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Conclusions
• No clinically relevant difference was observed between the

pharmacokinetics of TMC125 when administered in HIV-negative
volunteers with and without hepatic impairment (mild or moderate).

• Short-term administration of TMC125 in HIV-negative volunteers with and
without hepatic impairment was generally safe and well tolerated.

• TMC125 can be administered in patients with mild or moderate hepatic
impairment without dose adjustment.
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Abstract
Background: TMC125 (etravirine; ETR) is a next-generation nonnucleoside
reverse transcriptase inhibitor (NNRTI) with potent activity against both wild-
type HIV and viruses resistant to currently approved NNRTIs. TMC125 is
mainly eliminated via the hepatobiliary route. This study aimed to assess the
pharmacokinetics of TMC125 in HIV-negative volunteers with and without
hepatic impairment.

Methods: This was an open-label trial including volunteers with mild or
moderate hepatic impairment (Child-Pugh1 A or B, respectively) and healthy
volunteers matched for age, gender, race, and body mass index (BMI). All
volunteers received TMC125 200mg twice-daily (bid) following a meal for
7 days with a morning dose on Day 8. TMC125 pharmacokinetics over
12 hours on Days 1 and 8 were determined using non-compartmental
methods and analyzed by a linear mixed effect model. Safety and tolerability
were assessed.

Results: Eight volunteers with mild hepatic impairment (five males; median
age 57 years), eight with moderate hepatic impairment (six males; median
age 54 years) and 16 matched healthy volunteers participated.
Pharmacokinetic (PK) results are shown below.

LS mean ratios (90% confidence intervals [CIs])

Mild hepatic Moderate hepatic 
PK impairment impairment
parameter versus healthy versus healthy

Day 1 Cmax 0.92 (0.69–1.21) 0.63 (0.47–0.85)
AUC12h 0.99 (0.75–1.29) 0.77 (0.55–1.08)

Day 8 Cmin 0.87 (0.65–1.17) 0.98 (0.68–1.42)
Cmax 0.79 (0.63–1.00) 0.72 (0.54–0.96)
AUC12h 0.87 (0.69–1.09) 0.82 (0.60–1.11)

LS = least square; Cmax = maximum plasma concentration; AUC12h = area under the plasma
concentration-time curve from time of administration to 12 hours after dosing; Cmin = minimum
plasma concentration

All treatment emergent adverse events (AEs) were mild or moderate. The most
common AEs were headache, fatigue and nausea. No clinically significant
changes in laboratory parameters were observed.

Conclusions: TMC125 was generally safe and well tolerated. The systemic
exposure to TMC125 in volunteers with hepatic impairment was comparable
to that in healthy volunteers. Dose adjustment of TMC125 in patients with
mild or moderate hepatic impairment is not required.

 


