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BACKGROUND: TMC114 is an HIV protease inhibitor (PI) that is potent against wild-type and PI-
resistant HIV strains. The POWER 3 analysis examined the efficacy, safety and pharmacokinetic/
pharmacodynamic (PK/PD) relationships of TMC114 coadministered with low-dose ritonavir (TMC114/
r) at the recommended dose of 600/100mg bid, in treatment-experienced HIV patients receiving an 
optimized background regimen (OBR; composed of NRTIs ± enfuvirtide).

METHODS: The TMC114 PK parameters, area under the curve and trough concentration were 
determined by sparse blood sampling of 292 patients from POWER 3 at Week 24. TMC114 PK/PD 
relationships were assessed using analysis of covariance models. PD efficacy measures included viral 
load (VL) change from baseline and proportion of patients with ≥1.0 log10 VL reduction. The inhibitory 

quotient (IQ), which is the ratio between the steady-state TMC114 trough concentration and baseline 
TMC114 fold-change in EC50, was also related to the PD efficacy measures. The relationship between 

TMC114 PK and the occurrence of adverse events of interest as well as TMC114 PK and maximum 
changes in laboratory parameters were investigated using descriptive methods.

RESULTS: At the recommended TMC114/r dose of 600/100mg bid, TMC114 PK parameters were not 
significantly associated with virologic response at Week 24. The IQ was the strongest predictor of 
virologic response (p value <0.001), with the relationship driven by baseline TMC114 fold change in 
EC50; other predictors were baseline VL and the number of sensitive antiretrovirals in the OBR. No 

clinically relevant exposure-safety relationships were observed.



CONCLUSIONS: In the absence of exposure-efficacy and exposure-toxicity relationships at the 
recommended TMC114/r dose, therapeutic drug monitoring for TMC114 is unlikely to play a role in the 
management of HIV infection.

2006-08-13 
TuPE0078

Copyright © 2006 - International AIDS Society (IAS). All information and content relating to the abstracts from the 16th International 
AIDS Conference, such as text, graphics, logos, button icons, images, audio clips, and software is protected by copyright. Permission is 
hereby granted for the non-commercial use or reproduction of the information on this web site, provided that the use of such information 
is accompanied by an acknowledgement that IAS is the source of the information and the name of the author of the article.

AEGiS is a 501c(3) not-for-profit organization made possible through unrestricted grants from Boehringer Ingelheim, Bridgestone/
Firestone Charitable Trust, Bristol-Myers Squibb Company, Elton John AIDS Foundation, GlaxoSmithKline, the National Library of 
Medicine, Roche / Trimeris, and donations from users like you. Always watch for outdated information. This article first appeared in 
2006. This material is designed to support, not replace, the relationship that exists between you and your doctor.

AEGiS presents published material, reprinted with permission and neither endorses nor opposes any material. All information contained 
on this website, including information relating to health conditions, products, and treatments, is for informational purposes only. It is 
often presented in summary or aggregate form. It is not meant to be a substitute for the advice provided by your own physician or other 
medical professionals. Always discuss treatment options with a doctor who specializes in treating HIV.

Copyright ©1980, 2006. AEGiS. All materials appearing on AEGiS are protected by copyright as a collective work or compilation 
under U.S. copyright and other laws and are the property of AEGiS, or the party credited as the provider of the content. Permission is 
hereby granted for the non-commercial use or reproduction of the information herein, provided that the use of such information is 
accompanied by an acknowledgement that IAS is the source of the information and the name of the author of the article.

http://www.iasociety.org/
file:///about/bi.html
http://www.bridgestoneamericas.com/news/newsarchive_2003.asp?id=2003/030204b
http://www.bridgestoneamericas.com/news/newsarchive_2003.asp?id=2003/030204b
http://www.bms.com/landing/data/index.html
http://www.ejaf.org/
http://www.gsk.com/
http://www.nlm.nih.gov/
http://www.nlm.nih.gov/
http://www.roche.com/
https://secure.groundspring.org/dn/index.php?aid=1874

	Local Disk
	[TuPE0078] ABSENCE OF TMC114 EXPOSURE-EFFICACY AND EXPOSURE-SAFETY RELATIONSHIPS IN POWER 3


