplenomegally
This is his blood film 7 what's your differential diagnosis?




A 4 year old child with a fever and cough presents to hospital,

He has generalised lymphadenopathy & hepatosplenomegally
This is his blood film 7 what's your differential diagnosis?

W WV

|- & S

All children with persistent thrombocytopenia
should have an HIV test:

Z Z platelets occurs I n up
May be the presenting condition

Not correlated with immunological status

t



PCP | ' ,

Candidiasis : |

Mycobacterium infection ' ,

Other opportunistic infection ' )

Recurrent bacterial infection I

Kaposi sarcoma ]

Other cancer ‘ ,

A
v av
| - o g
Wasting syndrome , '»v«

Encephalopathy ,

10 15 20 25
AIDS diagnoses, %

0 CASCADE OHPPMCS

CASCADE - Current CD4 Cell Count and the Short-Term Risk of AIDS and Death
before the Availability of Effective Antiretroviral Therapy in HIV-Infected Children (n =

3244) and Adults (n = 3497).
Dunn et al The Journal of Infectious Diseases 2008; 197:398i 404

30



First HIV presentation in children /
Young People over 10 years of age

May have mild symptoms during childhood that we
fail to recognise as HIV infection

May present for first time in 2nd decade of life

‘Don’t Forget
the Children’

Guidance for the HIV testing of

children with HIV-positive parents

When any family member is diagnosed with HIV then ALL other
members should be offered the test, what ever their age, &
whether they have symptoms or not



Resource rich settings - 20% of infants progress rapidly

100 rz European Collaborative

A 18% 21% Study 1999
8017
129 : DEAD
ol X 17%: dead / C
5 36% 20% by 1 year
3 40 51%
e 48% by 10yrs
20
24% B
. 8% , 5% annual

0 ' 2 3 4 5 6 ~ progression to
age (years) death / C

FIG. 1. Clinical classification by age. Shaded areas depict the estimated percentage of children in each of the categories at a given
age (n = 392). Solid lines show theflestimated cumulative percentage of children who have not fulfilled the criteria for a given or more
severe category.

e Of v i i Deﬁdency o e Bone e Iogy’ _2

Symptom Category & Survival before ART



HIV In African
Children

Mortality of infected and uninfected infants born to
HIV-infected mothers in Africa: a pooled analysis

Marie-Louise Newell, Hoosen Coovadia, Marjo Cortina-Borja, Nigel Rollins, Philippe Gaillard, Francois Dabis, for the Ghent intemational AIDS
Saciety (IAS) working group on HIV infection in women and children*

Summary

Background HIV contributes substantially to child mortality, but factors underlying these deaths are inadequately
described. With individual data from seven randomised mother-to-child transmission (MTCT) intervention trials, we
estimate mortality in African children born to HIV-infected mothers and analyse selected risk factors.

Methods Early HIV infection was defined as a positive HIV-PCR test before 4 weeks of age; and late infection by a
negative PCR test at or after 4 weeks of age, followed by a positive test. Mortality rate was expressed per 1000 child-
years. We investigated the effect of maternal health, infant HIV infection, feeding practices, and age at acquisition of
infection on mortality assessed with Cox proportional hazards models, and allowed for random effects for trials
grouped geographically.

Findings 378 (11%) of 3468 children died. By age 1 year, an estimated 35-2% infected and 4-9% uninfected children
will have died; by 2 years of age, 52-5% and 7-6% will have died, respectively. Mortality varied by geographical
region, and was associated with maternal death (adjusted odds ratio 2-27, 95% CI 1-62-3.19), CD4+ cell counts
<200 per pL (1-91, 1-39-2-62), and infant HIV infection (8.16, 6-43-10-33). Mortality was not associated with

aithar avar hrasctfasding and novar hranctfaadina in aithar infartad ar uninfartad Fhildran Tn infactad childran

Over half of HIV
Infected children In
Africa die before their

second birthday (2004

06 —

05

0-4—

02—

Cumulative probability of death

017

Children at risk
Onerall

p (death)
Infected

p (death)
Uninfected

p (death)

