Abstract

Backaround: The KLEAN study extension assessed the long term efficacy and
safety of (FPVIr) and I (LPVIr), both

Long-Term Efficacy and Safety of Abacavir/Lamivudine (ABC/3TC) with Fosamprenavir + Ritonavir

Versus Lopinavir/Ritonavir (LPV/r) over 144 Weeks

V. ESTRADA!, K. LOGUE?, P. DOMINGO?, K. SCHEWE?, L. YAUS, C. VAVRO 5, C. PHARO¢, M. L. LIM”

® Patients were evaluated for safety, tolerability and efficacy (HIV-1 RNA, CD4+
and CD8+ analyses) at the baseline extension phase visit, and at wks 60, 72, 84,
96, 108, 120, 132 and 144 (or at early withdrawal).

Table 1. Baseline characteristics, ITT-Extension population

FPVIr (N=105)

LPVIr (N=91)

@ High viral load at baseline (2100,000 copies/mL) did not adversely affect viral
response rates in either treatment arm (Figure 2a [<400 copies/mL] and Figure
2b [<50 copies/mL]).

@ Median CD4+ cell count at Wk 144 was 546 cells/uL in the FPV/r arm and 550
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Discussion

® The KLEAN study 48 wk data established that FPV/r combination treatment is
non-inferior to LPV/r over 48 wks when used with the same once-daily NRTI
backbone of ABC/3TC FDC [1]. Italso showed a potent antiretroviral effect in
those with both high and low baseline viral loads as well as in those with low
baseline CD4+ cell counts (<50 cells/uL) when used in combination with the

?z“;:; ith abacavir/lamivudine (ABCI3TC) fixed dose combination (FDC), over @ The primary population for efficacy analyses at Wk 144 was the Intent-to-Treat-
2 Extension (ITT-Ext) population and the primary population for safety analyses Sox nfemale (% 5 25% 18 20%) . . .
Method: KLEAN is an open-label, non-inferiority study which randomized was the Safety-Extension population (where patients were analyzed according ’ &) G () cellsiyL in the LPV/r arm. Median (1Q range) change from baseline CD4+ cel h (<50
" . - " - H . " " count at Wk 144 was +300 (236 to 433) cells/uL in the FPV/r arm and +335 (225 ABC/3TC fixed dose combination.
antiretroviral naive patients to receive FPV/r twice daily (BID) or LPV/r BID with to the treatment actually received). Age in years; median [min-max] 38.0[20-78] 38.0 (21-74] to 444) cells/yL in the LPV/ P ion of HIV di defined by
ABC/3TC FDC once dally (QD). Patients with a viral load <400 coples/mL at @ Efficacy endpoints consisted of the proportions of patients with plasma HIV-1 o 444) cellsiyl. in the LPVIr arm. Progression of HIV disease, as defined by ® This study reports a long-term extension of up o 3 yrs to a well-powsred
Wk 48 were eligible to participate in the KLEAN study extension (up to 144 wks). ¥ endpo e prop P P HIV-1 RNA I e 512 (4.73-562) 4.95 (4.66-5.41 CDC Category A to Category C, occurred in one patient in the LPV/r treatment comparison of two ritonavir-enhanced protease inhibitors with ABC/3TC in HIV-
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Cantinueed with thelr prat ticwpated in the tharapy. The ) change from baseline values in plasma HIV-1 RNA and CD4* cell counts. (1aR) one patient in the FPV/r arm. suppression with FPVIr similar to that seen with LPVir over 3 years, in both
responders (HIV-1 RNA <50 P les/mL) at Wk 144 was 73% in the FPV/r arm and @ Due to limitations in the design of the KLEAN study extension (48 to 144 HIV-1 RNA 2100,000 copies per mL; n (%) 60 (57%) 43 (47%) ® AEs were reported at similar overall numbers in both treatment arms (Table 3). high and low baseline viral loads, when used in combination with the ABC/3TC
P P o weeks), including reduced sample size and selection bias of patients who i i i i fixed dose combination.
60% in the LPV/r arm. The proportion of responders (<50 copies/mL) was the ici - i o CD4 cells per pL; median (IQR) 197 (111-280) 213 (103-288) 186 patients reported at least one AE irrespective of causality, 101 (97%) in the
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300 [236-433] cells per pL and 335 [225-444] cells per pL in the FPV/r and LPVIr Results N AEs that led to premature discontinuation from the study. Changes from with HIV-1 RNA <50 copies/mL and <400 copies/mL in the FPV/r arm being
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twice daily it (FPVIr) and lopi it (LPVI) both baseline HIV-1 RNA 2100,000 copies/mL was higher in the FPVir arm than the “Thers were no palients who had bolh hepatils B and C. Any Event 442%) 251 Conclusions
i abacavi faod dose LPVIF arm (57% and 47%, rospoctively) (Table 1) S e et U OO e erss vent
(FDC) [1]. @ The proportion of patients with HIV-1 RNA <400 copies/mL declined slightly ! 5 5 !
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the study eligibility criteria continued with their existing study medication into
the extension phase of the study.
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