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BACKGROUND

The optimal alternative therapy for subjects with nRT| experience who
develop viral rebound remains uncertain. ACTG 364 examined long-term
viralogic and immune responses of quadruple vs triple antiretroviral
{ART) therapy regimens in exclusively nRTHreated subjects

Study Objectives

PRIMARY STUDY OBJECTIVES

* To evaluate plasma HIV RNA respenses across the three study arms at
18 weeks

« To evaluate the safsty and tolerability of NFY andior EFV in
combination with nucleoside analog-containing regimens

SECONDARY STUDY OBJECTIVES

« To assess durability of viral supprassion through 48 waaks and 144
weeks

* To determine time to virologic failure (confirmed HIV -1 RNA = 200
cfmL at week 16 or later)

« To compare CD4 gell count responsas across the study amms at 16
waeks and 144 woeks.

Study Design

INCLUSION CRITERIA

* Participation in ACTG 302/303 with original randomization to d4T
monotherapy o combination nucleoside analeg therapy and
maintenance of that regimen until randomization in ACTG 384

* Screening HIV RNA = 500 o/mL

 Accaptabls laboratory values

EXCLUSION CRITERIA

* Protease inhibitor exposure

* Non-nucleoside reverse transcriptase inhibitor (NNRTI) exposure
« History of acute or chronic pancrestitis

+ Peripheral neuropathy > grade 2

* Malignancy requiring systemic chemotherapy

« Pregnancy

= Acute infection or medical liness

Phase Il, Randomized, Partially Double-Blind
e ACTG 364
(N=185)

A€ ollover Trials
APV EFV placato  nTIs®
—p EFV + NFV placabo + nRTls"

A NPV ¢ EFVe nRTIs"

R
A
N
D
o
'}
|
z
E

Statistical Methods

* Intent -to-reat analysis

» Analyses included all randomized subjects who had any study
treaiment dispensed and avallable follow-up through week 144

» Safely data censored within 56 days of date of last dose

* Primary efficacy assassed on the basis of plasma HIV-1 RNA lavals

* Analysas of proportion of subjects with HIV-1 RNA balow 500 (50) c/mL
evalualed using Cochran-Mantel-Haenzel tast
» Stratification factor: ACTG 302/303 nucleoside therapy

* Time to event analysas estimated using method of Kaplan and Meier

* To evaluate association betwsen baseline factors and treatment failure
(confirmed HIV RNA> 200 c/ml al week 16 or laler), Kaplan Meier
curves and Cox proporional hazards regression models were used to
assass the time to virologic failure.
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* Clinical Assessment: baseline. and weeks 2, 4. 8, 12, and 18: then
every & weeks through week 144
* Standard Safaty Laboratory Tesis: baseline, and weeks 2, 4, 8,12, and
16; then evary 8 weeks through week 144
= Plasma HIV RNA assays.
» Standard Roche Amplicor Monitor agsay through week 48 then
[ater timepointz used Roche Ullrasensitive assay
» Viral lpad samples < 500 c/mL relrospectively analyzed using Roche
Ultrasansitive assay { lower limit of detaction: 50 c/mL)
» Later timepoints after week 48 used Roche Ulirasensitive assay
= C04 call counts

NFV EFV NFV+EFYV
Characteristic Total +RTIs +RTIs +RTls
N=185 N=585 N=65
Mais sex- No (%) 171 (88%) 60(91%)  53(B2%) 58(21%)
\Age- yr (Mean) 44 05 434 03
Race of ethnic groue- No (%)
White, non hispanic 145 (74%) 48(73%) 4B (T1%) 51 (20%)
Afican American Z8(14%)  T(I%)  13(20%)  8(13%)
Hispanic 1BEN)  S(14%)  BlOZ%) 35N
Asian Pacific or other 4(2%)  2(3%) -{%) 2(3%)
Injection drug use- No (%) 0 (5%) 3 (8%) 2(3%) 4(8%)
Hemophiliac- Mo [%) 40TH) 5 (B%) 4(6%)  SiEK)
Median CD4 Count (cellsimm’y 380 338 343 g
Rang (calls/mi’} 01580 24935 01004 42-1500
Baseine Median HIV RNA (cimk) 7776 8680 7899 5776
Rangs 500> <500 <500~ < 500-
750000 >750000  AZS1T  MBAz2
Median duration of 5.0y
prios NRTI therapy (yrs)