COwerall

Unknown HIV status

agun sl UNE I NN ENEER I NNE NN aml®

....l..'-....-....—--ll-----!lllllll' Not infected

e ll-ll#‘--.—-’---_..*
| | | | | [ | | |
100 200 300 400 500 600 700 800 Q00
Mge at last visit or at death (days)
1 day 7 days 28 days 365 days 730 days
3330 3269 3212 2063 297
0-002 0-006 0.008 0-110 0-174
693 691 681 299 54
00015 0-003 0-008 0-352 0.525
2127 2114 2078 1364 211
0-0005 0-003 0-006 0-049 0076

igure 1: Estimated unadjusted overall mortality for infected and uninfected children
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Different natural
History and
ART response
In adults and
children

Age Is a key
factor




7000

6000

5000

4000

3000

CD4 count / cubic millimetre
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ECS, Age related standards for T lymphocyte subsets bagnihfacted children

born to HIV1 infected womenPediatrinfect Dis J, 1992; 11: 101826.
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. l . . Treatment CIPRA-SA

[ ww During Primary Infection

Children with HIV and Early
antiRetrovirals

CHER Trial

Will early ART for a limited time (1 or 2
years) following primary infection alter
the natural history of HIV disease In
resource limited settings?

South African CHER teams



All infants with HIV need to start ART immediately
RCTF early vs deferred ART in infants in South Africa, CHER

1.00-
_ s .., /6% reduction in mortality
Mortality: g " P=0.0002
Y% 0.60-
16% deferred ART £ 4o
4% immediate ART 'né._ 0.20- r__.__________BfiEef_‘l,’;d:t_r‘ij_tTﬂtt
T arly treatmen
Most deaths were sudden, 0007 ! : ! S
40% occurred at home, and 1.00-
were nodefAhD8gs ,,] /5% reductionindisease
. . 8% . progression
A” InfantS Wlth HIV ;3 e Deferred treatment
=0 _ Fanmae
should start ART as soon 3% °*1 e
as possible g% 00y 7 Early trestment
o.ooﬂ—lé . —_— . |
0 3 6 9 12 15

Violari et al., N Engl J Med 2008 Month



0 | HR (95% CI) relative to AREferred

< ART40/96W: 0.65 (0.43 0.98, p=0.04)
Early Limited o i JUS————— S
ART remained T T
superior to s

' | ' | ' |
0] 48 96 144 192 240
delayed ART Weeks since randomisation

Number at risk

ART-Def 125 97 94 91 89 72

Over 5 years Of ART—40\§/ 125 114 106 99 97 74

f | I ART-96W 126 116 111 107 106 83
olnow-up - T ART-Def — — — ART-40W ART-96W




CHER final$ear results 2018iprA-s:

Articles B

Early time-limited antiretroviral therapy versus deferred @4\ L)
therapy in South African infants infected with HIV:
results from the children with HIV early antiretroviral (CHER)

Ear|y L. imited randomised trial

A RT m I d Mark F Cotton®, Avy Vidar™, Kennedy Otthwombe Ravindre Panchia, E's Dobbels, Heena Rabie, Deirdre | osipovic AfoafLiberty, Erica L azarus,
re a.l n e Steve Innes, Anita Janse wan Renshurg, Wilma Pelser Handre Truter, Shabir A Madhi, Edward Handelsman, Patrid: |ean-Philippe.
Jomes A Mcintyret, Diana M Gibbt, Abdel G Babikert, on behalf of the CHER Study Team

superior to commary

Background Interim results from the children with HIV early antiretroviral (CHER) trial showed that early pubished Online
d e | aye d ART antiretroviral therapy (ART) was life-saving for infants infected with HIV. In view of the few treatment options and = Aegust 22,2013
the potential toxicity assodated with lifelong ART, in the CHER trial we compared early timelimited ART with ';;‘Eﬂf;s'l.'fﬁ'ﬁf_;;i’_f
over5 years of ™ o
httpy e doi o0 101G
Methods CHER was an open-label randomised controlled trial of HIV-infected asymptomatic infants younger than  so1s0 67363672
fO | I ow-u p 12 weeks in two South African trial sites with a percentage of CD4-positive T lymphocytes (CD4%) of 25% or DIGEL.  ~Contmuted sty = et
377 infants were randomly allocated to one of three groups: deferred ART [ART-Def), immediate ART for 40 weeks  awthes
(ART-40W), or immediate ART for 96 weeks (ART-9%6W), with subsequent treatment interruption. The randomisation  iContibuted equally as senior
schedule was stratified by dinical site with permuted blocks of random sizes to balance the numbers of infants ===

allaratad b asch arram Mrtaria fae A DT inddaHon in tha A DT Nad oroom and ra inddaiom afar indarmandan in $ha Childrens infectious Diseases




