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Discovery and clinical development of BNC1095, a tubulin targeting small molecule that
selectively disrupts the vasculature in solid tumours.
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BNC105 Discovery & Mechanism of Action BNC105 Clinical Development

First in Human Phase | Clinical Study

BNC105 Destabilises Tubulin and Induces Endothelial Cell Blebbing
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cycle) in patients following progression on pemetrexed and a platinum (Australasian Lung cancer Trials Group,
ALTG). Treatment is continued until evidence of disease progress or unacceptable toxicities are observed.
Single arm, 2-stage, multicenter trial, N=60 with an interim assessment at N=24 evaluable patients.

BNC105P : Tumour Vascular Disruption with a Wide Therapeutic Window
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BNC105P is administered IV over 10 min on Day 1 & Day 8 every 21 days.
40 mg/kg 28-day cycle (Day 1/Day 8) Everolimus is administered orally, daily with a 7 day lead in prior to administration of BNC105P.
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Conclusions

« Preclinical studies have confirmed BNC105P acts as a inhibitor of tubulin polymerisation, with vascular disruption
and anti-proliferative effects.

. A phase | clinical study has identified a recommended phase Il dose of BNC105P of 16 mg/m®. The drug is well
tolerated at this level.
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« Two clinical studies are ongoing.
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i) a 2" line phase Il study in malignant pleural mesothelioma (single arm, single agent),
ii) a randomised phase I/ll study in renal cell carcinoma (BNC105P/everolimus regimen).

Balb/c nu/nu mice bearing MDA-MB-231 solid tumours (N=10) were treated with BNC105P as a single agent
(40 mg/kg on Days 1 and 8 in a 28-day cycle).



