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Trabedersen:
From the Laboratory into the Clinic

Karl-Herrmann Schlingensiepen ~ Antisense Pharma

There is a high medical need for the
development of targeted therapeutic
approaches for patients with malig-
nant tumors. The antisense
oligodeoxynucleotide trabedersen
(AP 12009) was developed for the
specific inhibition of TGF-B2, a key
regulator of immunosuppression and
metastasis in carcinogenesis. In vitro
and in vivo experiments confirmed the mode of action, efficacy, and
safety of trabedersen. In patients with recurrent/ refractory anaplastic
astrocytoma (AA, WHO grade III) or glioblastoma multiforme (GBM,
WHO grade IV) trabedersen is infused directly into the brain tumor. A
multi-national, randomized, active-controlled phase IIb study compared
two doses of trabedersen with standard chemotherapy (TMZ or PCV) in
145 patients. AA patients treated with the lower trabedersen dose had a
significantly lower 14-months tumor progression rate and a two-fold
higher 2-year survival rate (83.3 vs. 41.7%) than standard chemotherapy.
The ongoing pivotal, randomized and active-controlled SAPPHIRE
phase III study is designed to confirm efficacy and safety of trabedersen
in AA patients.

In an ongoing phase I/II dose-escalation study, intravenous application
of trabedersen as 2™ to 4" line monotherapy in patients with advanced
pancreatic cancer, malignant melanoma, or colorectal cancer is investigat-
ed. Interim results show that trabedersen is safe and well tolerated with
encouraging first efficacy results.
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