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Abstract

Background: Cross resistance limits the ability to construct effective antiretroviral
regimens for persons failing current therapies. AACTG AS118 compared the use of
amdoxovir (DAPD), a novel nucleoside analog to placebo in combination with enfuvirtide
(ENF) plus optimized background therapy (OBT) in ENF-naive subjects who had failed =2
2 Plsand 1| NNRTL

antiretroviral (ARV) regimens including at least 2 NRTI

Methods: This randomized. prospective, double-blind, placebo-controlled study assessed
the antiretroviral activity and safety of DAPD (300mg PO bid) vs. placebo with ENF

(90mg SQ bid) plus OBT (3-5 agents selected based on genotypic and phenotypic testing at

sereening) in above. The pr p parison between
arms of time-averaged area under the curve minus baseline (\AUCMB) in plasma HIV-1
RNA copies/mL. at 24 wk and time to first serious (DAIDS > Grade 3 or ) adverse event
(AE). Planned sample size was 50 subjects; however an unplanned interim review was
convened when the long term development plans for DAPD became uncertain and accrual
was slow. The review panel found no safety concerns, but determined the study was
unlikely 1o be able to show a difference between study arms and recommended closing
enrollment. Subjects on study were unblinded and allowed to continue through 48 wk; 24
wk data on the 18 subjects (9 per arm) enrolled are reported here

Results: Median baseline CD4+ cell count was 36 cells/mm? (range, 11-537); HIV-1 RNA
was 481 L

e, 3.56.3) howed a median of 6 NRTI

‘mutations and § PI mutations; NNRTI resistance was present in samples from 13/18
subjects. 4 subjects discontinued therapy prior to wk 24, 3 for poor virologic response (2 on
DAPD; I on placebo), 1 subject on placebo discontinued for ENF injection site reactions.
learance.
By intention-to-treat analysis, the AAUCMB was 11 log, copies/m. (95% CI=0.19. 2.01)
in the DAPD arm and -0.8 log,, copies/mL (95%CI= 0.15,1.45) in the placebo arm
(p=0.69). Mean CD4+ increase was 70 cells/mm® (95%CI1=35, 105) in the DAPD arm and

‘Two subjects (onc per arm) bricfly interrupted therapy for decreased creatini

o

54(95%C1=14, 94) in the placebo arm (p=0.45). Time to first srious A did not differ
between arms. ENF injection site reactions were the most common AT (5 subjects). Mild
decreases i ereainine clearance were observed with a smilr frquency between arms, and
o subject developed an increase in lens opacity score. HIV associated morbidites were
frequent (8/18 subjects, and 2 ATDS-related deaths).

Conclusions: Inthis pillt sudy, the addition of DAPD to ENF with optimized background

safe, but did not add statistcall

therapy in advanced and
significant antiretroviral activity, HIV-associated morbidity i frequent in this resistant

population. Further studies of DAPD in this setting are warraned.

Introduction
“Cross resistance limits the abilty o construct effective antiretrovira regimens in persons
failing current therapics

*Amdoxovir (DAPD) is a nucleoside reverse transcriptase inhibitor (NRTI) active in vitro on

AZT and 3TC resistant viruses, as well as viruses containing the 69 insertion. In vitro resistance

10 DAPD is associated with the KGR and L74Y mutations, as well a the Q151M complex.

*AACTG 5118 was a randomized, placebo-controlled trial of DAPD (300mg orally twice a day)

with enfuvirtide (ENF) (90mg SQ twice a day) plus optimized background (OB) therapy in
subjects who have failed at least 2 drug regimens containing at eas

inhibitors (P1), and 1 n-NRTI (NNRT).

12 NRTIS, 2 protease
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Study Design

Objectives:

~Compare the antiviral activity of DAPD in combination with ENF plus OB to that of ENF plus
0B slone

“Explore the safety and tolerability of DAPID versus placebo arms

Endpoints

“The time averaged area under the curve minus baseline (AAUCMB) i plasma HIV-1 RNA
copies/m. from baseline to week 24

“Time to first DAIDS Gradez3 or 4 sign, symptom, or laboratory bnormality

Drug Regimens

“DAPD arm: DAPD (300mg by mouth tice a day) plus ENF (90mg SQ twice a day) plus OB
(3-5 approved aniretroviral agents, selected based on the genotype ot screening).

