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To Whom It May Concern:

As an addendum to the submissions dated October 10, 2011, December 12, 2011 and June 8,
2012 as the NCCN Breast Cancer Panel reviews the NCCN Clinical Practice Guidelines in
Oncology for Breast Cancer, v.3.2014 and the associated Drugs and Biologics Compendium™,
we have enclosed more recent data relating to treatment with everolimus. This information is
highlighted below:

e Updated overall survival results supporting the use of everolimus in advanced breast
cancer

Everolimus for the treatment of advanced breast cancer
This request is to provide updated information related to the BOLERO-2 (Breast cancer trials of
OraL EveRQlimus-2) trial as the Panel reviews the Breast Cancer Guidelines and the associated
“NCCN Drugs and Biologics Compendium™". BOLERO-2 is a Phase lll, multicenter, randomized,
double-blind, placebo-controlled study that evaluated treatment with everolimus in combination
with exemestane versus treatment with exemestane plus placebo in postmenopausal women with
hormone receptor-positive, HER2-negative, locally-advanced or metastatic breast cancer, who
are refractory to letrozole or anastrozole." Patients were randomized in a two to one ratio to
receive either everolimus orally (10 mg daily) (n = 485) or placebo (n = 239) in combination with
exemestane orally (25 mg daily). The primary endpoint was progression-free survival (PFS).

In the final. PFS analysis, based on 510 events at a median follow-up of 18 months, the median
PFS by local investigators was 7.8 months for combination therapy versus 3.2 months with
exemestane only (HR = 0.45 [95% CI: 0.38, 0.54]; P<.0001). Assessment by central review was
11.0 months vs. 4.1 months, respectively (HR = 0.38 [95% CI: 0.31, 0.48]; P<.0001). PFS benefit
with combination therapy vs. monotherapy was evident in all pre-specified subgroup analyses.
Objective response and clinical benefit rates for the everolimus + exemestane vs. placebo +
exemestane arms were 12.6% vs. 1.7% (P<.0001) and 51.3% vs. 26.4% (P<.0001),
respectively.?

In the final analysis of a secondary endpoint, overall survival (OS), at a median follow-up of 39
months (cut-off date of October 3, 2013), a total of 410 deaths had occurred and treatment was
ongoing in 13 patients. There was a 4.4-month prolongation in median OS with everolimus +
exemestane (31.0 months vs. 26.6 months with placebo + exemestane; HR = 0.89 [95% CI:



0.73, 1.10]; P=0.14), the stratified log-rank test at one-sided 2.5% level of significance for the
difference in median OS between treatment arms was not statistically significant. The types of
anticancer therapies that were given following study treatment were balanced across arms, with
the exception of 10% more patients in the placebo + exemestane arm receiving chemotherapy
(63% placebo arm vs. 53% everolimus arm). No new safety concerns were identified.’

Specific changes recommended for the Guidelines & Compendium
Please update the section on Endocrine Therapy for Stage IV or Recurrent Metastatic Disease to
reflect the BOLERO-2 secondary endpoint of final OS data.

FDA Status

Everolimus is approved for the treatment of postmenopausal women with advanced hormone
receptor-positive, HER2-negative breast cancer in combination with exemestane, after failure of
treatment with letrozole or anastrozole.

Rationale for reccommended change

Efficacy and safety of everolimus in combination with an aromatase inhibitor have been
demonstrated in Phase Ill and Phase Il trials for the treatment of postmenopausal, hormone
receptor-positive women with advanced breast cancer who are refractory to endocrine therapy."
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We appreciate the opportunity to provide this additicnal information for consideration by the
NCCN Breast Cancer Panel. If you have any questions or require additional information, please
do not hesitate to contact me at 862-778-5494 or via e-mail at neilda.baron@novartis.com. Thank
you for your time and consideration.
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