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Our goal

A prophylactic HIV vaccine that protects
against multiple clades of HIV-1

Heterologous vaccine regimen using Ad26 vectors expressing mosaic
Gag, Pol and Env antigens, and soluble trimeric envelope proteins gp140:

Viral vectors for the induction of potent cellular and humoral immunity
Mosaic designs of HIV genes for coverage of globally circulating strains
Soluble trimeric gpl40 envelope proteins co-formulated with
aluminum phosphate to boost HIV-specific immunity.



Clinical development plan

NHP #13-19
Pre-clinical study
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APPROACH

HIV-V-A004

Phase 1/2a Randomized, Double-Blind, Placebo-Controlled Study
Evaluating Safety/Tolerability and Immunogenicity of Heterologous
Vaccine Regimens using combinations of Ad26.Mos.HIV,
MVA-Mosaic and gp140 Envelope Protein.

This presentation includes data 2 years post last
vaccination



Study design

Long term follow up
5 years
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Study objectives

Primary Objectives Secondary Objective

To assess safety/tolerability of various To assess other Ab binding, Ab

regimens containing Ad26.Mos.HI1V, effector function and Ab

MVA-Mosaic and/or gp140 components. characterization and cellular
responses.

To compare Env binding responses

between the different regimens.
LTE Objective

To explore durability of the vaccine
regimen in the groups selected for
the long-term extension phase.
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Long term extension overview

Participation Demographics

(84 eligible from groups 1 & 2)
@ US Thailand

E H East Africa

South Africa

. Consent signed (65)
. Not consenting to LTE (19)

No safety issues, including no HIV infections reported during the LTE to Week 144
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Durability, humoral

100% response rate is maintained for 2 years after vaccination

Clade C Elisa

High dose gp140

Low dose gpl140

Log;, ELISA titer
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Log,, ELISA titer

Durability, humoral

100% response rate is maintained for 2 years after vaccination

Mosaic Elisa

High dose gp140

Low dose gpl140

@ ~d26.Mos.HIV

‘ Ad26.Mos.HIV +
Clade C gp140
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Early response predicts late outcomes

Responders to first vaccination have a higher response
at all subsequent times

Clade C Elisa

Responders to 1st vaccination

Non-responders to 1st vaccination

Log,, ELISA titer
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Durability, by region
Persistence of antibody responses is consistent across regions
Clade C Elisa
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Durability, humoral

Modeling and extrapolation of Clade C ELISA response to 5 years post vaccination

ELISA

— individual subject profiles
== Model-based population average

== Observed mean profile

model-based 95% confidence interval for
the population average

Log;o ELISA titer

model-based 95% prediction interval for
an individual subject

52 100 200 300
Weeks
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Durability, cellular

Env-specific cellular immunity is persistent
2 years after the final vaccination

ELISpot PTE ENV
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Conclusions — APPROACH, 2-year follow up

All vaccine regimens
showed a favorable
safety profile over

the duration of
the APPROACH
study

LTE is ongoing for 5
years for participants in
groups receiving Ad26
X 4 and high or low
dose gp140 at the 3"
and 4t vaccine
timepoint

Env-specific cellular and
broad humoral immune
responses persist at
high frequencies for 2
years after fourth
vaccination

This vaccine concept is currently being evaluated for efficacy in young women in
Southern Africa in the HVTN705/HPX2008 (IMBOKODO) trial with a final

enrollment of 2637.
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