Opening the Black Box




Dissecting Tumors using Intravital Microscopy
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Jain, Munn, Fukumura, Nature Reviews Cancer (2002)
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Growth of LS174T 1n Dorsal Window

Leunig et al. Cancer Research (1992)




3D Imaging of normal vasculature

Brown et al. Nature Medicine (2001)




3D Imaging of tumor vasculature

Brown et al. Nature Medicine (2001)




Tumor blood vessals:
abnormal structure and function
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|nterstitial Fluid Pressure in Human Tumors
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Jain, Nat Med (2001); Science (2005)




Bench to Bedside and Back

P GG RO ¥ A ety ' S S i e







TR, Y e

50
45
40
35
30
25
20
15
10

Normalization of tumor vasculature
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V EGF Blockade Normalizes Tumor Vascul ature
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DC101 Bevacizumab
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Effect of BV plus chemoradiation
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Willett et al., Nature Medicine 2004
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DC101 Decreases Tumor Hypoxia During the
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Winkler, Kozin et al., Cancer Cell 2004




Radiation Therapy Acts Synergistically with VEGFR2
Blockade During the Normalization Time Window

Winkler, Kozin et al., Cancer Cell 2004




Normalization Time Window
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Toxicity to normal tissue _
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AZD treatment, 45 mg QD




Radi ographi C responses In the first 16 patients
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T2 weighted MRI (FLAIR)

Water Mobility (ADC)

White Matter Tractography




Re-emergence of White Matter Tracts
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