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The NEW ENGLAND JOURNAL f MEDICINE

Enfuvirtide, an HIV-1 Fusion Inhibitor, for Drug-Resistant
HIV Infection in North and South America

Jacch P. Lalezar, M.D,, Keith Henry, M.D., Mary ©'Hearn, M.D., Julio 5.G. Montaner, M.D,, Peter ). Piliero, M.D,,
Bendit Trottier, M.D., Sharon Walmsley, M.D., Calvin Cohen, M.D., Daniel R. Kuritzkes, M.D., Joseph ). Eron, Jr., M.D,
Jain Chung, Ph.D, Ralph CeMasi, Ph.D,, Lucille Donatacci, M.5,, Claude Drobnes, M.D., John Delehanty, Ph.D.,
and Miklos Salgo, M.D,, Ph.D,, for the TORO 1 Study Grou p*

Efficacy of Enfuvirtide in Patients Infected with
Drug-Resistant HIV-1 in Europe and Australia

Adriano Lazzarin, M.D., Bonaventura Clotet, M.Dv, Ph.D, David Cooper, M.D., D.5c,
Jacques Reynes, M.D., Ph.D., Keikawus Arastéh, M.D., Mark Melson, M.B., BS.,
Christine Katlama, M. D, Hans-Jirgen Stellbrink, M.0, Jean-Francois Delfraissy, M.D,,
Joep Lange, M., Ph.C, Les Huson, Ph.C., Ralph DeMasi, Ph.D,
Cynthia'Wat, M.B., B.5., John Delehanty, Ph.C., Claude Drobnes, Ph.D,
and Miklos Salge, M.D, Ph.D., for the TORD 2 Study Group®




Change from baseline

TORO 1&2 primary endpoint:
difference between HIV RNA in the two
arms at 24 weeks (ITT, LOCF)
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New Engl J Med, 2004
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Positive prognostic factors for virological
response on enfuvirtide

TORO 1 & 2 data: Odds ratios and 95% confidence intervals for virological response
<400 copies/ml at week 24 on enfuvirtide with an optimized background regimen

Baseline CD4 >100 cells/mm? —o—— p <0.0001
Baseline HIV RNA <5 log,, copies/m| ~ ——o—— p <0.0001
<10 prior ARVs ——o0—— p <0.0001
22 active ARVs in background —Oo— p <0.0001
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Montaner J, et al. Antivir Ther 2003, 8 (Suppl 1): S212 [abstract]




Efficacy and Safety of Emtricitabine
vs Stavudine in Combination Therapy

in Antiretroviral-Naive Patients
A Randamized Thal
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Efficacy and Safety of Tenofovir DF
vs Stavudine in Combination Therapy

in Antiretroviral-Naive Patients
A 3-Year Randomized Trial
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E m e Gallant, J. E. et al. JAMA 2004;292:191-201.

Percentage of Patients With HIVV RNA Levels of Less Than 400
Copies/mL Using Intent-to-Treat Analysis
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Toxicité pouvant étre rapportée a une mitochondriopathie
(neuropathie périphérique, acidose lactique,
lipodystrophie, pancréatites)

*p < 0.001
30 1 0 *
B TDF+3TC+EFV 27%
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Al424-034: ATZ vs EFZ
(+AZT/3TC)

Etude multicentrique, randomisée, en double aveugle,
double placebo,

Patients naifs : HIV RNA >2000 c¢/mL, CD4 >100 /mm3

Randomisation

(N=810)

ATV 400 mg qd EFV 600 mg qd
EFV placebo qd ATV placebo qd
ZDV + 3TC dose fixe bid ZDV + 3TC dose fixe bid
N = 404 N =401

Squires K et al. JAIDS,2004




Al424-034:
ATZ vs EFV Réponse Virologique a S48 (ITT)

s~ ATV (N=404)
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Table 3. Summary of most frequently reported grade 2-4 drug-related adverse events.

FPV/r QD NFV BID

n=2322 n=327 Fisher exact test
Adverse event (%) n (%) Pvalue
Diarrhea 281(9) 51(16) 0.008
Drug hypersensitivity to abacavir 24(7) 19 (6) 0.433
MNausea 21147 16 (5) 0.401
WVomiting 19 (6} 12 (4) 0.201
Fatigue 1113} b{2) 0.229
Headache 8 g3 1.000
Abdominal pain 812) B (2) 0.601
Rash (MOS) 512) 512 1.000

“Difference statistically significant. FPV/r QD, FPV/ritonavir once-daily; NFV BID, neliinavir
twice-daily; NOS, not otherwise specified.

ﬁi NFV vs Fosamp/rito QD  Solo Study, Gathe et al, AIDS, 2004

AIDS 2004, Vol 18 No 7

Failure of lopinavir-ritonavir (Kaletra)-containing regimen in an antiretroviral-naive patient
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Conradie et al, AIDS, 2004




En bref......

e Une avancée dans le traitement des multi-
résistances: T20 prototype d’une nouvelle
classe.

e Une amélioration de la tolérance et

simplification des traitements:
- FTC
— Tenofovir
— Fosamprenavir
— Atazanavir
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NMNRTI versus PI, log-rank P = 0.03

- Naive NNRTI TR, ey,

Proportion remaining on first HAART

0.24 —.- Naive PI i i
— Exp'd NNRTI :
0.0 --+ Expd P
L] L 1 L] 1 1
V] 1 2 3 4 5 ]

Follow-up (years)

