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Introduction

DNA-Prime-Viral Vector Boost regimes have shown great promise
in macaque models for the induction of effective CD4+ and CD8+
T cell responses which efficiently control viral load post challenge

with high dose pathogenic STV or SHIV,

We tested our lead candidate for safety and immunogenicity in a
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Primary Aim

- Assess safety and immunogenicity of prime-boost regime (proof of principle)

Secondary Aim

and breadth of p

Assess risk behaviour in participants

Vaccine Constructs
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“FPV-M3 vector strain
~ Used as a vaccine against wild-type FPV in chickens
“Extensive safe use of avipox vectors in humans
«Abortive rep
“Production on chick embryo skin cells
« FDA approved cell substrate for vaceine production

Fowlpox Vaccine

&=

replication in mammalian cells

“Expression from up 10 three insert sites

Clinical Trial Design
Design
double bind, placebo-controlled in 24 volunteers

3:1 vaccine:placebo randomisation

healthy adults 18-55 yrs of age at low risk of HIV-infection
frequent assessments for 52 weeks
interim analysis of data up to week 12

Immunisation dose and schedule

= DNA: mg (IMD) on day 0 and week 4
= FPV:5x 107 pluml (IMD) on week §
Each immunisation approximately 1mL_ volume

(DNA- dominant arm, rFPV- non-dominant arm)

Safety measures
- History and @E, FBC, UEC, LFT, U/A and HIV antibodics

Immunogenicity measures

- Primary - IFNy ELISPOT against HIV antigens (weeks 0, 8, 9, 12 and 24)

- Secondary - L and intracellular cy 1y (weeks 0,9, 12 and 24)

Primary end point: week 9
- mean change in IFN-y responses from freshly isolated PBMC following stimulated by gag pool 122

number of volunteers with posit

IEN-y responses by T cells stimulated by gag pool 122

- Serum and PBMC repository for retrosp tests eg tetramer CTL, humoral responses)

Multiple secondary endpoints includin

- Change in stimulation index for lymphoproliferative responses to. p24 by LPA and other HIV antigensand
proportion of responders

- 1CCS of IFN-y/IL-2 CD69 in response to HIV gag antigens

- Anti-HIV gag, pol and en antibodies (ELISA and Wester blot)

- Mean change in ELIspot HIV gag response from baseline to wk §

- Mean change in ELIspot HIV gag response from wk § o wk 9

Demographics
Vaceine n=19)  Placebo(n=6)  Total (n=24)

Mile (%) 14a8) ran 1563

Female (%) 4(22) 5(83) 937

years (£ 5D) 370017 40008 390015

Heterosexual () 521) 2 709

Vaccine Placebo Total
Protocol Compliance

N (%) 1 DNA prime 18 (100)
N (5) 2 DNA prime 18 (100)
N (%) rFPV boost 18 (100)

Safety

No serious adverse events

No HIV infection
Vaceine site reactions;

Local reactions;

Systemic

Clinical adverse events;

Laboratory adverse events;

6(100) 24 (100)
6(100) 24 (100)
6(100) 24 (100)

10 ulceration, one episode of induration,
1o erythema >2.5em

no lymphadenopathy

0 recorded febrile episodes (one reported),

1o anaphylaxis.

several URTIs and GI upsets

1o event >grade 2,

increased ALT/ALP in 2 vaccine recipients,
leucopenia in one vaccine and one placebo

recipient
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Vaccine responses appear to be CD4+ T cell mediated
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Conclusions

il successfully recruited
data are robust and validated

Vaceine constructs (as specified) are safe and well tolerated

o significant immune responses arose following administration
modest and inconsistent responses observed in two subjects
latter responses are apparently CD:+ T Iymphocyte driven

candidates warrant further investigation
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