/ DEPARTMENT OF HEALTH AND HUMAN SERVICES

Silver Spring MD 20993

Our STN: BL 103705/5311 APPROVAL
February 18, 2010

Genentech, Incorporated

Attention: Nadine D. Cohen, Ph.D.

Senior Vice President, Regulatory Affairs

Biogen Idec Inc.

14 Cambridge Center

Cambridge, MA 02142

Dear Dr. Cohen:

Please refer to your supplement to your biologics license application (BLA), dated
May 15, 2009, received May 18, 2009, submitted under section 351 of the Public Health Service
Act for Rituxan (rituximab).

We acknowledge receipt of your amendments dated June 16, July 23, 30 and 31, September 9,
16, 18 and 24, October 21, November 4 and 12, 2009, January 8, and February 2, 2010.

Y our request to supplement your biologics license application for Rituxan (rituximab) to include
anew indication for the treatment of patients previously treated for CD20-positive chronic
lymphocytic leukemia (CLL) in combination with fludarabine and cyclophosphamide (FC) has
been approved.

REQUIRED PEDIATRIC ASSESSMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of
administration are required to contain an assessment of the safety and effectiveness of the
product for the claimed indication(s) in pediatric patients unless this requirement is waived,
deferred, or inapplicable.

Because Rituxan for the treatment of CLL has an orphan drug designation, you are exempt from
this requirement.

CONTENT OF LABELING

Within 14 days of the date of this letter, submit content of labeling [21 CFR 601.14(b)] in
structured product labeling (SPL) format, as described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductL abeling/default.htm, that is
identical in content to the enclosed labeling text. The content of 1abeling should be submitted by
updating your applications by referencing the SPL file submitted to the drug establishment
registration and drug listing system. To do this, place alink in your application submissions that

Food and Drug Administration


http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm
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directs FDA to your SPL file. For administrative purposes, please designate this submission
“Product Correspondence—Final SPL for approved BLA STN 103705/5311.” In addition,
within 14 days of the date of this letter, amend any pending supplement(s) for this BLA with
content of labeling in SPL format to include the changes approved in this supplement. For
additional information on submitting labeling to drug establishment registration and drug listing
and to applications, see the FDA guidances at

http://www.fda.gov/downl oads/Drugs/ GuidanceComplianceRegul atoryl nformation/Guidances/u
cm072339.pdf and

http://www.fda.gov/downl oads/Drugs/ GuidanceComplianceRegul atoryl nformation/Guidances/U
CM072392.pdf.

Marketing the product with the labeling that is not identical to the approved labeling text may
render the product misbranded and an unapproved new drug.

PROMOTIONAL MATERIALS

Y ou may request advisory comments on proposed introductory advertising and promotional
labeling. To do so, submit, in triplicate, a cover letter requesting advisory comments, the
proposed materials in draft or mock-up form with annotated references, and the package insert(s)
to:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Drug Marketing, Advertising, and Communications
5901-B Ammendale Road

Beltsville, MD 20705-1266

Asrequired under 21 CFR 601.12(f)(4), you must submit final promotional materials, and the
package insert(s), at the time of initial dissemination or publication, accompanied by a Form
FDA 2253. For instruction on completing the Form FDA 2253, see page 2 of the Form. For
more information about submission of promotional materials to the Division of Drug Marketing,
Advertising, and Communications (DDMAC), see
http://www.fda.gov/AboutFDA/CentersOfficess CDER/ucm090142.htm.



http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm072339.pdf
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm072339.pdf
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM072392.pdf
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM072392.pdf
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm
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If you have any questions, contact Vaishali Jarral, Regulatory Project Manager, at (301) 796-
4248.

Sincerely,

/Patricia Keegan/

Patricia Keegan, M.D.

Director

Division of Biologic Oncology Products
Office of Oncology Drug Products
Center for Drug Evaluation and Research

Enclosure: Revised Labeling
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