BACKGROUND. Virological response to TPV-based regimen showed to be associated with number of mutations
of the protease gene, use of enfuvirtide (T-20) and Inhibitory Quotient (1Q). The role of gIQ, simpler to derive
than the latter, has not yet been investigated. Aim of our study was (o evaluate the relationship between TPV gIQ
and early virological response (EVR) to TPV-based salvage regimens.

Material and methods. Patients (pts) placed on regimens containing 2 NRTIs +TPV/RTY 5001200 mg BID +/- T20
were prospectively studied. HIV-RNA (VL) and CD4+ cell count were recorded at baseline (BL) and at week 4, § and
12. TPV C,,,, Were measured at week 2, 4, §, and 12 by a validated HPLC system. BL Genotypic resistance test and
Virtual phenotype (Vph) were obtained. TPV mutation score with 21 mutations at 16 protease codons suggested by
Valdez et al. (3rd IAS Conference on HIV Pathogenesis and Treatment; abstract We0a0205) was used. TPV £IQ was
calculated as the ratio between mean concentration of all available TPV C,,, and number of TPV-associated

regimens.

« Early Virological Response (HIV-RNA <50 copies/ml) at week 12 was
assessed. Values were given as median [IQR]. Intention To Treat (ITT)
Last Observation Carried Forward method (LOCF) was used. In this ITT
approach, subjects who discontinued TPV before week 12 due to
virological failure (VF) were considered as VF at 12 weeks

Population characteristics

Pharmacokinetic analysis

< At 12 weeks, 11/27 (40.7%) subjects had a HIV-RNA < 50

copies/ml
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‘ Linear Regression Analysis

‘mutations. Optimized Background Score (OBS) was calculated as the number of active drugs according o BL Vph.
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At 12 weeks, 7/9 subjects with a TPV glQ>13000 had VL <50 copies/ml, whereas only 4/18
subjects with TPV gIQ<13000 had undetectable VL (X2=7.6, p=0.011)

* Our study was the first to evaluate TPV gIQ in the clinical setting.

« Linear regression analysis was used to investigate the predictors of higher CONCLUSIONS
viral load decrease at 12 weeks.Logistic regreassion analysis was used to

investigate the predictors of reaching VL<50 copies/ml at 12 weeks.
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* TPV gIQ showed to be a better predictor of both higher VL decrease and EVR to TPV-containing regimens than TPV Cirougn OF TPV- alone. In our T-20 use was not shown
to indipendently predict EVR, as opposite to previous study with TPV IQ. This could be partially due to limited sample size, bias of choice of patients to administer with T-20 and/or to unexpectedly found
drug-drug interaction between T-20 and TPV (increase levels of the latter in case of co-administration, see poster 579).

* A TPV gIQ cut off value (13000) for the ility of EVR was

+ Further studies are warranted in order to evaluate the usefulness of TPV gIQ as a tool for optimization of TPV-based salvage therapy and for prediction of sustained virological response over time.
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was used to determine the EC50 for the gIQ.

This cut off was obtained by both logistic regression analysis and ROC curve.

*ROC curve was also used to estimate a cut off value for TPV GIQ




