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Summary

PG545 is a heparan sulfate mimetic that inhibits two key processes in tumour progression - angiogenesis and metastasis. The compound was designed to potently inhibit the activity of heparanase,
the only enzyme which cleaves heparan sulfate, a process strongly implicated in cell dissemination associated with tumour metastasis. Anti-angiogenic properties were confirmed by growth factor
binding, proliferation and in vitro and in vivo angiogenesis studies. PG545 significantly slowed tumour progression in multiple orthotopic and solid tumour models. Its pharmacokinetic profile in mice
supported once- or twice-weekly dosing and therapeutically relevant concentrations of the drug were observed in the tumour when dosed according to the twice-weekly schedule. In combination
with standard-of-care agents, PG545 enhanced their anti-tumour efficacy in a variety of models. Potent anti-metastatic activity of PG545 has been confirmed in several models: Lewis Lung Carcinoma
(LLC), HT-29 and the 4T1 breast cancer model. In contrast, other angiogenesis inhibitors such as sorafenib displayed limited utility under the same conditions. Taken together, the dual inhibitory activity
of PG545 on angiogenesis and metastasis highlights the potential utility of this new therapeutic approach as it enters Phase | clinical trials for advanced cancer.

Table 1. Inhibitory Effects of PG545 on  Anti-Metastatic Activity in Lewis Lung Carcinoma
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PG545 induces potent anti-angiogenic activity /n vivo together with broad acting preclinical anti-tumour and anti-metastatic efficacy with a pharmacokinetic profile to support less frequent
dosing compared with other HS mimetics. Phase | study of the safety and tolerability of PG545 in patients with advanced solid tumours commenced in late 2010 (www.clinicaltrials.gov).



