DARA Bi()Sciences'

8601 Six Forks Road, Suite 160
Raleigh, North Carolina 27615

June 30, 2014

Subject: NCCN Breast Cancer Treatment Guidelines — Submission Request

On behalf of DARA BioSciences, Inc., | respectfully request the NCCN Breast Cancer Clinical Practice Guidelines
Panel to review the enclosed data in support of including tamoxifen citrate oral solution as an option to tamoxifen
tablets in the management of breast cancer.

Specific Changes: Include the recommendation “Consider offering the option of a liquid formulation of tamoxifen
to those patients who prefer or need a liquid formulation” as a footnote to the 5™ bullet on page BINV-16 that
reads “assess and encourage adherence to adjuvant endocrine therapy” as a strategy to support long term
adherence to therapy.

FDA Clearance: The FDA-approved 505 (b) (2) liquid formulation of tamoxifen citrate (Soltamox®) is bioequivalent
to the tablet formulation; the labels for the two formulations are essentially identical.!

Rationale: Due to a compelling need to improve patient adherence to long-term tamoxifen therapy, a liquid
formulation is an important therapeutic option for specific populations, notably patients who have either
physiological or psychological difficulties swallowing tablets and those who prefer an oral solution.

Support for Recommendation:

e Adherence to adjuvant tamoxifen hormonal therapy among breast cancer patients is poor, with 15-20%
discontinuing therapy during the first year, increasing to 31-60% discontinuance at the end of year 5.3
With current NCCN Breast Cancer Guidelines indicating physicians “consider tamoxifen for an additional 5
y to complete 10 y” (BINV-J), adherence is likely to become even more problematic.

e At the NCCN 2014 Annual Meeting, Professor Stefan Gliick presented data from an IRB-approved 626
patient survey of female breast cancer patients regarding adherence to tamoxifen tablets and potential
strategies to improve long-term adherence to the medication.”

o Consistent with the literature, adherence was shown to be an issue, with 14% of patients self-
reporting missing 2 or more tamoxifen doses each month.

o 13% of patients indicated a preference for a liquid tamoxifen formulation; liquid formulation
willingness/preference was higher in patients with lower self-reported adherence and/or
swallowing difficulties.

o 22% of patients indicated a willingness to try a liquid formulation.

Based on a validated, symptom specific outcome instrument for swallowing difficulties called the
EAT-10,” the prevalence of swallowing difficulties in patients taking tamoxifen tablets was 8%.

e Dysphagia®, although only peripherally addressed in current NCCN guidelines [Version 2.2014 — Special
Considerations for Patients Able to Tolerate Treatment — Senior Adult Oncology (SAO-4}; Version 2.2014 -
Principles of Nutrition: Management and Supportive Care — Head and Neck Cancers (NUTR-A)] is a
potentially important issue with regard to adherence to oral medication, especially among the elderly.
Rather than crushing pills into food, which is not advisable’, a liquid formulation of tamoxifen offers an
alternative means of delivering the medication in a dose-accurate manner.
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