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Name: Neilda A. Baron, MD

Company/Organization: Novartis Pharmaceuticals Corporation
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East Hanover, NJ 07936

Phone: 862-778-5494

Email: neilda.baron@novartis.com

Date of request: March 09, 2011

NCCN Panel: Multiple Myeloma

To Whom It May Concern:

As the NCCN Multiple Myeloma Panel reviews the NCCN Clinical Practice Guidelines in
Oncology for Multiple Myeloma, v.1.2011 and the associated Drugs and Biologics Compendium™,
we have enclosed data relating to treatment with Zometa (zoledronic acid). This information is
highlighted below:

e Data to support zoledronic acid's clinical anti-cancer activity in patients with multiple
myeloma
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Zometa Clinical Anti-cancer Activity in Patients with Multiple Myleoma

This request is for the Panel to consider the addition of zoledronic acid for patients with multiple
myeloma in conjunction with standard induction chemotherapy in section “Myeloma Therapy,
page 13" of the Multiple Myeloma Guidelines and the associated “NCCN Drugs and Biologics
Compendium™” due to its clinical anti-cancer activity. Previously, clodronate reported clinical
anti-cancer activity in multiple myeloma and metastatic prostate cancer."? Another study in
patients with previously untreated multiple myeloma,demonstrated that zoledronic acid plus
chemotherapy resulted in a significant delay in event-free survival (P< .01) and overall survival
(OS) (P< .01) compared with patients who received standard chemotherapy alone.® More
recently, a large phase lll trial conducted by Morgan and colleagues examined the efficacy and
safety of zoledronic acid versus the active comparator clodronate in patients with muiltiple
myeloma. A total of 1970 patients were enrolled in the study. However, 1960 patients were
eligible for the intent to treat analysis. Patients received treatment for a median of 350 days
before disease progression, with a median follow up of 3.7 years. The primary endpoints of the
trial were OS, progression-free survival (PFS), and overall response rate (ORR). Secondary
endpoints included skeletal-related events (SREs) and safety. Zoledronic acid therapy
significantly reduced the risk of death by 16% compared to clodronate (P=.0118), and extended
median overall survival by 5.5 months (P=.04). PFS was also significantly improved by 12% with
zoledronic acid compared to clodronate (P=.0179), and increased median PFS by 2.0 months
(P=.07). Rates of complete, very good partial, or partial response did not differ significantly
between the zoledronic acid and clodronate groups. Both zoledronic acid and clodronate were
generally well tolerated with no significant difference in the development of acute renal failure or
treatment-related serious adverse events, The overall incidence of osteonecr051s of the jaw
(ONJ) was 4% [35/983] for zoledronic acid and <1% [3/979] for clodronate.
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Specific changes recommended for the Guidelines & Compendium
Please add the use of zoledronic acid for patients with multiple myeloma for its clinical anti-cancer
activity.

FDA Status
Zometa (zoledronic acid) is FDA approved for patients with multiple myeloma and documented
bone metastases from solid tumors, in conjunction with standard antineoplastic therapy.

Rationale for recommended change

In patients with multiple myeloma with and without bone lesions, a randomized phase Il trial
demonst{g;}ated that the anti-cancer effects of zoledronic acid resulted in an improved overall
survival.
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We appreciate the opportunity to provide this additional information for consideration by the

NCCN Multiple Myeloma 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.

Sincerely,

AV at u( .
(_____./'i_,'/,.’f',, ( / ‘}f-"-f(. dAY
Neilda A. Baron, MD '

Senior Director and Head, Medical Information Oncology
Novartis Pharmaceuticals Corporation

Enclosures: Copies of referenced primary literature



