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Introduction

* HAART efficacy is mainly estimated by intention-to-treat (ITT)
analysis of HIV viral load in randomized trials (RCTs) of ART-
naive adults.

« Guideline panels [1-5] recommend particular first-line ART
regimens based on sequential review of individual RCTs, not on
formal systematic review.

« A systematic review of 53 RCTs and cohorts through July 2004
[6] found that efficacy at 48 weeks was greater with 2 NRTIs +
1 NNRTI or 1 boosted PI and with higher CD4 counts. These
variables explained only 35% of the variability in efficacy.

* The Antiretroviral Cohort Collaboration found independent risk
factors for progression over 5 years to AIDS or death were
higher age, prior AIDS, injection drug use, HIV RNA >100,000,
and lower CD4 count [7], but not the type of third drug.

* No study has evaluated other factors encompassing study
design and quality, eligibility criteria, participant characteristics
and pill dosing that also might affect ART efficacy or tolerability.

Data sources and search strategy
PubMed, Current Controlled Trials and Cochrane Clinical Trials Register.
Search strategy: “[drug] and (HIV or antiretroviral) and (cohort or
randomized trial)”
2006 /07 CROI, IAS and ICAAC conference websites
Studies cited in the US DHHS Adult Treatment Guidelines [2]
Drug labels and other documents of the US FDA
ClinicalTrials.gov and original study protocols
Some sponsors / authors provided unreported eligibility and baseline data
tudies
We included all published (since 1/1996) or presented RCTs and
prospective cohorts 224 weeks evaluating 21 ART regimen that is/was
recommended in key guidelines
We excluded studies: with no or unspecified ITT data; of children and of
primary HIV infection; or if data for each regimen were not separated
We excluded treatment groups of: dual-NRTI, 4-dru%, alternating or
monotherapy ART; non-recommended, triple-NRTI ART; = 1 third drug; or
directly-observed ART
1050 potential studies — 119 reviewed - 79 included = 143 groups
Endpoints
+ The 1° endpoint was undetectable plasma HIV viral load by ITT analysis.
We abstracted TLOVR data preferentially, then ITTNC=F, then ITTM=F
« The main 2° outcome was cessation for an adverse event
Quantitative data synthesis
« Predictors of outcomes identified by study size-weighted linear regression
+ Multivariate analgsis used forward, stepwise, selection. All variables with
univariate p<0.05 were assessed in building multivariate models
+ Hepatitis B/C not assessed in multivariate models due to missing data
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Table 1 — Patient characteristics

Table 2 - Factors associated with higher efficacy

(RNA ND by ITT; overall rate 59.1% at mean 14.3 months)

Table 3 - Factors associated with a greater

cessation for adverse events (overall rate 9.0%)
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Weight (kg) 70.3 70.3 + The only adverse event significantly associated with a lower treatment efficacy was a higher rate of grade 1+ nausea (r=-0.273; p=0.028).

Limitations

« Source data:
« AE data presented in <50% of reports
 <30% participants female, 10% prior IDU,
and only 12% from resource-limited settings
« Viral hepatitis status, adherence and non-
opportunistic conditions were rarely reported

« Follow-up only 14 months, so ignores long-
term, ART-related toxicities

+ Abacavir studies did not test HLA-B*5701
« Analysis:

« Used aggregate not individual-patient data

« No analysis of individual NNRTIs or Pls

Key findings

The above, newly-identified factors
explain most of the variability in
both ART efficacy (83%) and
tolerability (76%). This may allow
for better design and comparison
of ART studies.

ART studies are too short and
report too few AE data.

DDI + 3TC/FTC appeared more
effective and better tolerated than
the more recommended AZT-3TC,
which suggests that guideline
panel recommendations might be
improved by systematic review of
all available data.

DDl is a largely ignored but
effective, cheap, first-line ART
option, with immediate relevance
to resource-limited settings.

Unlike the ACC [7], we found
greater success with higher age
and lower CD4 count, and no
association with prior IDU or AIDS.
Therefore, factors apart from
those determining ART success at
14 months may affect progression
to AIDS or death at 5 years.
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