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NCCN Guidelines Panel: Non-small cell lung cancer (NSCLC)

On behalf of Genentech, Inc., | respectfully request the NCCN NSCLC Guideline Panel to review the
enclosed recent key publications for:

e Avastin (bevacizumab): Maintenance therapy for NSCLC

Barlesi F, Scherpereel A, Rittmeyer A, et al. Randomized Phase Il trial of maintenance
bevacizumab with or without pemetrexed after first-line induction with bevacizumab, cisplatin, and
pemetrexed in advanced nonsquamous non-small-cell lung cancer; AVAPERL (M022089). J Clin
Oncol 2013;31:3004-3011

Barlesi F, Scherpereel A, Gorbunova V, et al. Maintenance bevacizumab—pemetrexed after first-
line cisplatin—pemetrexed—bevacizumab for advanced nonsquamous non—small cell lung cancer:
updated survival analysis of the AVAPERL (MO22089) randomized phase Il trial. Annals of Onc.
2014 Feb 27; [epub ahead of print]

Rittmeyer A, Gorbunova V, Vikstrom A, et al. Health-related quality of life in patients with
advanced nonsquamous non-small-cell lung cancer receiving bevacizumab or bevacizumab-plus-
pemetrexed maintenance therapy in AVAPERL (M0O22089). J Thorac Oncol. E-pub Date:
[published online ahead of print] 2013. DOI # 10.1097/JT0O.0b013e3182a46bcf.

Specific Changes:

e Avastin: There are no specific changes being requested. We are providing data on Avastin in
NSCLC for your review and consideration.

FDA Clearance:
e Avastin is Off-label for Maintenance Therapy for NSCLC

Please refer to the enclosed prescribing information for the full FDA-approved indications and safety
information.

Rationale:

e Avastin: Inthe randomized, Phase Ill AVAPERL trial evaluating the safety and efficacy of Avastin
maintenance with or without pemetrexed in nonsquamous non—-small cell lung cancer (NSCLC),
progression-free survival (PFS) was significantly prolonged with Avastin—pemetrexed. In an
independent updated analysis of survival outcomes from AVAPERL, overall survival was found to be
numerically, but not significantly longer for the Avastin-pemetrexed combination. Health-Related
Quality Outcomes remained relatively stable throughout maintenance and was generally similar in
both arms. The original full publication, along with publications of updated survival and quality of life
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analyses have been submitted for your review and consideration. Additional Phase Il data on the use
of Avastin with pemetrexed in NSCLC have been reported.l'4

Respectfully submitted,

Yo oo™
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