Pharmacodynamic biomarker studies of TRC105 anti-endoglin (CD105) antibody revealed

P@}VTUTE anti-angiogenic activity associated with CD105 depletion
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Abstract Effective TRC105 at Higher Dose Levels and Plasma TRC105 is
Mutually Exclusive with Plasma CD105

Introduction: Endoglin (CD105) is a component of the transforming growth factor-beta

ngiogenic Activity of TRC10

bFGF, but not PIGF

A. High TRC105 dose associated with rise of plasma VEGF

receptor complex and is antagonistic to cellular response to TGF-p1. CD105 is A.SCD105 at dose level (DL) 1-3  C. TRC105 at dose level (DL) 1-3  E. Dose levels of TRC105
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depletion, VEGF as a marker for systemic hypoxia, and PSA. TRC105 induced sCD105 at low DL, when drug was not detectable 9/
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Results: Maximum tolerated dose of 20 mg/kg every two weeks was reached. TRC105 TRC105 DL13

NP - TRC105 DL4-6
TRC105 can only be detected at the end of each infusion for the three high dose levels, TRC105 DL4-6 TRC105 DL4-6
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which significant plasma CD105 reduction was observed at high dose levels. There is
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Conclusion: A significant induction of VEGF was associated with CD105 reduction at TRC105 depleted sCD105 at high DL, when drug accumulated TRC105 and SCD105 did not coexist PIGF pgimi PIGF pgimi
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A. Diagram of CD105 function in regulated TGF-b signaling in endothelial cells
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