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Review and Background



Timing of MTCT In a Breastfeeding Population
Breastfeeding Accounts for Up to 40% of All MTCT
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Assorted Facts about the Timing of
Postnatal MTCT

A MTCT occurs throughout the duration of
breast feeding

A The risk of transmission is probably higher
during the first 4-8 weeks postpartum

I Cannot differentiate intrapartum from early
postnatal transmission

A Breast feeding diminishes the efficacy of
ART interventions during pregnancy and
delivery



Breastfeeding Erodes Efficacy of Prophylaxis
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Risk Factors for Postnatal MTCT

A Maternal Health Status: high viral load,
low CD4

I 80% of postnatal transmission occurs
in women with CD4 <350mm? (ZEBS)

A Infant feeding pattern
I Mixed feeding increases risk of MTCT
A Duration of breastfeeding

A Breast health:
I Mastitis, Breast abscess, Cracked nipples

A Maternal seroconversion during lactation



HIVNET 012 Demonstrated that sd-NVP
Reduces the Risk of MTCT

A sd-NVP lowers maternal viral load at delivery
and provides prophylaxis to the infant

| Decreases rate of intrapartum
transmission

I Likely decreases risk of early breast
feeding transmission
ALong half-life of nevirapine; detectable levels
for several weeks postpartum
A Could a longer course of NVP further protect
the baby from acquiring HIV during breast
feeding?



Post-Exposure Prophylaxis for Infants
for Prevention of Postnatal MTCT

PEPI-Malaw!




PEPI-Malawi Study Design
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Breast Feeding Frequencies Decreased from 90% at
6 mos to < 25% at 9 mos, PEPI-Malawi

Breastfeeding Frequencies
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To I

PEPI-MALAWI
Summary of Study Design

All women received sd-NVP intrapartum. All babies
received NVP at birth. Babies were randomized to
receive one of three treatments:

1. Sd-NVP + 1 week AZT

2. NVP daily for 14 weeks

3. NVP and AZT daily for 14 weeks

Evaluated MTCT in infants UNINFECTED at birth

Women were generally healthy and comparable in
the different treatment groups (mean age 26 yrs,
mean CD4 401 cells/mm?)

All women breast fed: 80% reported weaning
between 6 and 9 months of age

Relatively few severe toxicities were attributed to
drug(s)



Lower Probability of HIV Infection in Infants
Uninfected at Birth Receiving Extended NVP
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Lower Probability of HIV-1 Infection or Death In
Infants Uninfected at Birth Receiving Extended NVP
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Summary of Findings of PEPI-Malawi

A Extended daily NVP to infants for 14 weeks was well
tolerated

A NVP administered daily to breast feeding infants
(uninfected at birth) reduces the risk of the infant
acquiring HIV infection during breast feeding by
approximately half compared with sd-NVP

I Relative efficacy wanes after discontinuation of
treatment

A No advantage to dual therapy (NVP + AZT) over daily
NVP monotherapy

A Maternal CD4 count remained a highly significant factor
Influencing the risk of transmission

A Surprisingly high rate of transmission after 9 months
despite high rate of reported weaning.



Post-Exposure Prophylaxis for Infants
for Prevention of Postnatal MTCT

Six Weeks Extended Nevirapine SWEN
(Uganda, India, Ethiopia)



Six Week Extended NVP (SWEN) Study

A Combined analysis from 3 separate but
coordinated randomized controlled trials in
Ethiopia, Uganda, and India.

A Designed to assess if extended (6 week)
Infant NVP prophylaxis decreases postnatal
HIV transmission compared to standard sd-
NVP.

AFor masking, multivitam
given to placebo arm so all infants received
2 doses of study drug daily.



Six-Week Extended Nevirapine (SWEN)
Study: Ethiopia, India, Uganda
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Six Week Extended NVP (SWEN) Study

A Risk of HIV infection and death assessed at 6

weeks and

6 months of age in infants who

were uninfected at birth.

A Relatively
baseline C
~17,000 co

nealthy cohort of women:
D4 ~ 380 cells/mm?3; HIV RNA

nies/mi

A 70% of women reported weaning by 6
months postpartum

A Extended NVP (and multivitamins) were well

tolerated



Breastfeeding Frequencies Decreased from 90% at
6 weeks to ~30% at 6 months
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SWEN: 6-Week NVP Decreases Postnatal HIV MTCT
at Age 6 Wks but No Longer Significant at 6 Mos
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SWEN: 6-Week NVP Reduces Risk of
Death at Age 6 Mos by 53% but not at 6 weeks
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SWEN: 6-Week NVP Reduces Risk of HIV Infection
or Death in Uninfected Infants at Age 6 Wk & 6 Mos

RR 0.58, p=0.008 RR 0.73, p=0.028
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