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Abstract
Background
TMC125 is an NNRTI with potent activity against wild-type and NNRTI-resistant
HIV. The objective of this trial was to evaluate the effect of TMC125 on the
pharmacokinetics (PK) and pharmacodynamics (PD) of methadone in HIV-negative
volunteers. 

Methods
In an open-label, add-on, one-way interaction trial, volunteers on stable methadone
maintenance therapy received 100mg TMC125 bid (Phase III formulation) for
14 days. Since an interaction affecting methadone levels was possible, TMC125 was
administered at 100mg bid (lower than the Phase III dose) to limit the severity of
any potential opiate withdrawal. PK of methadone R(–) and S(+) isomers were
determined on Days –1, 7, and 14 (24 hours) and for TMC125 on Days 7 and 14
(12 hours). PK parameters were determined by non-compartmental analysis. Safety,
tolerability and symptoms of methadone withdrawal were assessed.

Results
Sixteen male volunteers participated. The least square (LS) mean ratios (90%
confidence interval [CI]) for AUC24h, Cmax and Cmin of S(+) methadone on Day 7
were 93% (86–99%), 91% (85–98%) and 94% (86–104%), respectively; on
Day 14: 89% (82–96%), 89% (83–97%) and 89% (81–98%), respectively,
compared with methadone alone. The LS mean ratios for AUC24h, Cmax and Cmin of
R(–) methadone on Day 7 were 108% (102–113%), 103% (97–109%) and 112%
(105–119%), respectively; on Day 14: 106% (99–113%), 102% (96–109%) and
110% (102–119%), respectively, compared with methadone alone. No clinically
significant withdrawal symptoms were observed and no dose adjustment of
methadone was required during co-administration with TMC125 or during follow-
up. The concomitant administration of TMC125 and methadone was generally safe
and well tolerated. 

Conclusion
TMC125 has no clinically relevant effect on the PK or PD of methadone.

Conclusions

• TMC125 has no clinically relevant effect on the PK or PD of
methadone.

• The PK of TMC125 when co-administered with methadone
is comparable to historical controls.

• The co-administration of TMC125 with methadone is
generally safe and well tolerated.

• TMC125 can be co-administered with methadone without
dose adjustments.
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