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ABSTRACT

BACKGROUND: Among patients (pts) with multiresistant HIV infection, E-based regimens (EBR)
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can durably suppress viral replication. However, due to the inconveniency of twice-daily Intention-to-treat analysis: The proportion of patients with virologic failure was 1.2% in each arm ( one patient per arm). The difference (raltegravir minus enfuvirtide) was of 0.01% with a 95% Cl = [-6.7%; +6.8%] (p<0.002)
beut jecti d the high incid: f injection sit tions, alternatives to E e : ) - (o ) ) ; -~ . s i .
St us fnections and fhe high inicence of injection site reactions, allematives fo = are On-treatment analysis: The proportion of patients with virologic failure was 1.2% in the raltegravir arm and 0% in the enfuvirtide arm. The difference (raltegravir minus enfuvirtide) was of 1.22% with a 95% CI = [-5.6%; +8.1%] (p<0.001)
METHODS: 170 pts with triple-class resistant HIV-1 infection and plasma HIV RNA < 400 cp/mL . . N
for at least 3 months under EBR, were randomized 1:1 to either the maintenance of EBR (M arm) Figure 1: Patients disposition Figure 2 : Proportion of patients with HIV RNA<50 copies/mL over 24 weeks Figure 3 : CD4 T-cell count changes over 24 weeks
or the switch to a R-based regimen (S arm). The primary endpoint was the cumulative proportion 23
RESULTS: Baseline pts characteristics were well balanced across the two arms: median age: g £ ¥ 1ggy
; " N patients randomized -y o _
47.9 years, male: 85%, CDC stage C: 52%, median HAART duration: 13.6 years, median EBR - } 3 800
duration: 2.3 years, median baseline CD4 cell count: 393 cells/mm3, median nadir CD4 cell count: i @ 09 | g
50 cells/mm3. One patient withdrew his consent before being dosed and was excluded from the 85 patients - Enfuvirtic Allocation 5 pationts : Rartegravh -V | [ 88% 3z ™ T
analysis. Through W24, virologic failure was observed in 1/85 (1.2%) pts in M arm and 1/84 pts (U DBIERAN DN (FEEED B TR S < 08 S e T
(1.2%) in S arm in an ITT analysis (delta: 0.01%; 95% CI : -6.7; +6.8). In the per protocol analysis, H H] @ £
0/82 (0%) pts in M arm and 1/82 pts (1.2%) in S arm (delta: 1.22%; 95% CI: -5.6; +8.1) 1 patient stopped enfuvirtide at day 0 1 patient withdrew ‘.;. Z 0.7 E 500 -wll -BH--
experienced virologic failure. At W24, 88% to 89% of pts in both arms had plasma HIV-1 RNA e taline consent 2 E
levels < 50 cp/mL. No significant CD4 changes occurred in either arm through W24. 1 patient gave up the study before baseline 2= 01 £ 400 E== ——
r ’ 1 virologic failure A = b4
There was neither AIDS-defining event nor death during the study. Incidence of grade 3 to 4 0 lost to follow- up 0 lost to follow-up S 2
adverse events was 8% and 13% in the M and S arms, respectively (p=0.13). Incidence of grade 3 Week ™ wo wa w8 Wie Wad c m f -
to 4 laboratory abnormalities was 7% and 14% in the M and S arms, respectively (p=0.31). ) . Z
Primary analysi: No. Pat. JENF 85 85 85 85 84 g 200 I T
CONCLUSION: In highly treatment Pis with viral under EBR, 84 completed 24 weeks of follow-uj atweek24 | g4 completed 24 weeks of follow- s
a switch from enfuvirtide to raltegravir has non-inferior antiviral activity as compared to the omp P P low-up 100
maintenance of the EBR, with a similar safety profile. Table 1 Enfuvirtide arm Raltegravir arm Table 2: Number of patients with one or more Grade 3 or 4 0
: L through 24 weeks .
