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Purpose of the Study: PK variability occurs with antiretroviral (ARV) drugs. Factors including sex are known to explain PK variability. Since virologic response and
toxicity often correlate with ARV exposure, the extent to which PK varies by sex could have clinical relevance. The impact of sex on once daily LPV/r PK and the
relationship between LPV/r exposure and daily bowel movement was evaluated.

Methods: Steady state intensive PK plasma samples were obtained from virologically suppressed HIV* pts whose LPV/r doses had been modified from 400 mg BID to
800/200 mg QD as soft gel capsules 2-weeks prior to sampling. LPV/r assay was performed by HPLC. PK parameters estimated by non-compartmental method were
reported as 90% CI about the geometric mean for men vs. women. Self reported daily bowel movement was obtained and assessed for correlation with LPV exposure.
Summary of Results: Subjects were mostly Black (70%). Median age (men=41 yrs, women=37 yrs). Median wt (men=81 kg, women=86 kg). LPV QD PK was similar
to historic data. No sex differences were observed in LPV/r C_,,, AUC,,, or C_,.. The 800/200 mg QD was associated with similar DBM profile as the 400/100 mg BID.
No significant correlation was observed between daily bowel movement and LPV C_,,, (P=0.28).

Conclusions: (1) Steady state LPV/r PK was similar in HIV+ men vs. HIV+ women (2) Daily bowel movement profile was similar for QD vs. BID dosing (3) No
correlation observed between LPV C,. and daily bowel movement.

Background Methods

BThe same dose of an ARV drug produces varying plasma concentrations in different B Steady state intensive PK plasma samples were obtained from 20 virologically suppressed HIV-
individuals due to intra-individual differences in drug processing®. infected patients whose LPV/r doses had been modified from 400/100 mg BID to 800/200 mg QD
EFactors such as sex, race, age, body mass index (BMI), genetics, and the concomitant as soft gel capsules (SGC) 2-weeks prior to sampling.

use of certain drugs influence plasma drug concentrations2.

EBecause optimal virologic response is dependent upon achieving a threshold level of
ARV exposure, and because drug toxicity is often directly correlated with plasma drug
concentrations, the extent to which the PK profile of a given ARV agent varies by

B ARV drug assays were performed by high-performance liquid chromatography (HPLC). PK
parameters estimated by non-compartmental method were reported as 90% confidence intervals
(ClI) about the geometric mean ratio (GMR) for men vs. women and TDF use vs. no-TDF.

patients’ sex could have relevance in clinical HIV management. B Inter-group differences between the PK parameters of LPV and RTV were evaluated using the
EThe purpose of this study is to determine the impact of sex and tenofovir (TDF) co- non-parametric Kruskall-Wallis test. A P-value of less than 0.05 was considered statistically
administration on the PK profile of lopinavir/ritonavir (LPV/r). The relationship between significant.

dosing interval, plasma drug concentrations and the frequency of self-reported daily
bowel movements (DBM) was also assessed.

Results oy

B The frequency of DBM was determined and assessed for correlation with LPV exposure.
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E Although the sample size is relatively small, lack of sex E No significant correlation was observed between the
difference in LPV/r plasma concentrations affirms the use of frequency of daily bowel movement and LPV plasma
a uniform LPV/r dose regardless of gender. exposure.
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