Time (yrs)
Strata 0 05 1 1.5 2 25 3 35 4 45 5 55 6
Maive NNRTI 118 81 58 40 33 28 19 16 i'; b 2 0
Maive P 218 170 124 82 B4 46 35 25 18 14 8 4 0
Expd NNRTI 36 24 18 16 13 10 T 5 4 o
Exp'd PI ™ 49 20 22 17 14 9 7 5 2 2 1 0
: Imep - Klein et al, AIDS, 2004

Comparison of first-line antiretroviral therapy with regimens
including nevirapine, efavirenz, or both drugs, plus stavudine and
lamivudine; a randomised open-label trial, the 2NN Study

Fbanl.eth,PPhanuphakF{ermnglham.fﬁaraﬂf.SMM.BG&:EM.FEhhn.UELaIFDMmeMum
DRMaian.MAJW,ERSanm,FMMmHHW.GEM&,GHEMHSM;&,JMH&.DMFH&HT.
EHa!fama.RLMumhMHﬂan,iPDmEHasﬂnkRuaan.Fan.FWHﬂJMALanae.fwme
2NN Study team®

Lancet, 2004
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Comparison of Four-Drug Regimens and Pairs
of Sequential Three-Drug Regimens as Initial
Therapy for HIV-1 Infection

Robert W. Shafer M.0. Laura M. Smeaton, M.S.,

Gregory K. Robbins, M.D., M.PH., Victor De Gruttola, 5c.0., Sally W. Snyder, B.S.,

Richard T D'Aquila, M.D., Victoria A. Johnson, M.D., Gene D. Morse, Pharm.D,

BAnménfn & Klalén AP Awna |l Elarkinae MMk Dackhaes M T einehaoae B4

ACTG 384, Shafer et al, NEJM, 2003

Comparison of Sequential Three-Drug Regimens
a5 Initial Therapy for HIV-1 Infection

Gregory K. Robbins, M., M.PH, Victor DeGruttola, Sc.D, RobertW. Shafer, M.D., Laura M. Smeaton, M.5,

Sally W, Snyder, B.5., Carla Pettinell, M.D., Ph.D., MichaelP. Dubé, M D, Margaret A, Fischl, M.,
Richard 8. Pollard, M.D,, Robert Delapenha, M.D, Linda Gedeon, B, Charles van der Horst, M.D,
Dakart | Murshie BT Marl | Racbar Dharen T Dichard T MAanils N CoafanaValls BT

ACTG 384, Robbins et al, NEJM, 2003

11



&=
ERRLL L L=
. Shafer et al, NEJM, 349, 2003

(3 Change to abacavirlamivuding-tenofovir combination treatment in
patients with HIV-1 who had complete virological suppression

M Hoogewerf, R M Regez, W E M Schouten, H M Weigel, P H ) Frssen, K Brinkman

Lancet, 2004
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Triple-Nucleoside Regimens
versus Efavirenz-Containing Regimens
for the Initial Treatment of HIV-1 Infection

Roy M. Gulick, M.D., M.P.H., Heather |. Ribaudo, Ph.D,,

Cecilia M. Shikuma, M ephanie Lustgarten, M5, Kathleen E. Squires, M.D.,
William A. Mey ~osta, Pharm.D,,
Schackman, Ph.D., C o ) I3 rt L. Murphy, M.D.,
am E. Maher, M.0., Mallory D.Witt, M.0x, Richar teichman, M.D.,
Sally Sryder, B.S., Karin L. Klingman, M.D., and Daniel R. Kuritzkes, M.D.,
for the AIDS Clinical Trials Group Study AS095 Team®

BruceR

 imea: Gulick et al. NEJM, 2004

‘ T —
il Bl
il
R
- -

M= Ve 3 A g gl Gulick et al, NEJM, 2004




Les stratégies

Le long terme

L’'essentiel

Les nouveaux antirétroviraux

Wesk

SR, S, S, . . |
0 24 48 T2 06 120 144 168 192204

18 4
El HIV RNA <400 coples/mi
E
2 80 E 400 4
3 3
] HIV RMA <50 coplesiel -
% E 60 4 % 3004
T Q o
>3 £ .
I ] ]
g ¥ 83 § o/~ =0 Baseline CD4 <50 (n=17)
2 g L 4~ Baseline CD4 50-139 1 = 19)
& 3 == Basaline CD4 200-349 [n = 19)
§ ™ 0 8- Baseline CD4 350-439 (n = 1)
=0 Basaline CD4 500+ n = 26)
E’ == All patianis
0

ey p——p——
0 24 4 T2 % 120 144 168 102 304
Week

Hicks et al, AIDS, 2004




Les nouveaux antirétroviraux

Les stratégies

Le long terme

L’'essentiel

15



Effectiveness and safety of a generic fixed-dose combination
of nevirapine, stavudine, and lamivudine in HIV-1-infected
adults in Cameroon: open-label multicentre trial

Chistian Lourent, Charles Keuanfick, Sinata Keulla-Shire, Nathalie Nkcu Anke Bourgeois, Alexandr Calmy, Bemadette Lactuock,

Viviane Nzeusseu, Rose Mougnutow, Gilles Peytavin, Florian Lidgeois, Eric Nerrienet, Michée Tardy, Marting Perters, isabefle Andrieux-Meyer,
Léopoid Zekeng, Michel Kazatchiine, Eitel Mpoudi-Ngolé, Eric Defaporte, for the ANRS 1274 study group

Summary .

Background Generic fixed-dose combinations have been prequalified by WHO to treat HIV-infected patients in
major donor agencies owing to scarcity of clinical data on effectiveness, safety, and quality. We aimed to assess
these issues for one of the most frequently prescribed treatments in Africa, a generic fived-dose combination of
nevirapine, stavudine, and lamivudine.
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