INTRODUCTION Patients characteristics at baseline N=85 N=84 9ing ’ N “;:‘:‘"g’g V;’: Vgg ‘;’}6 ‘zf“ ENF
= o Enfuvirti Raltegravir 0. Fal { 4 1 4
Median age, yr [IQR] 48.4[44.0; 54.3] 47.6 [43.0; 53.7] Laboratory abnormalities, no. m‘l”l;:;;d; o gy P-value
Enfuvirtide (ENF) has demonstrated sustained antiviral and immunological efficacy in RO, M) B(E) wER) AST/ALT (>5 ULN) 1 2
uvirti ustai v immunologi icacy i . . i ) _
patients with multidrug-resistant HiV-infection and has therefore become a major ~ CPC Clinical Stage C, no. (%) 47 (55) 42 (50) T Ui 7 G Tablo 3:: Number of patients with one or moro Grado 3 or 4 emarging
antiretroviral drug for salvage regimens in these patients. However, the long-term use of CD4 cells/pL at baseline, Median [IQR] 374 [277; 535] 410 [259; 505] ) verse Events throug weeks
enfuvirtide is ir jent due to the twice-daily s injections, and the high and N g CD4 cells/uL , [IQR] 56 [15; 128] 39 [13; 108] Alkaline Phosphatase (>5 ULN) 0 2 Adverseleventsino Enfuvirtide Raltegravir , 1,0
sustained incidence of injections sites reactions with painful subcutaneous nodules in ) ) ’ . ? ? Bilirubin (>2 ULN) 0 0 e arm N=85 arm N=84
almost all patients. For these reasons, some patients may be willing to discontinue  Patients with HIV RNA<50 copies/mL no. (%) 75 (88) 71 (85) GEYouAE] 2 2
enfuvirtide, but this strategy carries a high risk of virologic failure and accumulation of more Median duration of ART, yr [IQR] 13.6 [11.7; 15.4] 13.7 [12.1; 15.0] Hypertriglyceridaemia (> 8.6mmol/L) (] 2 Gastrointestinal 1 1
resistance mutations. Among the new drugs that have been recently available, raltegravir, . . Creatini o
.2[1.4; 3. .5[1.6; 3. reatinine phosphokinase (> SULN) 3 2 q
the first HIV integrase inhibitor, seems to be a favorable candidate to replace enfuviride  M1edian d“r':‘"““ “f_ENF "_'"apy‘ yr [IQR] 2.2[1.4;3.4] 2.5[1.6; 3.5] phosp ¢ ) Respiratory 2 1
within a virologically suppressive salvage regimen. ARYV drugs in baseline regimen, no. (%) Hypelipasaemia (> 3ULN) 1 0 Infections 0 3
A few pilot studies have been reported in which a switch from enfuvirtide to raltegravir in 21 NRTIs 81(95) 79 (94) Hypokalaemia (< 2.7 mEq/L) 1 0 Nervous system 0 1
patients receiving a virologically suppressive regimen was successful [1-3]. However, these > 1 NNRTIs 5(6 8 (10 i Ao
studles nvolved a imied number of patients, an i not use a andomized design. = © (f10) Total number of patients (%) 6(7) 12(14) 043 Paychiatric ] !
The aim of our study was (o determine, among patlents with mulidrug-resistant HIV- > 1 Boosted Protease Inhibitors (PIs) 85 (100) 83 (99) Total number of events 8 14 er .
infection, virologically under an  enfuvirtid regimen, Darunavir 34 (40) 30 (36) X ) Total number of patients (%) 7(8) 11 (13) 0.31
whether a switch to raltegravir was as effective and well tolerated as the maintenance of Tipranavir 29 (34) 37 (44) No grade >3 Creatinine or Hb levels; Neutrophils or Platelets counts Total number of events 8 13
enfuvirtide.
