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* CD105 expression is increased following _VEGF inhibition in pr'ecllnlcal. studies of protocol was amended to exclude patients with risk factors for peptic ulcer disease
human cancer (Bockhorn et al, 2003; Davis et al, 2004), supplying a rationale for rea‘t m ent Stat » Hypersensitivity reaction (Grade 3 chills and Grade 3 dyspnea) during TRC105 infusion at 1.0 « TRC105 levels were detected in the first three cohorts at concentrations above the K,
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* Two patients developed human antimouse antibody, one after 6 doses at 0.03 mg/kg and another after « TRCI105 levels exceeding concentrations shown to saturate CD105 binding sites for 24
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OBJECTIVES

» Evaluate the safety and tolerability of escalating doses of TRC105 administered
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* Phase 1, non-randomized, open-label, dose-finding, first-in-human study A A
. . . . . 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
conducted at 4 institutions in the United States
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A patient with metastatic ovarian cancer was treated for 6

months at a TRC105 dose of 0.01 mg/kg with radiographically

KEY INCLUSION CRITERIA A patient with castrate-refractory prostate cancer and multiple bone : g

. > i i i & B . metastases treated at 0.01 mg/kg remains on study at Cycle 18 with a stable disease and a 16% decrease in plasma CA125.
Adult_s (age 218 years) W|_th advanced or metastatic solid cancer for whom A prostate cancer patient remains on study after 36 doses complete PSA response and markedly improved bone scans. Progression at Month 7 was based on a rising GA125.
curative therapy is unavailable (18 x 28-day cycles) of TRC105
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+ Adequate organ function Summary and Conclusions REFERENCES

+ Safety and Immunogenicity

KEY EX_CLUSION CRITERIA o + TRC105 was tolerated in 21 patients at doses up to 1.0 mg/kg every 2 weeks with evidence of clinical activity _ Bockhorn M, et al. Clin Cancer Res 9:4221-6, 2003
* Receipt of cancer treatment within 4 weeks of study start + Two dose-limiting toxicities were observed: Grade 4 bleeding from a gastric ulcer and Grade 3 hypersensitivity reaction Bussolati B, et al. FASEB 22: 3696-3705. 2008
» Two of 21 patients (<10%) developed HAMA after 6 and 10 doses of TRC105 Davis DW. e’t al. Cancer Res 64:4601—101 2004
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. Il;/l:??rCsinr;gr)\llv\;\tl?t:i?]nétlr\?\llefeiisct):i?llj(::lrllsstart + One patient with castrate-resistant metastatic prostate cancer remains on study at Cycle 18 (Month 17) with a complete PSA response Ig;leco:ﬁegt;l.e?(;ﬁrg?nzg:ﬁlcsei“;éslgigogl.1044 1997
. S . » One patient with ovarian cancer remained on study through Month 6 with stable disease and a 16% decrease in plasma CA125 ’ ’

* U_nhe_a_l ed Wour_lds O_r bleeding W|th|n_30 days of d_OSIng * In addition, one patient each at 0.03 mg/kg, 0.1 mg/kg, 0.3 mg/kg and two at 1.0 mg/kg demonstrated stable disease for 2 2 months

+ Significant pericardial, pleural or peritoneal effusion + Further dose escalation is planned to saturate CD105 binding sites for the full 2-week dosing interval followed by a comprehensive Phase 2 program of TRC105 alone and

in combination with other agents