CHER team:

PENTA meeting in San
Servolg Venice. 2015

CHER has continued tc

lead the way in terms o
looking for HIV CURE:

Potential forboNAbs
Collaborations with
PENTA & US colleague
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The Hope for ARffee HIV Remission and Cure

In Perinatal Infection

Present |

Lifedlong ART
suppression

Future >

OMi ssissi ppioMBradbnyaddh Teenag®aowt h Afri ca
(2013) (2015) (2017)

Ao

Persaud D, Gay H, Luzuriaga Frange P et al. Lancet HIV 2016 \c/:I0|aI’I A gt a_l. Natzuc;e9
et al. NEJM 2013; ommunications 201

Luzuriaga K, Gay H, Persaud
D etal. NEJM 2015

27 months 12 years 18yeard

Duration of HIV Remission: off ART without detectable viremia



HIV Remission and Cure Therapeutics

many clinical trials underway
sofarSELISY aAdS 2LIGA2

Latent reservoir size

(Mean of 1 IUPM)
Latent

Reservoir size
(Mean of 0.001 IUPM)

Veryand Early| Latency Immuno- Gene and Cell
/ ART Reversal therapeutics based therapies
Mississippi Baby Immune Berlin Patient
French Adolescent Targeting Targeting immune Targeting cellular replacement via Boston Patients
Squth Afr_lc_an Cher inflammation e proliferation transplantation Minnesota F_’atlent
Trial Participant tor mahgnanmes London Patient

San Francisco Prep

Adult \/ \_/ \_/ \_/

Visconti Cohort
I
I







As soon as possible!

Higher risk of rapid progression and therefore more
clinically urgent if:

Very low CD4

Very high VL
Advanced clinical stage

Under 1 year



Outline

A Epidemiology of Paediatric HIV
A HIV diagnosis
A Natural History of Paediatric HIV and Clinical presentations

A Antiretroviral Therapy
I When to start
I What to start and updates in 2025/2026

A Other treatmentsimanagment

I Prophylaxis for opportunistic infections and late disease presentation
A Adolescents

I Models of care and transition to adult care

A Life course data is needed




Classes of
antiretrovirals

a8

HIV glycoprotein
glycop: Q
(e N

HIV envelope

Life cycle stage

Anti-retroviral blockers

Binding & Fusion

CCRS5 co-receptor inhibitor (Maraviroc)
Fusion inhibitor (Efuvirtide T20)

Reverse
Transcription

Nucleoside RT inhibitors NRTIs
(Abacavir, Tenofovir, TAF, Zidovudine)

None-Nucleoside RT inhibitors
NNRTs (Nevirapine, Efavirenz)

Integration Integrase Inhibitors
INSTIs (Dolutegravir)
Assembly Protease inhibitors
Pls (Darunavir / ritonavir)
New kids on the block: New kids on the block:

Capsid inhibitors

Long acting oral drugs

Maturation inhibitors Long acting injectables
Monoclonal antibodies Long acting depots




2 NRTI (backbone) + @agent (anchor drug)

Lamivudine (3TQ)r Integrase inhibitor

Emtricitabine (FTC) (INSTI)

With or

Abacavir (ABC) Protease inhibitor

or (P1)

Tenofovir (TDF/TAF) | or

or Nonnucleoside
Zidovudine reverse transcriptase

(AZT/ZDV) inhibitor (NNRTI)



New ART guidelines released in 2025!

Overview ogWI;IO ATheGuidelines 13.@re now
recommendations available (interactive website)!

on HIV and sexually transmitted infection testing
treatrme are and service deliv

EACS Guidelines Search Q

%-%) EACS

HIV & Related Infections Co-morbidities and Other Topics Medical Secretariat & Members

QUICK LINKS Recently Viewed

€ ART: it :

Initial ART ; Paediatric ART HBV/HIV Co- 4 ART: Infiation and Initial Regimen

Switch Strategies Cancer

regimens regimens infection

@‘ Initial Regimens: ART-naive Adults
Cardiovascular & Summary of
Metabolic Changes from References -
Complications vi121tov130 Recently Modified