ollow-Up and Treatment Status at 144 Weeks

 Of the 185 subjects, 171 (88%) compieted the protocol
» Among the protocol-completers, 49% (8317 1) wers followed to
waek 144
* 120 subjects (62%) completed the study treatment
» 30 in the NFY arm, 44 in the EFV amm, and 48 in the NFV+EFW arm
« Alotal of 75 {38%) subjects permanantly discontinued study treatment
during 144 waeks of follow-up
= Protocol defined clinical events and virologic failure accounted for
parmanent study treatment discontinuation in 36 (18%) of 195 subjects
with 21 in the NFV arm, 10 in the EFV arm, and 5 in the NFV+EFV arm
» Tha majority {81%; 29/36) of thesa treatment discontinuations were
attributed to virologic failure.

Table 2:
Time to Permanent Treatment Discontinuation

Treatmentarm N

NFW 34166
EFV 19165
NFV+EFY 17164

Treatment arm 2-way p
EFV 0.008
NFVAEFY 075
NFW <0.001

Faway p < 0.001
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Proportion of Subjects with HIV RNA < 50 c/mL

Muamber of patients
NFY 5

EFV
WFVeEFY

Treatment Arm
NFV

EFV

NFV+EFV

Soway P=t04S

N

21444
2848
30042

48%
58%
%

Treatment arm
EFV

NFV+EFV
NFV

Time to HIV RNA > 200 Copies/ mL

MNumbe of patients

NFY % 66

65
NFWEFY 64 63

2way P
0.241
0.187
0.018

Team

Baseline Factors ~ Hazards  95% Confidence

Ratio Interval P-values
Baseline HIV RNA .75 137223 =0.001
(logsq c/mL)*
302/303 Treatment™™
Z0V/ddiI3TC: Referent
d4T 025 0.08- 071 0009
ZDV+3TC 0.66 0.42- 108 0.086
ZDV+ddl 0.19 0.10- 0.38 <0.001
ZDV+ddC+3TC 079 043-145 0450
ZDV+ddC 0.3 0.12-0.79 0014
2vs 1 new nRTI™ 044 0.28-0.67 <0.001

Based on Cax proportional hazards madal
* Adjusting for randomzed 364 treatment
** Adjusting for randomized 364 treatment and lagyg HIV RNA

ogic Failure

(HIV R ek 144): Final N

Baseline Factors ~ Hazards  95% Confidence

Ratio Interval P-values
Baseline HIV RN 214 1.66- 2.76 <0.001
(logyq c/m)
ACTG 384 Traatment
NFY 3.60 2.15-6.05 <0.001
EFV 225 131-3.86 0.003
NFV+EFV referant
3TC-naive at entry”  0.28 0.17-0.45 <0.001

*ACTG 3021303 trealments groupsd into single basalins factor which assessed
whether patients were 3TC-nalve or experienced at ACTS 364 study entry

Adverse Clinical Events

* There were no significant differences among the three treatment arms
in time to onset of first > grade 3 sign/ symptom
= 11 of 195 (6%) subjects experienced > grade 2 peripheral neuropathy
+ 5 subjacts in the NFV, 2 in the EFV, and 4 in the NFV +EFV amms,
respectivaly
48 of 185 (25%) subjects developed at least one grade 3 or higher
clinical sign/symptom
+ 14 subjects in the NFV, 14 in the EFV, and 20 in the NFV+EFV arms,
respectively
= The most common signs/symploms were
+ Aghe painidiscomfort in 18 {8%) subjects overall
+ Diarthea /loose stools in 9 (5%) subjects

