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For each participant for whom >1 sequence was available, an
inclusive consensus (i.e. a sequence that incorporates all observed
polymorphisms at all sites) was generated and interpreted to
capture the full breadth of resistance in the individual
Hypermutated or otherwise defective sequences were excluded
from drug resistance interpretation
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experiencing virologic failure of first-line cART

At least 1 intact, non-hypermutated sequence was isolated from 90/94
participants (96%). A maximum-likelihood phylogeny was inferred from the
inclusive consensus sequence for each participant. All sequences were subtype
C, nesting separately from the Botswanan reference sequence MJ4 in a distinct
sub-clade with the published Ethiopian sequence ET.KU319528,

Overall, 81% (73/90) participants harboured at least 1 drug resistance mutation:

69% (N=62) to both NRTIs and NNRTIs, 10% (N=9) to NNRTIs alone, 1% (N=1) to
NRTIs alone and 1% to Pls, NRTIs, and NNRTIs.

No drug resistance was observed in the remaining N=17 (19%) participants.
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Table 2: Sociodemographic and clinical factors associated with NRTI, NNRTI, or any drug resistance.
Participants with NNRTI resistance tended to have been on first-line cART longer than those without
resistance (p=0.03), while a greater proportion of NRTI-resistant participants had undergone a drug

substitution compared to those without NRTI resistance (p=0.04). Both trends hold for the other

resistance groups.

that of each individual sequence.

In 34% of participants (24/71) the inclusive consensus captured greater resistance
at the individual drug level (panel A). However, no association between
underestimation of drug resistance and Log,, baseline pVL, Log,, pVL closest to
blood draw or baseline CD4+ T-cell count was observed (panels B-D).

CONCLUSIONS

A high level of HIV-1 drug resistance in Ethiopian children failing first-line cART
was observed. Access to expanded expanded antiretroviral treatment options
and implementation of routine and timely plasma viral load and drug resistance
testing in Ethiopia and other resource-limited settings is urgently needed.



