\’ ’/, - == iy 1
i\'li FIEE TR 1 Yintrust

Antibody Therapy for Inhibiting Bladder Cancer and
Prostate Cancer Metastasis
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Technology description

UCLA has a robust intellectual property position on antibody-based diagnostics and therapeutics
against N-cadherin for the treatment and detection of prostate and bladder cancers. The research and
development leading to this promising technology has been conducted by Dr. Robert Reiter, Professor
of Urology and Director of UCLA" s Prostate Cancer Program.

BACKGROUND

The transition from androgen-dependent prostate cancer to castration-resistant prostate cancer marks
an inevitable progression to more aggressive and metastatic disease. Survival after this transition drops
significantly. The expression of N-cadherin, a transmembrane glycoprotein involved in cell-cell
adhesion, has been shown to be associated with high-grade prostate cancer and metastasis by
numerous studies. To date, however, therapeutic approaches targeting N-cadherin have not been
tested for efficacy. Dr. Reiter’ s group has generated humanized monoclonal antibodies (mAbs) to
neutralize the metastatic properties of N-cadherin upregulation. In their in vivo studies, mAbs targeting
different extracellular domains of N-cadherin demonstrated inhibition of local invasion and metastasis,
and at high doses, led to completed regression.

INNOVATION

By developing N-cadherin-specific antibodies and demonstrating their anti-tumor activity, Dr. Reiter’ s
laboratory has developed the foundation on which to realize anti-N-cadherin therapy for patients. In a
seminal paper published in Nature Medicine, Dr. Reiter’ s group demonstrated that their antibodies
could slow growth of prostate cancer xenografts, block invasion and metastasis, and at high doses,
allow complete regression in vivo.

N-cadherin expression is positively correlated to progression in bladder cancer, a disease that claims
nearly 75,000 lives annually in the U.S. Dr. Reiter’ s group has further demonstrated that bladder
cancer patients with an elevated N-/E-cadherin ratio have the worst prognosis, and their biochemical
studies suggest that anti-N-cadherin antibodies are promising therapeutics for bladder cancer.
RELATED MATERIALS

Monoclonal antibody targeting of N-cadherin inhibits prostate cancer growth, metastasis and
castration resistance. Nat Med. (2010)

Phospho-Akt pathway activation and inhibition depends on N-cadherin or phospho-EGFR expression in

invasive human bladder cancer cell lines. Urol Oncol. (2010)



Application area

Antibody therapy for invasive prostate and bladder cancers.

Research reagent for the two receptors.
Advantages

Potential application to other metastatic epithelial cancers besides bladder and prostate.

Antibody therapy can be used alone or in combination with other small molecule inhibitors of mTOR
and EGFR.

The researchers have experience in developing therapeutic antibodies for previously identified targets.
One of these targets is the prostate stem cell antigen (PSCA) which had been successfully licensed and

is being commercialized.
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