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Introduction

Efficient antigen delivery to antigen presenting cells (APCs) is a critical component of effective in
vivo immunization strategies. Antigens attached to B11 (a human antibody against the mannose
receptors expressed on interstitial dendritic cells and macrophages) have been shown to be
processed and presented much more efficiently than non-targeted antigens, and generate robust
immune responses when combined with toll-like receptor (TLR) agonists. Importantly, this targeted
vaccination approach allows potential access to a larger APC population compared to standard
protein vaccination strategies. CDX-1307 is a vaccine composed of B11 fused with the B subunit of
human chorionic pin (hCG-B), a antigen that has been correlated with
advanced stage of disease and poor prognosis. Initial phase | studies were aimed to investigate
dose escalation, and combination with GM-CSF, a cytokine that up-regulates mannose receptors.
We have now initiated combination studies with the TLR3 agonist Poly-ICLC (Hiltonol ®) and TLR7/8
agonist (resiquimod). These combinations are expected to maximize the potential for the targeted
vaccine strategy.
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CDX-1307 is a fusion protein of a human
mAb to mannose receptor (MR) and the
tumor-associated antigen hCG-f

CDX-1307 is targeted to an endocytic pathway
in dendritic cells (DCs) that leads to activation
of hCG-B-specific CTL and T helper cells

» hCG-B is overexpressed by common cancers and not found in most normal tissues
» Elevated hCG-B expression is associated with a poor outcome in several cancers

» Humoral response to hCG-B is associated with improved survival in colorectal patients (Moultan
HM et al., Clin. Can. Res. 8: 2044, 2002)

> hCG-B is structurally similar to TGF- and in vitro studies suggest that it may help prevent
apoptosis in bladder cancer cells
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Patient Characteristics & Outcome

Patient Characteristics

CDX-1307 Pharmacokinetics

Future Directions: Addition of TLR Agonists

Addition of toll like receptor (TLR) agonists provide potent adjuvant effects for vaccines.
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Example of T-cell response to hCG-B analyzed by expansion and restimulation of CD4 and
CDB8 T-cells with autologous DCs before and after CDX-1307 vaccination

> Several patients had increased IFN-g producing CD8 T-cells post-treatment

» D4 T-cell responses were similar before and after treatment

» GM-CSF did not provide sit p in T-cell

administration can provide immunity despite advanced disease and high
levels of circulating antigen

» anti-hCG-B immune responses were observed more frequently in
patients receiving GM-CSF

» Addition of TLR agonists may provide enhanced immunity and improved
clinical responses