Study Design The study was a i ive, 48-week open- . . L L . . . . . . . . .
abel non inferiority trial with a primary e"dpomt at 24 weeks, carried out at 39 ANRS sites HIV-1 ARN <400 cpimL SWITCH Swutcl} from_ enfl_mrtlde _to raltegravir within a virologically suppressive regimen in patients with multidrug-resistant
in France. | / = Raltegravir + OBT HIV-1-infection, is effective and well tolerated, over 24 weeks.
v
Inclusion criteria Scroening Randomization * This regimen offers the ad ge of simplicity and rep therefore an attractive therapeutic option for such
- HIV-1-infected adults>18 years . H MAINTENANCE tient:
- Past history of triple class (protease inhibitor (PI), nucleoside reverse ' 3 > ENF + OBT Raltegravir + OBT patients.
(":‘?\‘";?I')‘;‘fas‘e '"h'b""" =NRT') and non-nucleoside reverse transcriptase inhibitor v T T T wad * Long-term follow-up of these patients is requlred and will allow to ining issues relative to this strategy
ailure o intolerance w4 w1 Do w24 i b :
- Enfuvirtide-based regimen, with no change in the previous 3 months such as liver function tests profiles and phar ir 1 Pls and raltegravir.
- Plasma HIV RNA levels < 400 copies/ml 23 months Statistical Analysis A sample size of 170 (85 patients per arm) was required to establish non inferiority of the raltegravir arm as
- No previous use of integrase inhibitor therapy. compared to the enfuvirtide arm, based on an expected virologic failure rate of 4% in the enfuvirtide arm [4], a margin of non 1- Harris M, Larsen G, and Montaner JSG. Outcomes of multidrug-resistant patients switched from enfuvirtide to raltegravir within a virologically suppressive regimen. AIDS 2008, 22, 1224-6
N fer\ori(y of 10%, with a alpha level of 0.05, and a statistical power of 80%. 2- Towner W, Klein D, Follansbee S, Yu K, Kerrigan H and Horberg M. Pilot study of switching enfuvirtide to raltegravir in HIV-1 positive patients well controlled on an enfuvirtide based regimen.
Primary endpoin( ini g N y Presented at the XVII International AIDS Conference, 3-8 August 2008, Mexico City, Mexico. Abstract TUPE0115
Cumulat " f patients with virol failure throughout 24 K Chi-Square tests or Fisher's exact tests were used to compare categorical variables among the arms. Differences in continuous 3- Talbot A, Marcotte S, RG Lalonde et al. Retrospective analysis of a switch from enfuvirtide to raltegravir in patients with undetectable viral load: efficacy and safety at 12 weeks in a Montreal cohort.
umulative proportion of patients with virologic failure throughout 24 weeks. variables between arms were analyzed with the use of non parametric Wilcoxon rank-sum tests. Comparisons were made with use Presented at the XVIl International AIDS Conference, 3-8 August 2008, Mexico City, Mexico. Abstract TUPEO112.3.5
Vlrologlc failure was defined as . of a two-sided alpha level of 0.05. Statistical analyses were performed with the use of SAS software (SAS Institute Inc., Cary, NC). 4 :am F, Kglla‘maTg,RSoaa‘g nf eg\ V}/e'ell;QDreszpDonnese:zo tsh;aéa;)y s a predictor of week 24, 48 and 96 outcome in patients receiving the HIV fusion inhibitor enfuvirtide in the T-20 versus Optimized
- confirmed plasma HIV-1 RNA 2400 copies/mL, The primary efficacy analysis was to compare between the 2 arms the crude proportions of patients who reached the primary study egimen Only (TORO)trials. Gin. Infect. Di. 2006: -
- patients with the last available plasma HIV-1 RNA 2 400 copies/mL without confirmation endpoint through 24 weeks. This comparison was performed with a non inferiority test using the Farrington-Manning method. Non Ack led
- patients who changed antiretroviral therapy following a single plasma HIV-1 RNA 2400 inferiority was established if the upper limit of the 95% two-tailed confidence interval (CI) of the difference in proportions between cknowledgements ) o )
copies/mL groups through week 24 (raltegravir arm minus enfuvirtide arm) was 10% or less. This study was supported by the Agence Nationale de Recherches sur le SIDA et les hépatites virales (ANRS).
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