QUALITY OF LIFE AND ADHERENCE AS PREDICTORS OF SECOND-LINE ART VIROLOGICAL FAILURE
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ABSTRACT

Background. Poor adherence to antiretroviral therapy (ART) predicts virologic failure (VF). Self-
reported adherence and health-related quality of life (QoL) have been associated with 1st line ART
failure in resource-limited settings (RLS). Our objective was to assess whether QoL metrics add to
self-reported adherence data at 4 weeks after starting 2nd-line ART in predicting early VF.
Methods. ACTG A5273 was a randomized clinical trial conducted between 2012 and 2014, which
showed non inferior virologic efficacy of lopinavir/ritonavir (LPVIr) + raltegravir compared to LPV/r +
nucleos(t)ide reverse transcriptase inhibitors as 2nd-line ART in participants failing non-nucleoside
reverse transcriptase inhibitor ART at 15 sites in 9 RLS. Early 2nd-line VF was defined as HIV-1
RNA >400 c/mL at week 24 with subsequent confirmation. At baseline and week 4, participants
completed the ACTG SF-21, which has 8 QoL domains each scored between 0 (worst) and 100
(best). as (self-report of any dose missed in the first 4
weeks of 2nd-line ART) and complete (no missed dose). Logistic regression was used to assess
whether QoL at week 4, categorized in each domain as high (score 100), medium (75-<100) and
low (<75), enhanced prediction of early 2nd-line VF in addition to adherence.

Results. 512 eligible adults (49% male, median age 39 years) were included including 500 with
assessments for QoL and adherence at week 4 and for early VF; 7.4% (n=37/500) had early VF
and 20.6% (103/500) reported incomplete adherence at week 4. Mean QoL improved (p<0.009)
from baseline to week 4 in all domains: from 67 to 72 (general health perceptions), 92 to 94
(physical functioning), 81 to 84 (role functioning), 91 to 93 (social functioning), 91 to 95 (cognitive
functioning, CF), 83 to 85 (pain), 85 to 89 (mental health), and 80 to 83 (energy/fatigue, E/F). Early
VF was more common among participants who self-reported incomplete (14/103, 13.6%) versus
complete adherence (23/397, 5.8%) at week 4 (OR: 2.56; 95%Cl: 1.27-5.17;
(both unadjusted and adjusted for adherence), lower QoL in CF and E/F categories at week 4 were
associated with significantly higher odds of early 2nd-line VF (overall p<0.04).
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RESULTS

Conclusions. Poorer QoL, particularly CF and E/F, adds to self-reported i
after 4 weeks of 2nd-line ART in predicting VF at week 24. Evaluation is needed to assess whether
patients with poorer QoL might be targeted for greater support to reduce risk of VF.

BA RO

Poor adherence to antiretroviral therapy (ART) predicts virologic failure (VF). Self-
reported adherence and health-related quality of life (QoL) have been associated
with 1st line ART failure in resource-limited settings (RLS) (1)

QoL was poorer among participants with higher HIV-1 RNA and lower CD4 at first-
line VF (2) but these differences disappeared after one year of second-line ART
use (3).

Our objective was to assess whether QoL metrics add to self-reported adherence
data at 4 weeks after starting 2nd-line ART in predicting early VF (at 24 weeks).

METHOD

ACTG A5273 was a randomized clinical trial conducted between 2012 and 2014,
which showed non inferior virologic efficacy of lopinavir/ritonavir (LPV/r) +
raltegravir compared to LPV/r + nucleos(t)ide reverse transcriptase inhibitors as
2nd-line ART in participants failing non-nucleoside reverse transcriptase inhibitor
ART at 15 sites in 9 countries.

The primary analysis of the trial showed no difference in virologic outcome
between the two regimens (4). In this analysis, early 2nd-line VF was defined as
HIV-1 RNA >400 c/mL at week 24 with subsequent confirmation.

Adherence was dichotomized as incomplete (self-report of any dose missed in the
first 4 weeks of 2nd-line ART) and complete (no missed dose).

At baseline and week 4, participants completed the ACTG SF-21, which has 8 QoL
domains each scored between 0 (worst) and 100 (best) (Table 1).

We used exact logistic regression to assess whether QoL at week 4, categorized in
each domain as high (score 100), medium (75-<100) and low (<75), enhanced
prediction of early 2nd-line VF in addition to self-reported adherence. We also
conducted adjusted multivariable models including variables associated with
adherence and VF on univariate analysis (except country).
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« Early second-line VF was associated with early incomplete self-reported adherence in RLS.
« Effective second-line ART was associated with improvements in QoL after 4 weeks, with lower improvements after 24 weeks

for some domains (CF and E/F).

« Poorer QoL, particularly CF and E/F, adds to self-reported incomplete adherence after 4 weeks of 2nd-line ART in predicting

VF at week 24.

1.Safren SAet al. Psychosocial predictors of non-adherence and treatment failure in a large scale
multi-national trial of antiretroviral therapy for HIV: data from the ACTG A5175/PEARLS trial. PLoS
One. 2014;9(8):€104178.
2.Torres TS et al. Quality of life among HiV-infected individuals failing first-line antiretroviral therapy
in resource-limited settings. AIDS Care. 2018;30(8):954-962.

4.LaRosa AM et al. Raltegravir in

« Evaluation is needed to assess whether patients with poorer QoL might be targeted for interventions to reduce risk of VF.

3.Torres TS et al. Quality of life improvement in resource-limited settings after one year of second-

line antiretroviral therapy use among adult men and women. AIDS. 2018;32(5):583-593.
limited settings
(SELECT): a randomised, phase 3, non-inferiority study. Lancet HIV 2016,3:6247-258.

therapy in

ACTG A5273 study was supported National Institute of Allergy and Infectious Diseases (NIAID;
award number U01AI068636), National Institute of Mental Health (NIMH), and the National
Institute of Dental and Craniofacial Research (NIDCR). The study was also funded via the
following grants: AI069432, AI069438, AI069481, 2UM1AI069423 (including a subcontract to
the Pittsburgh Virology Specialty Laboratory), UM1 Al069471, and UM1 Al068634 (ACTG
Statistical and Data Center) and the Initiated Studies Program of
Merck Sharp & Dohme. The content is solely the responsibiity of the authors and does not
necessarily represent the official views of NIAID, the National Institutes of Health, or Merck
Sharp & Dohme. We thank the participants and the sites for their contributions.