“Placebo arm: DAPD placebo (wice a day) plus ENF (90mg SQ twice a day) plus OB

OB was to remain sable for the first 24 weeks of study:

“Study drugs were discontinued afer week 24 for o confirmed loss of esponse (HIV RNA less
than 0.5 log, copies’mL from baseline AND a CD:4cell count lessthan 30 cells above
bascline).

Eligible Subjects:

“HIV RNA >5000 copies/mL. on stable ART for 8 weeks

“Failed at least two regimens containing 3 or more drugs,including 2 NRTIs, 1 NNRTI and 2
Pls , and on ART for a total of at least 24 months

“No prior DAPD or ENF therapy

Sample Size and Follow-up:

Initally planned to be 50 subjects, 25 per arm

Interim review precipitted by slow acerual and uncertan plans for DAPD development halted
envollment at 18 subjects (9 per arm) when panel found study unlikely to be able o determine a
difference beoween study arms

“Ofthe 18 subjects enrolled, 4 did not complete 24 weeks of therapy (3 stopped for poor

response, 2 in DAPD arm and lin placebo, and 1 stopped for ENF injection site reactions).

*Median study follow-up was 48 weeks in DAPD arm and 49 weeks in placebo arm.
Statistical Methods:
*AAUCMB to week 24 and change in CD4+ cells from baseline were compared (infent-to-ireat)

across arms using a Wilcoxon rank test

“Time to first Grade=3 or 4 sign or symplom was compared using a log rank test

«All tests performed are non-parametric and P-values are two-sided.

(Santana), SDAC UOI A138855 (Ribaudo), AI-32770 (Campbell and Gerber), AI46386 (Hammer),

A1-27659 (Kuritzkes), VSL Al 38858 (Kuritzkes), RR 016482 (Kuritzkes)

Table 1: Baseline demographics (including a summary of baseline resistance)

Figure 1. Median (1st and 3rd quartile) HIV-1 RNA change (log,, copies/mL)
over time by treatment arm (Intention-to-treat)
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Table 2. Virologic and Immunologic Responses at Week 24

sex Male
Female
Age Mean (SD)

Racefethnicity

Black Non-Hispanic
Hispanic (Regardless of

ice)

IV drug use Never

HIV-1RNA (log copies/ml)  Mean (SD)
Median (Q1
Min, Max
CD4+ (cellsimm?) Median (Q1
Min, Max
#0f nRTI mutations* Median (Q1
Min, Max
#of NRTI mutations Median (Q1
Min, Max
#of PI mutations Median (Q1
Min, Max

Optimized background (OB) 0.0
Gss™

OB GSS (</>1) <l

]

Q

Q

Q3

Q3

‘White Non-Hispanic

)

15 (83%)

3017%)

438(89)

11(61%)
2(11%)
5(28%)

18 (100%)

50(07)
48(45,55)
35,63

36018, 123)
11,537

6(4.7)
Lo

7(39%)

422%)
2(11%)
2(11%)

1(6%)
2(11%)

1161%)
7(39%)

*No subject had a K65R or Q15IM at baseline (exclusionary); 6 subjects had a L74V, 4 in the DAPD arm and 2 in the placebo arm
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Table 5. Virologic response by Genotypic Sensitivity Score of
Optimized Background (all subjects)

Opimized background regimen

Genotypic sensitivity score Povalue
-
n =7

Week 24 AUCMB (log,, Mean (SD) 06(0.5) 1507) o1
copies/mL)

M 05 (:09,-0.1) 21(31,-01)

(@1,03)

Min, Max -16, 03 34,12

Subjects with a GSS of OB 1 tended to have a better virologic response

* These three events occurred in one subject

Conclusion

** This subject also had PCP carlier n study

“The addition of DAPD to ENF plus OB did not confer a statistically significantly greater antiviral activity at 24 weeks compared to placebo

plus ENF plus OB in this small study of subjects with highly resistant virus. Both arms had an approximately one log, ,drop in HIV RNA and a

doubling of CD4 + cells/mm? at 24 weeks.

“The addition of DAPD to ENF plus OB appears to be safe, with no difference in time to Grade 3 or 4 adverse event between treatment arms.

Local ENF injection site reactions (induration, erythema) were the most common adverse event in this study. No subjeet developed ocular lens

opacities.

“HIV-associated morbidities occurred in 4% of subjects in this treatment experienced population followed for 48 weeks. Six AIDS-defining

illnesses and 2 AIDS-related deaths occurred.

with potential activity against resistant strains, such as DAPD, are needed.

iven the morbidity that may be associated with drug-resistant virus in the setting of advanced HIV disease, further studies of new agents



