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Terminology

Mot il T .
Peri- and post-natal HIV transmission

HIV exposed uninfected (HEU) = HIV affected



Content Overview

1. HEU children in global context



Africa in the Global HIV Epidemic

In 2017 14.8 million HEU children (age 0-14 years)
- 90% in sub-Saharan Africa



Contributions by Country to Global HEU Child Burden in 2017

Other 24%

DR Congo 2%
Cameroon 2%

UNAIDS Estimates 2018; aidsinfo.unaids.org



Absolute Number

Number and prevalence of HEU Children (0-14 years)
in sub-Saharan African Focus Countries: 2017
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Increase in HEU Child Population Size:2000 -2017

Absolute Number of HEU Children
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Content Overview

2. HEU child risk factors
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http://ashimagebank.hematologylibrary.org/cgi/content/full/2008/1016/8-00036/FIGURE2

Variations in HIV and ARV Exposure Status
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Varied timing
HIV Exposure and intensity

Varied timing
Antiretroviral Exposure and type



7% of all children in Malawi are
exposed in utero to

A chronic viral infection At least 3 highly active drugs
HIV Antiretroviral Therapy




At least 1 in 5 children in

Botswana, Eswatini, South Africa
are exposed in utero to

A chronic viral infection At least 3 highly active drugs
HIV Antiretroviral Therapy
TIIITN ‘




V ﬁ

|Uniuersa| infant iactnrsl

Preterm / Small for gestation
Suboptimal infant feeding
Infectious pathogen exposure
Maternal morbidity and mortality
Poverty

Impact on

“Matarnal HIV HEU infanhi HEU Child
»

Survival and

ECD

HIV product exposure
Maternal immune compromise
Altered infant immunity

Antiretroviral drug
exposure

Slogrove, Frigati, Gray, 2016
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3. HEU child outcomes — Current evidence



Elevated mortality in HEU children

Le Roux, TMIH 2016

Brennan, AIDS 2016

Figure 2. Forest plot of mortality among HIV-exposed uninfected children compared to HIV. d children, by | anti iral use Study
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No change in this mortality trend with expanding maternal
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Population-level Effect of Excess Mortality in HEU Infants

e 2013 in Botswana and South Africa —
15% of all HIV-uninfected infant
mortality associated with excess
mortality in HEU infants

* In South Africa, mortality in children
with HIV accounted for +7% of all
childhood mortality, whereas excess
mortality in HEU infants accounts for +

14% of all infant mortality

Slogrove, Johnson, Powis, JTP 2018
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Comparative safety of dolutegravir-based or efavirenz-based @+k
antiretroviral treatment started during pregnancy in
Botswana: an observational study

rosalviar

Rebecca Zash, Denise | Jacobson, Modiegi Diseko, Gloria Mayondi, Mompati Mmalane, Max Essex, Tendani Gaolet he, Chipo Petlo, m
Shahin Lockman, Lewis B Holmes, Joseph Makhema, Roger L Shapiro

Lancet Global Health 2018; 6:e804-810

Tsepamo — an observational study in Botswana that captures birth
outcomes of all births at 8 government health facilities - +45% of all
births in Botswana; ongoing since 2014

Increased risk in women with HIV on EFV-based ART compared to
women without HIV of:

Preterm birth (aRR 1.18; 95% Cl 1.12,1.25)

Small for gestational age (aRR 1.30; 95% Cl 1.23,1.38)



HIV and Adverse Birth Outcomes

Women living with HIV in LMIC:
40% increased risk of preterm birth when

conceiving on ART compared to initiating
ART during pregnancy
(RR 1.41;95% Cl 1.22-1.63)
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Figure 2: Forest plot of risk of preterm birth before 37 weeks (prematurity) in women with HIV whao initiated ART before conception versus women who
initiated ART after conception Uthman, Lancet HIV 2016



In utero HIV and ARV exposure — a fetal origin of disease

"Pradictad F-scoms

Length-for-age Z-scores from 6 weeks to 12 months of age
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' SHINE | Sanitation Hygiene

Finding what helps children shine ln fa nt NU t r i t i O n Effi Ca Cy

e HEU versus HUU at 18-months
* Mortality RR 1.39 (95% CI 1.02, 1.89)
e Stunting RR 1.48 (95% Cl 1.34, 1.64)

* Significant differences in gross
and fine motor, and language but
not social or behavioral
performance at 24-months

e Combined nutrition + WASH
interventions normalized HEU child
neurodevelopment

HEU Child Outcomes at 18 months
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Initiation of ART before pregnancy may reduce
infectious morbidity risk in HEU infants

In Belgium,
conception on ART was protective against
immune abnormalities and
infectious morbidity in HEU infants

What about in Southern Africa?

Goetghebuer et al, CID 2018
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4. The long-term view



Maternal and Child Health

eI RL TRy for the brightest future for your child

e D
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Mother

Daughter ° When you are

pregnant, you are
also pregnant with
your grandchild.

Maternal and Grandchild Health...




Diethylstilbesterol (DES)

to prevent ABORTION, MIS
PREMATURE LABOR

recommended for reufine pro:
in ALL pregnancies . .

96 per cent live delivery with desPLEX '
in one series of 1200 patients*—
— bigger ond stronger babies, too.t !

Advertisement for DES from a
1957 medical journal

6 million in utero exposures 1940-1971

Young adult women exposed in utero

e 40 fold T risk of rare cervical/vaginal
cancers
o 2x T risk of breast cancer

Birth defects in offspring of DES
Daughters - Epigenetic changes in
primordial germ cells resulting in 2"
generation effects

Also effects in sons and grandsons

Effects of DES exposure not recognized
for decades (*record of exposure)



Long Term View
Surviving and Thriving throughout the Life Course

b st RE




Additive Exposures

Obesity

Tuberculosis &

Treatment







Finding the balance

Maternal Health Child Health




Finding the balance

Safety Confidentiality
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Mechanisms for Driving the HEU Child Outcomes Agenda

/ HEU Data Sharing and \

Dissemination

HEU Child &

Technical

Working
Groups Data
Centre

INFORM — AIDS FREE

Adolescent
Workshop

Western Cape HEU Child

and Adolescent Forum /
Research Cohorts }«
Infant/Child Health Systems and
Social Programs
Civil Society J«

CIPHER
Fellows

DECIPHER
Fellow

Kk CIPHER-DECIPHER

CIPHER World Health Organization UNICEF Ministries of Health/Departments of Health
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