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INTRODUCTION

Background: Use of agents that increase immune response to HIV is being
considered to delay initiation of antiretroviral therapy in subjects who are
therapy naive. We evaluated the ability of REMUNE®, a whole inactivated
HIV-1 vaccine of gpl120-depleted HIV antigen emulsified in Incomplete
Freund's Adjuvant (IFA), to elicit cytolitic and non cytolitic antiviral
mechanisms in antiretroviral-naive, asymptomatic HIV-1 infected subjects.

Methods: Antiretroviral naive subjects with HIV-1 RNA 10,000-40,000
copies/mL and CD4 400-800 cells/uL were randomized to receive either 3
injections of REMUNE® at baseline, wk 12 and wk 24 (n=19), (Group A);
one single injection of REMUNE® at baseline (n=11)(Group B); IFA (n=10);
or saline (n=11).

The following immunologic parameters were measured:

" Mitogen-stimulated alpha-definsin production (ELISA)

® HIV-specific IL-2 and IL-10 production in CD8+ T cells (ICC)

® Plasma RANTES and IL-7 (ELISA)

® Post-thymic CD4+ and CD8+ T cell maturation pathways (Naive,
CM, EM)

® Plasmatic p24-specific IgG1 (TH2) and IgG3 (TH1) concentrations

Study Disposition

103 subjects
screened

49 screen 54
failures randomized

1 subject REMUNE® A d/c after wk 12
1 subject IFA d/c after wk 12

3DC
no
injection

Baseline Demographics

Total
(n=51)

Saline
(n=11)

REMUNEA REMUNEB  IFA
(n=19) (n=11) (n=10)

Age
(Mean)

Sex

S 4 8 10 36
Female 7 2 1 15
" 534 470 549 497 519

CDgE ot 300,730 | 336,810 | 399,778 | 309,733 | 300,810
N s 38 41 40 40
LIVRNEECS 3,5 2,5 45 3,5 2,5

*Median, Min/Max

Alpha Defensin Production in Supernatants From PBMCs
Stimulated with aCD3, aCD28, Irradiated Allogeneic Cells
and IL-2 (Change From Baseline)
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Plasma RANTES (Change From Baseline)
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CD4 Counts (Change From Baseline)
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CD4/CCR7+/45RA+ CFB

CD8/CCR7+/45RA+ CFB

Change From Baseline in IL-7

CD4+/CCR7+/CD45RA+ (Naive Cells)
(Change From Baseline)

CD8+/CCR7-/CD45RA- (Effector Memory)

CD8+/CCR7-/CD45RA- (Effector Memory)
(Change From Baseline)
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Log CD8 IL2/IL10 Ratio (Env)
(Change From Baseline)

Plasma p24-Specific IgG1 (Change From Baseline)
(O.D. at 1:10 Dilution)
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Plasma p24-Specific IgG3 (Change From Baseline)
(O.D. at 1:1 Dilution)
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CD8+/CCR7+/CD45RA+ (Naive Cells)
(Change From Baseline)
— Median
30 30
REMUNE A REMUNE B
20 20
10 10
| Al " g i
0 0 mn
-10 -10
-20 -20
BL W12 W24 W28 BL W12 W24 W28
Visit Visit
e IFA - Saline
20 20
10 10
0 L 0 [ LIJ
Il L | U
-10 -10
-20 -20
BL W12 W24 W28 BL W12 W24 W28
Visit Visit
Plasma IL-7 (Change From Baseline)
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Three injections of REMUNE® in HIV-infected, HAART-
naive patients resulted in:

" Increased non-cytolitic antiviral activity (alpha-

defensins, RANTES)

" Increased CDS8-mediated cytolitic antiviral activity
(EM CD8+ T lymphocytes)

" Increased thymic output as shown by the

augmentation of naive CD4+ and CDS+T cells
(CCR7+ CD45 RA+) and plasma IL-7 concentration
Modulation of the TH1/TH2 equilibrium as shown by
the increases in HIV-specificIL2/IL10 CD8+ ratio and
in plasma concentration p24-specific IgG3, (TH1) and
by the reduction of plasma p24-specific IgG1 (TH2)
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CONCLUSIONS FUTURE DIRECTIONS

" Well powered international clinical study with long-term
treatment is being designed to correlate immunological
activities of the whole inactivated vaccine to clinical
benefit in therapy naive patients

" Amplification of HIV-specific immunity elicited by the
whole inactivated vaccine with a novel toll-like receptor
agonist adjuvant, Amplivax™, is being tested in two
clinical trials: IR103-111 and IR103-112. Preliminary
data presented at the 3" IAS Conference, Rio de Janeiro,
Brazil, July 2005 (abstract #TuPeLB13.2B01)

The investigators gratefully acknowledge the contribution
of all the patients who participated in this study

13+ Conference on Retroviruses and Opportunistic Infections, Denver, CO, February 5-9, 2006
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