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Introduction Results
« IMPAACT P1093 is a phase /Il study of dolutegravir (DTG) and optimized Selected DTG-Associated Resistance:
background therapy (OBT) in children (4 weeks to <18 years) living with HIV-1 «  PDVF/intermittent viremia occurred in 49/181 (27.1%) participants — n=46 and n=3, respectively — with a median viral load of 5,644 c/mL (IQR: 1,469-37,891 c/mL)
A secondary objective of the study is to assess changes in HIV-1 genotypes - DTG-associated mutations were detected in 9/49 (18.4%) at 220% cut-off, 11/49 (22.5%) at 5% cut-off, and 12/49 (24.5%) at 1% cut-off (Table 2)
and phenotypes to DTG and OBT in children with and without intermittent - Phenotypic analyses of 10 participants’ genotypes found reduced DTG susceptibility in 7/7 participants with major INSTI mutations and similar DTG susceptibility in 3/3

viremia or protocol-defined virologic failure

Methods

This study included all 181 children enrolled in P1093 from nine countries in Africa,
Americas, and Asia

participants with no or accessory only INSTI mutations compared to screen/enroliment (Table 3)
« Selection of DTG-associated mutations at viremia trended towards increased viral suppression <400 ¢/mL (OR 1.53, 95% CI 0.71-3.30, p=0.28) and was significantly
associated with increased viral suppression <40 c/mL (OR=2.15, 95% CI 1.02-4.52, p=0.043) compared to no selection of DTG resistance (Figure 3)

Table 2: Participants with dolutegravir-associated mutations detected at PDVF/intermittent viremia
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» Phenotyping of participant-derived recombinant viruses was performed using a
single-cycle reporter assay (Smith et al. 2019, PMID: 30803972) to determine the
DTG 50%-effective concentration (EC5,) and EC5, fold-change between
screen/enroliment and subsequent timepoints

*All participants were treatment-experienced

**Visit week of first plasma specimen with dolutegravir resistance detected

tMedian number of HIV templates sequenced from viremic specimens was 58 (IQR: 10-140)
tR263K was not detected in subsequent viremic specimens at weeks 84 and 132

$G118R was detected in plasma with HIV RNA=175 ¢/mL by Sanger, but plasma did not amplify by PacBio; note, 16/18 viremic plasma with HIV RNA <200 c/mL amplified by Sanger & 4/18 by PacBio
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Figure 2: Pre-DTG HIV genotypes at study screen/enroliment from 168/181
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