Q‘ Initial Regimens: ART-naive Adults

Guidelines 2025 EACS Website Oo STl Screening and Treatment

Welcome to the EACS Guidelines 2025! G Chemsex
These Guidelines were developed by the European AIDS Clinical Society (EACS), a not-for-profit oo Travel
organisation, whose mission is to promote excellence in care, research and education for HIV and

related conditions across Europe. We advocate for equitable access to healthcare and aim to oo Bone Health
improve quality of life for those at risk of or affected by HIV, while shaping public health policies

to reduce disease burden P vz

The aim of the EACS Guidelines is to provide easily accessible and comprehensive -~
recommendations to clinicians involved in all aspects of care. Unless stated otherwise, they &&) Summary of Changes from v12.1 to v13.0
always refer to the specific management of people with HIV.

oo Visceral Leishmaniasis
The EACS Guidelines were first published in 2005, and are currently available online as a web-

based version, and as a free App for i0S and Android devices

'g; % World Health
G Organlzatlon

s

WHO. Overview of WHO recommendations on HIV and sexually transmitted infection testing, EACS/Penta 204itps://www.eacsociety.org/quidelines/eaeguidelines/
prevention, treatment, care and service delivery, July 2G#ps://www.who.int/teams/globakhiv-
hepatitisand-stisprogrammes/quidelines/higuidelines



https://www.eacsociety.org/guidelines/eacs-guidelines/
https://www.who.int/teams/global-hiv-hepatitis-and-stis-programmes/guidelines/hiv-guidelines

Initial treatment options

y‘f@ WHO 2025 Preferred and alternative initial regimens*

\&%

Populations

Preferred initial regimen

Alternative initial regimen

Adults and
adolescents

TDFOITAR+3TCYrFTG+DTG

TDF+3TC+EFV400mg

Children

ABC + 3TCDTG

TAR3TC (or FTOHG
ABC+3TC + DRVI/r
(or ATV/r or LPVI/r)

Neonates

ABC + 3TCDTG

AZT + 3TC + NVP

ABC = abacavir; DTG=dolutegrdviRVb= darunavir+ritonavior DRV+cobicistat
FTC=emtricitabine; TAF=tenofovir alafenamide; 3TC=lamivuding, 3ICor FTC

A DTG/ABC/3TC (5/60/30mg)
A paediatric fixeddose dispersible tablet
A Significant milestone complete WHG and EACS/Penta preferred ART regimen

A wSO2YYSYRSR F2NJ OKAf RNBY | 3SR xn ©SS1a
A Rollout increasing

*WHO. Updated HIV guidelines 2025;
** EACS/Penta 202https://www.eacsociety.org/quidelines/eaesuidelines/



https://www.eacsociety.org/guidelines/eacs-guidelines/

Germany. %,

. Spain, UK e
ODYSSEY Trial o By
25(3%)
Thailan
) 61(8%%

A ODYSSEX phase Il 96veek noninferiority RCT comparing # Uganda

Dolutegravir (DT&)ased ART vs standaod-care, in children 37;(47

aged 4wksl7 years (N=792) South Zimb:ft))
A Odyssey showeftwer treatment failures on DTGver 96 weeks 12{2'2(:1610/0) Wfll(;s(

(randomised phase) and 240 weeks (extended follg)
Virological or clinical failure by follay week

A Superiority of DTG was shown in all graups (intention-to-treat)

A Firstline ARTTSOC mainly EFV)
A Secondine ARTSOC mainlyPV)y a0
A )'K |\/| n (Inajlan age 11) Week 48: Total —e—
A <14ko(median age 1.4)

N. with endpoint
(proportion)
DTG SOC

27 (7%) 57 (14%)

9.2 [-14.4,-3.4]

Week 96: Total 4 59 (16%) 96 (25%)

A Nested PK studies contributed to DTG dose evaluation

&"A Collaboration betweetPenta(ODYSSEY sponsti)PAACT
N (P1093 trial) an/iiV Healthcareensured timely licensing Weok 192: Total - wssigeea
approvals of DTG for children

-11.0[-16.9, -4.9]

Week 144: Total 70 (19%) 114 (29%)

76 (20%) 129 (34%)

. : : E 28 rge T 77 (21% 132 (34%
A The trial results strengthened th&HO recommendationand ek TRl e =
helped to expedite global retiut of paediatric DTéased ART D'“ere”“re S0 better
A
"--“;".f‘ Penta Turkova et al. NEJM 2021; Amuge et al. Lancet HIV 2022; Mujuru et al. CROI

