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Rx-Experienced Pts:  First Studies

Study Population Rx Results
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Rx-Experienced Pts:  Early 1990s

Study Population Rx Results
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Rx-Experienced Pts:  Mid-1990s

Study Population Rx Results
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Rx-Experienced Pts:  PI-Experienced

Study Population Rx Results
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Rx-Experienced Pts:  Late 1990s
Study N Rx Results
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Salvage Studies:  Lessons Learned
•

 
Improved response with:
–

 
lower baseline HIV RNA level

–
 

adding new class of drugs (e.g. NNRTI)
–

 
using 2 PI (vs. 1 PI)

–
 

using a ritonavir-boosted PI
•

 
Sequencing of PI can be important           
(SQV, NFV, APV)

•
 

3 “new”
 

drugs (i.e. drugs not yet taken) is not 
sufficient (due to cross resistance)



Abbott M97-765:  PI-experienced

•
 

Study population:  HIV+, single PI failure, 
NNRTI-naïve, HIV RNA 1-100K (N=70)

•
 

Baseline:  VL 4.1 logs, CD4 372
•

 
Study treatment:  Change PI to LPV/RTV, 
then after 2 weeks, add NVP + “new”

 NRTIs

Benson, et al.  JID 2002;185:599.



M97-765:  PI-Experienced Study
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Study Population:  HIV+, >2 PI failure, NNRTI-naïve, VL >1K

LPV/r + EFV + new NRTIs

Rockstroh, Glasgow Meeting 2000



Resistance Studies
Study N Dura-

 tion
Design Change 

in VL 
(logs)

VIRADAPT
Durant Lancet 1999

108 24 wks geno
 

vs. SOC -1.2 vs. 
- 0.7*

GART
Baxter AIDS 1999

153 8 wks geno
 

vs. SOC -1.2 vs. 
- 0.6*

VIRA 3001
Cohen AIDS 2002

271 16 wks pheno
 

vs. SOC -1.2 vs. 
- 0.9*

SOC = standard of care * p <0.05



TORO 1:  3-Class Experienced Study
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Lalezari, NEJM 2003;348:2175

N=491, VL 158K, CD4 80, 3-class experienced (avg
 

12 drugs)



Rx-Experienced Study: Early-Mid 2000s
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Inclusion of 2 Fully Active Agents in OBT
48 weeks results (unless noted)

0
10
20
30
40
50
60
70
80
90

100

LPV/r TPV/r DRV/r MVC RGV

- ENF
+ ENF

Pe
rc

en
t o

f P
at

ie
nt

s

12%

30%

21%
28%

44%

58%
50% 53%ξξ

90%

74%

<50 copies/mL <400 copies/mL 

TOROξ RESIST POWER MOTIVATE BENCHMRKTrial

*24-week data; **16-week data ξnew LPV/r use; ξξnew ENF use 

***

Lalezari

 

IDSA 2007 #964



What to change to?:  DHHS Guidelines
•

 
Review goals of therapy
–

 
Maximal virologic suppression (HIV RNA <50 c/ml)

–
 

For some pts with extensive prior rx and no rx options:       
preserve immune fx and avoid clinical progression

•
 

Review ART history
•

 
Assess adherence, tolerability, and PK

•
 

Perform resistance testing while on drugs
•

 
Identify susceptible drugs/drug classes

•
 

Consider newer agents (expanded access/clinical 
trials)

•
 

Goal:  Design a regimen with 2 (or preferably 3) fully 
active agents

DHHS Guidelines, 12/1/07



Rx-Experienced Study:  2007-8
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ACTG 5241:  OPTIONS

•
 

Study population:  Rx-experienced with VL 
>1000 cps/ml; no prior integrase

 
inhibitor

•
 

Study evaluation:  Hx, GT and PT, tropism 
testing

•
 

Study rx:  
Choice

 
among:  TPV/r, DRV/r, ENF, MVC, 

RAL, and ETR (+/-
 

NRTIs)
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