Adverse Laboratory Events

* Thera ware no significant differances among the three study arms in
time 1o onset of first > grade 3 laboratory toxicity

= 81 of 185 (42%) subjects experinced al least one grade 3 or highar
laboratory toxicity:
+ 30 in the NFV, 26 in the EFV, and 25 in the NFV+EFY arms,

respectively

* The most common laboratory toxicities ware:
+ Grade 3 or higher triglycerides: 32 of 195 subjects (16%)
+ > Grade 3 slevated CPK levels: 30 of 195 subjects (15%)

ACTG 364- Nelfinavir (NFV) and/or Efavirenz (EFV) in Combination with New nRTIs
in Nucleoside Experienced Subjects: Week 144 Results
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Deaths Observed through Week 144

* Six deaths occurred on study: 2 each in the NFV, EFV, and NFV+EFYV
arms, respectively
* Causes of death included:
» Respiratory arrest
+ Lung canger
» Unknown
+ Pancreatitis with coincident biliary colic
» Lung cancer with metastatic disease
+ Post-operative sepsis
* None of the deaths were atlributed to HIV infection

Conclusions

PLASMA HIV RNA RESPONSES

* In this NRTI-experienced, selected population, vimlogic suppression
(HIV RNA < 50 c/mL) was achieved in 53% (F9/134) of subjects at
waek 144

* A significant difference in virologic suppression was observed among
the three treatment arms at week 144 (3-way p=0.045)

» This difference was lass significant compared 1o that seen al waeks
A0-48 and week 86, respectively (3-way p= 0.001; 3-way p=0.001)

= In pairwise comparisons at week 144:

» The proportion of subjects achieving viral supprassion was greater in
the quadruple NFV+EFV arm compared to the triple NFV arm
(p=0.016)

» There were no significant differences in viral suppression seen in the
NFV+EFW vs EFV arms or in the EFV vs NEV triple ams

DURABILITY OF VIRAL LOAD RESPONSES

* Intime to virologic failure (confirmed HIV RNA > 200 c/ml at week 16
or later) analyses, a highly significant differsnce in durability of viral
suppression was observed among the three treatment arms at 144
weeks (threeway p < 0.001)

+ The patients in the quadruple NFV+EFV arm took a significantly longer
time to expenence virologic failure compared fo those randomized to
the NFV triple arm (p< 0.001) and to the triple EFV amm (p=0.003)

* The EFV triple arm had superior durability of viral load suppression
compared to the NFV triple arm (p=0.028)

BASELINE PREDICTORS OF VIROLOGIC OUTCOME:

COX PROPORTIONAL HAZARDS REGRESSION MODELS

* Baselina factors that wars highly predictiva of viralogic outeome {HIV
RMA > 200 c/ml) at 144 weeks

+ Baseline HIV RNA (1 log,gc/mL higher) was associated with virologic
failure

* Racaipt of 3 vs 4 drug ACTG 364 randomized regimen was associalad
with Increased risk of virologic failure

* Being ATC-naiva at study entry was assoclated with reduced risk of
virologic failure

CD4 CELL COUNT CHANGE

* No significant short-tarm or long-erm differancas in CD4 call count
responsas were observad among the three treatment arms at week 16
or at week 144

= Overall, a median CD4 cell count rise of 70 cellsimm® and 171
cells/mm’ was seen at week 16 and week 144, respectively

ACTG 364: CONCLUSIONS
* This study showed that the addition of at least two new classes of ART
drugs in an altemativa 4-drug regimen achieved superior durability of

viral load suppression vs three-drug regimens for patients with
extensive nucleoside experience who developed viral rebound

* The benefits of achieving potent viral suppression with 4 drug vs three
drug regimens have to be balanced with the risks of limiting future
trsalment options and incurring long-tenm toxicities

 Partially sups regimens in ARTI
patients may sill provids substantial long-tarm increases in CD4 cell
counts and confer clinical benefit