WHO Departmental Update 16 July 2021: https://www.who.int/news/itemd6202 I-new-findingsfrom-the-odysseytrial-confirm-supeiority-of-dolutegravirbasedart-in-youngchildren



PDTGsuccess story:
coordinated efforts are paying off

: : . . Paediatric DTG 10mg supplied in 95
A Innovative partnershiptnitaid, CHAIViiV, WHO and countries through MF?P ”Eg’nce

genericsMacleods Mylan

https://www.clintonhealthaccess.org/ouprograms/hivaids/

o A GenericpDTGwas developed, approved and rolled out in
¥ record time!
A Originator and generic drugs approved by US FDA in 2020 [
< o A Groundbreaking pricing agreemergduced the cost of ART
& by 75% for children in LMIC Orn B
A Annual cost US$ ~245/child Medicines Patent Pool. 31 March 2024
P A Rapld rquut: 95 C_ountries are procuringDTGin which Cumulative number of children with supply of gene®TGsince 2021
\ 99% of children with HIV reside”
A Improved viral suppressiog400/<1000 c/mL following rell .

70

‘%~ outof DTG to ~90% (&8% at ~34 years) in different
&* settings*

A pALD generic paediatric triple fixedose combination
approved in 2023 provides thecomplete WHGpreferred
first-line treatment £

10

60

50

40

30

supplied with pDTG and pALD

Count

[}

2021-Q1
2021-Q2
2021-Q3
2021-Q4
2022-Q
2022-Q3
2022-04
2023-Q1
2023-Q2
2023-Q3
023-0Q¢
202401 ©

*Devendra et al. AIDS 2024; Gill et al. PIDJ 2023; Bacha et al. PIDScoiet al. AIDS 2024 OAB3E§?'

A Children living with HIV in the licensed territory covered by MWD TGPaedlicence agreement and countries with no patent infringements



What about neonates?

WHO 2025 Preferred and alternative initial regimens

Populations Preferred initial regimen  Alternative initial regimen
Neonates ABC + 3TCDTG AZT + 3TC + NVP

@%\,
t‘({(é’

A DTG and ABC/3TC dosing is establisaad the dosing frequency of
DTG and ABC/3TC can be aligned for neonates*"

' l + E' Neonatal ARV | Weeks1&2 | Weeks3&4 -+

DTG (5 mg) every 48 hrs every 24 hrs /
ABC/3TC (30/15 m{ every 48 hrs every 24 hrs —

Y of 10mg Y. 0f120/60mg smg DTG DT  ABC (or ZDV) and 3TC
scoredDTG DT double scored syrups
ABC/3TC DT

*PETITEDTG: Cressey et al 2025 JABekker et al. CROI 2025, Abs #122;
AIMPAACT 2023: Momper et al. CROI 2025, #1047
KPETITRABC/3TEPVr: Bekker et al. Lancet 20P4&njasawatwongt al. CROI 2025, #1048

ABC=abacavir; DTG=dolutegravir; BlGegravig =
- PETITIDTG: Viljoen et al. CEOI 2025, Abs #1045

FTC=emtricitabine; TAF=tenofovir alafenamide; 3TC=lamivudine;
DT=dispersible tablet; ODF=oral dispersible film



What are the options for children
experiencing treatment failure on DTG?

DTG drug resistance is
emerging:

Vertical transmission
of DTGresistance virus

4-20%in people e BT

unsuppressed on DTG*~

Where are we with the formulations for children?

DRVr ¢« TAF/FTC or recycle ABC/FTC

*WHO. HIV drug resistance: brief report 2024 ~Rakhmanina N. International WorkshopPediatricsand HIV 2024 *Musiime et al. NEJM 2025



Headlines for children and adolescents:

WHO updated
recommendations on

HIV clinical management:
recommendations for

Recommendation 2025

Dolutegravir + lamivudine (DTG+3TC) can be used for treatment

a public health approach
simplification in adults and adolescents, with undetectable HIV viral load
on 3-drug ARV regimens and without active hepatitis B infection.
. )\ conditional recommendation, moderate certainty of evidence

Recommendation 2025

Long-acting injectable cabotegravir + rilpivirine (CAB+RPV) can be used

as an alternative switching option in adults and adolescents who have an
undetectable HIV viral load on oral ART and no active hepatitis B infection.
conditional recommendation, moderate certainty of evidence




HIV -infected children need the
right drug formulations

A Lack of age and place -
appropriate paediatric ARV
formulations

O

[54] (18 November 2008)



