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NCCN Guidelines Panel: Colon, Rectal, and Anal Cancers

On behalf of Genentech, | respectfully request the NCCN Colon, Rectal and Anal Cancers Guideline
Panel to review the enclosed data for the use of Avastin® (Bevacizumab) in the treatment of metastatic
colorectal cancer (nCRC).

We acknowledge the NCCN requirement for scientific data at least 21 days prior to a Panel meeting and
appreciate consideration for this newly available information.

Specific Changes: Consider revising footnote #5 on COL-C 3 of 7 in the Colon Cancer guideline and
footnote #5 on REC-E 3 of 7 in the Rectal Cancer guideline where it currently states, “There is insufficient
data to support continuation of bevacizumab with a second-line regimen after progression on a
bevacizumab-containing first-line regimen, and such continuation of bevacizumab beyond progression is
not recommended.”

EDA Clearance: FDA has not approved Avastin in combination with chemotherapy for the treatment of
MCRC in patients that progressed after receiving Avastin plus chemotherapy. Please refer to the
enclosed prescribing information for the full FDA-approved indications and safety information.

Rationale: Results were recently presented at the 2012 American Society of Clinical Oncology (ASCO) on
June 3. The Treatment Across Multiple Lines (TML) study (ML18147) is the first randomized phase llI
trial to evaluate the continued use of Avastin in combination with chemotherapy as a second-line
treatment in patients with mCRC who progressed after receiving Avastin in combination with
chemotherapy in the first-line setting.

D. Arnold et al. reported that the TML study met the primary endpoint of overall survival (OS)
demonstrating an improvement of 11.2 months vs. 9.8 months in the Avastin plus chemotherapy arm vs.
standard chemotherapy only arm, respectively (HR 0.81 p=0.0062). Hypertension, venous
thromboembolism and arterial thromboembolism were the most common grade 3-5 adverse events.
Additional data on the use of Avastin beyond progression in first-line mCRC including large observational
registries and large retrospective analyses have been published.z'5
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