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Introduction

Virologic response was assessed as patients achieving HIV-1 RNA
<50 copies/mL at Week 24 (POWER 1-3 and DUET) or Week 96 (ARTEMIS)
(time-to-loss of virologic response [TLOVR; intent-to-treat] analysis).

Among patients with baseline insertions, 10/11 with an ins33 and 8/9 with
an ins35 failed virologically.

A total of 572 (53.4%) patients in POWER 1-3 and from the placebo

Table 4. Baseline samples from PI-naive patients (ARTEMIS) harboring ins35 of the HIV-1 protease (patients 23 and 24).

The protease inhibitor (PI) darunavir (DRV: TMC114) has shown significant Development of ins33 and ins35 was investigated in samples from VFs from groups of DUET-1 and DUET-2 experienced VF. Number of Ins35 FC (Antivirogram®) Confirmed response
! ' _ o i o . DRV RAM t Week 96
broad-spectrum in-vitro antiretroviral activity against both wild-type and POWER 1-3 and DUET-1 and DUET-2, and from ARTEMI. Ins33 of the HIV-1 protease developed at endpoint in two (patients 21 and . s at feck 58
. R . - X X R . . . K . . Patient at baseline E35 DRV APV ATV IDV LPV NFV sQv TPV (TLOVR; <50 copies/mL)
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activity, despite the occurrence of mutations within the target viral protein.?

DRV with low-dose ritonavir (DRV/r) has shown significant efficacy and
tolerability in a wide range of adult patients — from treatment-naive to
highly treatment-experienced patients.>

<50 copies/mL.

The TLOVR (non-VF censored) imputation method was used for the
identification of VFs, meaning that data were not imputed as non-response
at timepoints after discontinuation for patients who discontinued for reasons

already failing virologically and already had a DRV FC >40 before the ins33
emerged. Viral load, phenotypic and genotypic profiles are presented in
Figures 1 and 2, and Tables 2 and 3.

'+' indicates an insertion at the respective position

Prevalence and development of ins33 and ins35 of the HIV-1
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regimen.
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The lower clinical cut-off for DRV (10) is represented by a horizontal line. FC data at Wk 24 is missing.
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SCR = screening; BL = baseline

Figure 2. Viral load and phenotypic profile at different timepoints:
patient 22.

HIV-1 RNA <50 copies/mL.

A total of 40 (11.7%) patients in the DRV/r treatment arm of the ARTEMIS
trial experienced VF, of whom 31 had paired baseline and endpoint

Figure 1. Viral load and phenotypic profile at different timepoints: genotypes. None developed ins33 or ins35 of the HIV-1 protease.

Prevalence and development of ins33 and ins35 of the HIV-1 -
patient 21.

protease in highly Pl-experienced patients (POWER 1-3 and

DUET-1 and DUET-2) Table 3. Genotypes (ins33 and DRV RAMs) at different timepoints:
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The p.revalence ofins33 and 'n535 was investigated Am baseline samples. ‘+" indicates an insertion at the respective position; the presence of >3 DRV RAMs (predictive for diminished response) at baseline is marked in red; FC values above the biologic/clinical cut-off (decreased susceptibility) are marked in red; no confirmed virologic response at Week 24 2009 [accessed 28 August 2009]. Available at: http://www.kaletra.com.
Baseline genotype data were available for 1060 patients from POWER 1-3 (TLOVR; <50 copies/mL) is marked in red 14. Boehringer Ingelheim. APTIVUS® (tipranavir) Prescribing Information. June 2009

and DUET-1 and DUET-2 trials, and for 342 patients from the ARTEMIS trial.
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