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AIM OF STUDY: To investigate whether failure of anti-retroviral therapy to prevent HIV-1 transmission from mother to infant is due to the presence of anti-retroviral drug resistance mutations and whether the natural history of HIV infection in children acquiring a drug resistant virus is different from those infected with drug-sensitive viruses.

OBJECTIVE:

(a) To determine if resistance mutations develop in HIV-1 infected pregnant women following short-course therapy with ZDV, 3TC, d4T or ddI

(b) To determine whether infection in the infant is associated with the transmission of drug resistant variants.

(c) To determine the natural history of HIV infection in children with resistant virus

(d) To determine if naturally occurring mutations exist in drug-naïve HIV-1 infected pregnant women

TIMELINE: 36 months

START DATE: 07 July ‘00

STUDY DESIGN:

Samples from two cohorts aimed at evaluating the efficiency of nucleoside analogues to prevent mother-to-child-transmission in Soweto are available for this retrospective study: 

1.  PETRA Study (perinatal transmission study – ZDV and 3TC)

This is a four-arm multicentre, randomised, double-blind, placebo controlled Phase III clinical trial to evaluate the efficacy and tolerance of three regimens using ZDV in combination with lamivudine (3TC) for the prevention of MTCT of HIV-1 in a population where breastfeeding is the norm.

2.  BMS Study 9 (AI455-094, ZDV and d4T)

This is a prospective randomised open label clinical trial to evaluate and compare the safety, tolerability, pharmacokinetics and preliminary efficacy of short course regimens of d4T versus ddI versus d4T / ddI versus ZDV for the prevention of MTCT of HIV-1.

Viral RNA will be extracted from plasma and used to amplify the RT gene.  PCR products will be directly sequenced to determine if mutations associated with resistance to ZDV, 3TC, d4T and the ddI are present.  Viruses will be isolated and tested in vitro against a range of drug concentrations and combinations.  For those samples were infectious virus is not available, a recombinant virus assay will be used.  This study will thus provide both genotypic and phenotypic data on resistance to four different nucleoside analogues that are being tested to prevent mother to child HIV-1 transmission.

